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LGOI NOI DAU

Thic hién nghi dinh 43/2000/ND-CP ngay 30/8/2000 cia Chinh pha quy dinh
chi ti€t va huéng din trién khai luat gido duc, Bo Gido duc & Diao tao va Bo Y t€ da
phé duyét, ban hanh chuong trinh khung cho dao tao Dugce si dai hoc. Bo Y t& o chic
tham dinh sich va tai li¢u day - hoc cdc mon co s va chuyén mon theo chuong trinh
mdi nhim ting bude xdy dung bd sach chudn trong cong téc dao tao Duge si dai hoc
cua nganh Y (€.

Xuit phdt tir yéu cdu trén, bé mon Duge 1am sing Trudng Dai hoc Duoc Ha Noi
bién soan lai cudn sach “Dugc lam sang” ¢é chinh sita, cap nhat Kién thitc méi dé lam
tai liéu giang day cho sinh vién cdc trudng dai hoc Dugc trong ca nudc.

Cuén siach do PGS. TS. Hoang Thi Kim Huyén, chu nhiém B% mon Duge lam
sang lam cho bién cung véi sy tham gia bién soan cua cdc cdn bo giang day Bé moén
Dugc lam sang, Truong Pai hoc Duge Ha Noi.

Noi dung cudn sich gom 16 chuong: “Bai ma dau™: gidi thiéu moén hoc va nhiing
buéc can lam v&i duge si lam sang dé dat duge muc tiéu sir dung thudce hop ly. Céc
ki¢n thitc co ban can cho hoat dong cha dugce s1 lam sang duge néu trong 15 chuong.
Méi chuwong duoc trinh bay ndi bat: Muc tiéu, ndi dung chuyén mon dam bao 4 yéu
cau ¢ ban vé Kkién thirc, tinh chinh xdc va khoa hoc, cép nhat ti€n bd khoa hoc k¥
thudt va 4p dung thye tién. Cudi mot s& chuong c¢é thém phan phu luc la nhitng théng
tin dé minh hoa cho cic noi dung ctia chuong dé va dé hoc vién ¢6 thé tham khao khi
doc cdc tai liéu diéu tri ¢ lién quan.

Sach dd dugc Hoi dong chuyén mon tham dinh sdch gido khoa va tai lidu day -
hoc chuyén nganh Duge ciia Bo Y € tham dinh va duge Bo Y té€ ban hanh lam tai li¢u
day - hoc chinh thitc ctia nganh Y 1€ trong giai doan hién nay.

Vu Khoa hoc va Pao tao xin chan thiinh cdm on cdc cén bo gidng day cua Bo
moén Dugc lam sang, Trudng Dai hoc Duge Ha Noi da tham gia bién soan cudn sich
nay. Mac dil cdc thong tin trong cdc chuong déu di duge clp nhat theo céc 1ai liéu
chuyén nganh méi nhdt nhung do su phat trién nhanh chéng cua thong tin trong thoi
dai hién nay, chac chan vin c¢on nhiéu ngi dung chua that sy dép ing duge véi yéu cdu
cla doc gid. Ching to6i mong nhan duge sy gép ¥ ctia céc ban dong nghiép va sinh vién
dé lin xuat ban 161 ¢6 thé hodn thién hon.

BO Y TE
VU KHOA HOC VA PAO TAO
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Bai mo dau

GIGI THIEU MON HOC

1. DINH NGHIA

“Duge lam sang 1a mot mon hoc cia nganh Duge nham t3i wu héa viec sir
dung thuéc trong diéu tri va phong bénh trén cd s& nhirng kién thitc vé Duge va Y -
Sinh hoc”.

2. MUC TIEU CO BAN CUA MON HOC
- Bdo dam vi¢e s dung thudc hop 1y nhim gidp cho viéc diéu trj dat két qua
16t nhat.
- Phong ngira cdc phdn ing c6 hai do thudc gay ra.

St dung thuoc hop 1y 1a cai thién hiéu qua st dung, ning cao d6 an toin va bao
dam tinh kinh t€ khi diing thudc cho timg ¢4 thé bénh nhan. Tinh hop 1y phai can nhéc
sao cho chi s¢" Hiéu qud [Riti ro (khong an toan) va Hiéu qud | Kinh t¢ dat cao nhdt,

Phong ngiva phen ting c6 hai do thudc gdy ra bao gébm viéc kiém soat lidu luong,
dé phong tic dung phy va cdc bién phdp gido duc cong ddng nhim trénh lam dung
thuoc.

Quyén sich ndy nhdm cung cdp nhiing kién thic cho chuong trinh dai hoc véi
yéu cau doi véi sinh vién la:

- Dinh gid duge viéc ké don hop 1y theo cd thé trén co s nhitng khic biét vé

sinh 1Y va bénh 1y.

~ Hudng dan dugc cho bénh nhan vé sir dung thudc hop 1y.

3. VAI NET VE SU RA BJI VA PHAT TRIEN CUA MON DUGC LAM SANG

Dugc 1am sang 1a mot mon hoc rét tré so véi cdc mon hoc truyén théng di ¢é clia
nganh duge nhu Bao ché. Héa duge, Duge liéu... Mén hoc nay duoc khai sinh & My
vao nhiilng nam 60 ctia th€ ky XX va dén nay di trd thainh mon hoc chinh thic trong
chuong trinh dao tao Dugc si cha nhiéu nudc trén the gidi.

Su ra ddi cua mon duge 1am sang xudt phat tir 2 yéu 6
— Khdch quan:

Sy phat trién nhanh chéng trong linh vuc san xuét thudc lam cho thi trudng thude
vira phong phd vé s6 lugng duge phdm véi sy ra doi nhiéu dang duge chit méi, vira da
dang vé cac dang bao ché véi su ra ddi nhiéu dang bao ché méi khdc hén cic dang
Kinh di¢n da gay khong it ling ting cho thdy thudc ké don. Tir d6 ndy sinh yéu cdu tir
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phia thdy thudc vé sy cé mit bén canh ho cdc duge si voi vai trd tr vin vé thudc. Su
chuyén déi nay da “doi” vi tri 1am viéc cla ngudi duoce si tir khoa duoc 1én bénh phong,
cung lam vi¢c v&i thay thudce; do dé duge si lam sang con duge goi nom na la “nguoi
dugce s1 bén canh giudng bénh” (Pharmacien au lit du malade).

Tuy nhién vé sau, khdi niém duge lam sing khong con chi bo hep trong khuon
kho bénh vién ma duge mé rong ra trong ca cong dong. Dugce 1am sang trang bi kién
thie cho nguoi duge si cham lo viéc su dung thude hop ly cho ca ngudi tiéu dung
thudée trong cong dong.

— Chd quan:

Su ra d3i nhiéu thiét bi hién dai cho phép xdc dinh dugc néng d6 thudc trong mau
vi cdc 16 chic trong co thé, giip ngudi duge si ¢é vai trd tich cuc hon déi véi thiy
thudc: tr vin cho bdc sT vé ndng do6 thudc trong mau lam co sd cho viéc hiéu chinh liéu
iuong theo tirng ¢4 thé ngudi bénh vi fua chon thude phu hop véi trang théi bénh 1y.

4. VAl NET VE HOAT DONG DUGQC LAM SANG TREN THE GIO|

Nhu di néu & trén, My 1a nudc dua duge 1am sang vao chuong trinh giang day
trong cdc trudng dai hoc Duge sém nhat. Sau miét loat hoi nghi chuyén dé vé dé tai nay
lai Bdc M¥ vi chau Au, dugc lam sing trd thinh mén hoc chinh thitc tai My tit nam
1964 tai nude nay. duge lam sang duge gidi diéu tri dén nhan mot cdch ndng nhiét va
cuong vi “chuyén gia vé thude” duge chinh thikc trac vao tay cdc dugc si.

Tai Canada, duge 1am sang dugc dua vao gidng day & bac dai hoc tir nam 1972
va khong bao lau sau, nam 1983, sinh vién dugc budc phai thuc hanh tai béoh vién bén
canh thay thudc.

Tai chau Au, tir 1971 dén 1979, nhiéu hoi nghi chuyén nganh vé duge 1am sing
dugc t6 chic va ciing trong khodng thoi gian nay, Hoi Dugc 1am sang chau Au di ra doi.

Tai Phdp, Hoi Duge lam sang duge thanh 1ap nam 1982 cung véi su ra ddi cua
1ap chi chuyén nganh “Journal de Pharmacie clinique”. Nam 1983, hoi nghi duge 1lam
sang toan quoc duge td chic tai Paris v mot nam sau (1984), mon duge lam sang
dugc chinh tintc dua vao chuong trinh dao tao duge si dai hoc. Cang tir d6, sinh vién
dugc bit budc c6 mot nam thuc hanh tai bénh vién vao nam thit nam - con goi 1a nam
Vién-Trudng (5 ¢éme annéce hospitalo-universitaire = 5 ¢éme A H.U.).

Tai chau A , khdi niém dugce 1am sang dugce du nhip thong qua cic sinh vién dai
hoc, sau dai hoc ¢6 hoc bdng tai cic nudc “phét trién” trd vé, hoic thong qua céc
chuong trinh hop téc, cdc du dn hé trg vé cham séc sic khoe cha cde nude “phdt trién”.
Thue hanh duge lam sang di trién khai c¢6 hiéu qua & Philipin, An D6, Théi Lan,
Malaysia, Srilanka...

Tai chau Phi, thong qua cdc du dn cham séc sic khoe cua TCYTTG (WHQO),
cac 8 chiic phi chinh pha... thuc hanh dugc 1am sang clng dugc trién khai tai
Zimbabwe, Zambia, Gana...
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5. TINH HINH HOAT BONG CUA DUQC LAM SANG TAI VIET NAM

Ciing nhu cic nudc “dang phat trién” khéc, duge lam sang duge gidi Y Duge
Viét Nam biét dén qua sach bido, qua cdc chuong trinh hop tic quéc t€ trong linh vuc
Y 1€ va qua cdc can bo Y 1€ di hoc hodc ¢ong tac tir nude ngoai trd ve.

Tir nhitng nam 70, dd ¢6 cudc van dong “sir dung thude hop 1y - an toan” ¢ hé
bénh vién. Cudi nhitng nam 80, vu Duge (Bé Y (€) da thanh lap mdt nhém nghién ciu
thuc nghi¢m & bénh vién Bach Mai do duge si Phan B4 Hiing 1am nhém trudng cting
mot 53 béc si va duge si hoat dong véi muc dich tham van vé s dung thude hop 1y cho
thay thudc k¢ don.

Tai mot s& bénh vién khéc, tiéu biéu 14 khoa dugce bénh vién Hitu nghi do PGS.
Phuong Binh Thu phu trich, su gin bé giita cdc duoc si véi bdc si tai cac khoa diéu tri
di rg thanh mot nép sinh hoat déu dan, vai tro cla dugce s vdi tu cach “chuyén gia vé
thudce” dugc cot trong.

Tuy nhién. nhin chung lai, hoat dong cua duge si bénh vién trong linh vuc dugc
lam sang con lé té va chi mdi thuc hién duge mot 6 chire nang khd “khieém ton”. Tro
ngat chinh ¢6 (€ la:

— Nhan thire vé duge 1am sang chua rd rang.
— Chua ¢6 mot chuong trinh dao tao cu thé vé mon nay.

- Vé mat t6 chic, chua ¢6 qui dinh cu thé vé vai trd clia dugc si lam sang tai
bénh vién.

Co s0 vat chat cho hoat dong cua duge si lam sang chua cé: tai liéu, phuong
1ién phuc vu cho thong tin thudc con thidu, trang thiét bi dinh lugng thude
trong dich sinh vt chura ¢6....

Moc ddnh ddu su tham nhap thuc su cla duge lam sang vao Viet Nam bat ddw tor
hoi thiao 20 - 23 thing 11 nam 1990. Hoi thdo nay dugc t6 chifc tai trudng Dai hoc
Duge Ha Noi do t6 chiic “TAm nhin thé gidi — Australia” tai trg. GS. S. Kailis va TS. P.
Passmor thuge Trudng Dai hoc Curtin (Perth) da trinh bay trude dong dao cac gido su,
bdc si. duoc s1 hién dang cong tac tai cdc bénh vién, truong Dai hoc Y va Duge Ha Noi
vé vai trd ¢ha duge 1lam sang trong thuc hanh tai bénh vién va hiéu thudc ciing nhu yéu
cau cap bach cua viéc dua mon hoc nay vao giang day & bac dat hoc va dao tao lai cho
cde duge si di t6t nghiép. Hoi thio di thu hit duge sy chd ¥ va dong tinh cla ca hai
phia Y va Dugc Viét Nam.

Nhan thitc duge tdm quan trong cua dugce lam sang va vai tro can thiét cia
Trudmg dai hoc Duoc phai di tién phong trong viéc trién khai moén hoc mdi nay, PGS.
Nguyén Thanh D6, nguyén hiéu trudng cha truedng, véi vai tro chi tri du dn hogp tac
Australia - Viét Nam vé “Sut dung thudc hop 1y va théng tin thude” da 16 chitc mot
nhém cin bo bién soan thi diém tai liéu cho chuong trinh dao tao lat va cho ra doi tap
chi chuyén nganh cé tén “Thong tin duge lam sang” (Clinical Pharmacy Information)
g6p phan cung cap théng tin vé su dung thudc hgp 1y cho cin bo co sd. Tir nam 1992
dén nam 1995, du an hop tdc duge trién khai tai Quang Nam - Pa Nang d6i véi duge
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td, truong tram y t& clia 80 xa va dén ca ngudi dan, trude hét 12 cdn bo phu nit xa. Ciing
trong thoi gian nay, Trudng Dai hoc Duoc Ha Nai ciing da t6 chitc mat loat 16p dao tao
lai cho dugce sT & nhiéu tinh, thanh trong ca nudc. Cic chuong trinh déu dem lai két qua
rat ddnp khich 1¢ cho thay chi truong chuyén hudng dio tao trén co sd dat trich nhiém
“Hudéng dan sir dung thude hop 1¥” 1én hang ddu trong chuong trinh dao tao 1a thich
hop véi giai doan phdt trién mdi cla nginh.

Nam 1993, dé thuc hién viéc dua mon Duge 1am sang vio giang day cho sinh
vién duge, Trudng Dai hoc Duge Ha Néi da ¢6 quyét dinh thanh 14p “Té mon Duoc
lim sang” do GS. Pang Hanh Phifc phu trich, nhan nhiém vu xay dung chuong trinh va
bién soan gido trinh.

Sau 5 nam giang day thir nghiém va hoin chinh chuong trinh cling nhu sach
glao khoa, ngay 11 thang 2 nam 1998, B Y té€ di ra quyét dinh thanh 1ap B mdn
Ditge ldm sang true thude Trudng Dai hoc Duge Ha Néi. Pén thang 12 ndm 1999, tai
Khoa Dugc - Truong Dai hoc Y-Duge thanh phé H8 Chi Minh, Phdn mén Dugc ldm
sang cing duge thanh lap. Nhu vay hai co s¢ dau nganh trong hé thdng dao tao duge si
dai hoc o nude ta da chinh thic dua mén hoc Duge 1am sing vao chuong trinh dao tao.

Nhu vy, chi trong mot thdi gian chua didy 5 nam, Dugc lam sang di thue su ¢é
ché ding trong nganh duge Viét Nam.
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NOI DUNG VA CACH TIEP CAN CUA DUGC Si LAM
SANG VGl MUC TIEU SU DUNG THUOC HOP LY

MUC TIEU

b

[

“

Trinh bay duge cdc tiéu chudn dé liwa chon thudc hop I3,
Liét ké va phdn tich dicoc nhitng ndl dung, ky ndng ciia hiidng din diéy tri

Trinht bay dicge cde chi tiéu quy dinh nhdm bdo ddm sit dung thuée hop 1y,

NOI DUNG

Sit dung thuée hop ly (Rational Use of Drug, viét tat 1a RUD) la muc tiéu clia
mén Duge 1am sang. D¢ dat muc tiéu ndy trach nhiém truc ti€p thudc vé 3 daéi tugng:
ngudi ké don (bdc si diéu tri), duge si 1am sang va ngudi st dung thudc trong dé duoc
st lam sang (DSLS) déng vai trd 12 cdu néi gitra bac s - ngudi dua ra y 1énh va ngudi
st dung - ngudi phai thyc hién y 1énh.

Sir dung dugce thude hop Iy trude hét phai chon duoc thudc diing, lidu ding diing
nghia la thuéc dé phai phu hop véi bénh va ngudi bénh. Tuy nhién, mét thude hop 1y
phai nam trong mot don hop 19, nghia 1A ngodi tieu chuin hop 1y cha timg thudc riéng
biét con phdi tinh dén nhiéu mat khéc, trong dé 3 van dé quan trong nhat la phoi hop
thuéc phai ding (khong cé twong tac bat loi), kha nang tudn thii diéu 1ri ca ngudi
bénh cao (s6 lan diing trong ngay it, kha nang chi trd phi hop véi ngudi bénh) va cé
chi dan ding thuoc ding.

Chuyén de nay s€ gitip ching ta ti€p cén véi cdc muc tiéu trén.

1. CAC TIEU CHUAN PE LUA CHON THUSC HOP LY
Ti¢u chuan dé lua chon thudc hop 1y dugc trinh bay trong bang 1.1.

Bang 1. Bon tiéu chudn can thiét dé Iua chon dugc thudc hap ly

TT Tiéu chuin lya chon Ky hiéu
1 Hiéu qua diéu tri tét H

2 An toan cao A

3 | Tién dung (Dé sir dung) T

4 | Kinh té (Ré nhat so vdi cac thudc da dat 3 tiéu chudn trén) K
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1.1. Hidu qua (H)

La kha nang khoi bénh t6t, ty 1é bénh nhin dugc chita khoi cao.

1.2. An toan {A)

La kha nang xuat hién tic dung khong mong mudn thip. Tinh an toan thudng
duge so sanh theo ty 1€ Hi¢u qud/Riil ro. Tri $6 nily cing cao cang tot.
1.3. Tién dung (T)

Tic 1a dé sic dung, bao gdm cdch dua thude, s6 1dn ding thude trong ngay... phi

hop. cang don gian cang 16t.

1.4. Kinh t& (K)

La chi phi tién thudc hgp 1y cho 1 ngay diéu tri (con goi la tién tinh theo DDD,
Defined Daily Dose) hodc cho ca liéu trinh diéu tri. C6 nhitng (rudng hop ngudi ta tinh
vio chi phi diéu tri ¢4 tién cla cdc xét nghiém cin 1am sang cdn phai lam khi s dung
thuoc.

Ngoii cic tiéu chudn trén, c6 nhiéu i fiéu con dua vao thém | tiéu chuan:

1.5. Sn ¢6
Nghia 13 thude phai ¢6 & cd s& diéu tri, nhu vay 1a phéi wu tién cho nhimg thude
nam trong danh muc thuéc thiét yéu.

Cic tiéu chudn trén duge tinh diém wu tién khic nhau twy theo bénh (cép tinh,
man tinh, mdec do tram trong...).

bé lam r6 qud trinh lua chon thudc hop 1y, ching ta cling giai quyét 2 tinh huéng
lam sang sau:

Vi du I: X\ tri moét trudmg hop bénh cap tinh

Lua chon thudc trong diéu tri dau thit nguc

Pau thit nguc ta mot biéu hién cla con co that mach vanh, néu khong x{r tri kip
thiri ¢6 thé dan dén thiéu mau va nh6i mdu co tim véi nguy co tlf vong cao. Nhiém vy &
day la phai ding thudc gian mach vanh ¢é tdc dung nhanh. Trong trudng hop nhu vay,
ticu chuan fiéu qud 1a quan trong nhat. Tiéu chudn thit 2 cdn dugc quan tam 13 phati 1a
dé dung (tién dung) vi da s6 trudong hop bénh nhan tu x1¢ tri Khi 1én con dau. Tinh kinh t€
vi tinh an toan dugc danh gid thap hon vi thude chi ding trong mét dot ngan.

Tuy nhién, néu luya chon thude dé du phong con dau thit nguc nham lam giam
nguy co thi 2 y&u t§ an todan va kinh 1€’ 1ai 1a y&€u 16 quan trong vi khong phai 1a tinh
hudng cap bach va phai dung lau dai.

N6i chung tiéu chudn hi¢u gud trong moi trudng hop déu dugc dénh gid rat cao
nhung chiém ty [é bao nhiéu so v6i ca 4 tiéu chudn thi ty timg trudng hop.
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Vi du 2. X1t tri mét trudng hgp bénh man tinh

Lua chon thuéc giam dau cho mét trudﬁg hgp viém khép man tinh

Viém khdp man tinh 13 mot bénh kéo dai nhi€u nam, dién bién tir tir, thinh
thoang cé nhitng dot cdp. Thudc giam dau trong trudng hop nay dung dé giai quyét
con dau cép tinh. Str dung thude chdéng viém khong steroid (NSAID) don doc hoac
phéi hop vdi paracetamol ¢ thé gidi quyét dugce dau trong hiu hét cic truong hop.
Cac thude nay & dang udng, boi ngodi... rat sdn c6. Nhu vay tiéu chudn kidu qud va
nén dung trong da s6 truong hop dé duge chap nhan. Tuy nhién cdc thudc nay cé rat
nhiéu ching loai v6i dac tinh dugc dong hoc rat khdc nhau, mic do gay tic dung
khong mong muén (ADR) ciing khic nhau va dic biét khdc nhau nhiéu vé gid tién;
Trumg hop ndy, tiéu chuan an toan va kink té phai duge can nhac nhiéu hon.

Nhu vdy dé tu van dugc cho béc si trong lua chon thudc, ngudi DSLS cén cé
nhitng kién thifc rat toan dién: hiu biét vé bénh, vé thudc vi vé ngudi bénh.
%
2. CAC BUGC CAN LAM BE LUA CHON DUGQC THUOC HOP LY KHI THIET
LAP PHAC DO PIEU TRI

Vi du 3.

Mét chau bé 4 tudi, di ngoai ra phan toan nudc nhung khéng kém theo nén
da tir 3 ngay nay. Me chau mang chau vao bénh vién kham vi thay tinh trang
bénh ngay cang xau di: khoang 6 — 7 gid nay khéng thay chau di tidu. Kham
1am sang khdng thiy st nhung mach nhanh, dé dan hdi cGa da gidm.

Nhimg viéc can lam vdi bénh nhan nay ?

Khi ti€n hanh lua chon thu6c dé thiét lap danh muc, muc tiéu lua chon 1a 6
thuée dac tri véi bénh nghia 12 yé€u t6 quan tam chi yéu trong trudng hop nay 13
THUOC & BENH, tuy nhién khi chon thudc trong ké don thi viéc chon thude con phai
phu hop véi nguoi bénh nghia la llic nay y€u 16 can tap trung nghién citu 1 bé¢nh nhan
va quan h¢ phat gidi quyét la THUOC & BENH NHAN.

Thudc duge coi 12 hgp 1y phai ¢6 cdc yéu cdu sau:

— Phi hop vdi bénh.

— Phu hop véi ngudi bénh.

Nhiém vu lua chon thusc dé thiét iap phic dé diéu tri 1A cha bac si; duge silam
sang (DSLS) chi 14 ngudi tu van. Thé nhung dé 1am duoc nhiém vu tu van thi ngudi
DSLS phai hiéu duge trinh ty clia qué trinh nay.

Bang 2 sé trinh bay cac budc trong qua trinh thiét 1ap phac dé diéu tri:
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chio,

16

Bang 2. Trinh ty 4 budc can lam dé thiét lap duge mét phac dd diéu tri tot

| Cac bude Céng viéc cu thé
Budac 1 Xac dinh vdn dé can gidi quyét
Budc 2 Xac dinh muc tiéu diéu tr
Budc 3 Lua chon phuong an diéu tri phit hop véi bénh nhan
Budc 4 Thiét lap phac do diéu tri (Ké don)

Bude 1. Xdc dinh vin dé cin gidi quyét
— Bénh nhén nhan ndy méc bénh gi ?

+ Bénh nhan bi (a chdy ¢6 kém theo mat nudc nang.
— €6 can dung thudc hay khong 7

+ €6 vi n€u khong xir 1y kip thdi, mat nude ning s& din dén roi loan chuyén
hod va cé thé tlr vong, dac biét & tré ecm (vi ty 1é nude d tré em 1én).

Budc 2. Myc tiéu cia diéu tri trong trudmg hap nay?

- Bu nudc.

- Ngén nglra mat nuéc t1iép tuc.

— Loal trir nguyén nhan gy bénh

Budc 3: Lya chon cac phuong dn diéu tri phit hgp v6i bénh nhan
Thong thudng ¢é 3 bién phdp can thiép:

(1). Huéng dan nhilng bién phdp didu tri khong ding thudc: ché do in uéng,
xong hoi, xoa bép, thé duc...

(2). Diéu tri bing thuéc.

(3). Chuyén 1én tuyén trén néu bénh vugt qué kha nang giai quyét clia don vi minh,
Hay tién hanh véi bénh nhan cy thé vira néu trong vi du 3.

1. Ché do diéu ri khéng dimg thuéce

Bu dich bang cdc chat 1ong ¢6 sin ¢ gia dinh phi hop véi bénh nhan ndy: nudc
nude trai cdy... — hudng dan cich pha.

2. Ché' do diéw i divng thuoc:
— Udng Oresol — cic pha, ciach cho udng.
— Truyén Ringer lactat — thanh phan clia dung dich, cach truyén, luong cén truyén.

- Dung khédng sinh néu 1 ia chay do nhiém khudn — lya chon khdng sinh thich
hop véi bénh nhan.

- C6 can dung thude cdm ia chdy khong? Loi/ Hai? — lua chon thudc cam ia
chay pht hgp véi bénh nhén.
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3. Chuvén lén tuyén trén néu bénh viror qud khd nang gidi quyét ciia don vi minh.

Pay 1a budce cudi cing néu kiém tra thdy da st dung thudc hgp 1y ma bénh vén
khong thuyén giam. Nguyén nhéan ¢6 thé do bénh nhan nhap vién qua mudn ma nhiing
thuoc men va phuong tién c¢6 & co sd dicu tri khong di kha nang gidi quyét. Trong
truong hop nay, ¢6 thé phai cay phan hoidc cdy mdu dé€ phat hién vi khuan gay ia chay
vir lam khang sinh dé. Ciing ¢6 thé do chdu bi suy dinh dudng ning nén c6 thé phai
phoi hgp thém cdc loai dich truyén nhdm phuc héi thé luc dé tang sic dé khang.

Budée 4. Ké don diéu tri

Ké don nhim thiét 1ap mot ché do diéu tri bang thu6c cho bénh nhan. Dé ké
dugc don thusc tét thi phai chon duge thude hop 1y. G khau nay béc si rat can su tu
van cua DSLS, dic biét 12 cac kién thic lién quan dén duge dong hoc ctia thude, titong
tdc thudc, tya chon dang bao ché€ va cudi cling 14 gia ca.

Viéc hudng dan cho bénh nhan ding thudc trude day giao phd hoan toan cho y
ta. Ngay nay nhiém vy nay thuoc vé DSLS vi ¢6 nhiéu kién thirc khong cd trong
chuong trinh dao tao y t4, thi du: gid uéng thudc so véi bita in, t6¢ do tiém truyén,
tuong Ky va tuong tic thudc, sif dung nhimg dang bao ché dac biét...

Sau day 12 nhimg n6i dung ma duge si lam sang phai [Am dé trién khai y lénh:

3. NHOUNG NOI DUNG CUA "HUOGNG DAN BIEU TRI"
bon thude hay bénh dn chita dung nhitng thong tin trén gidy cha béc s diéu tri
dGi v6i bénh nhan.
Trién khai nhiing théng tin nay chinh 13 huéng dan diéu tri.
C6 2 ndi dung can hudng dan:
- Huéng dan ding thudec.
— Huéng dan theo dbi diéu tri:
+ Thé nao la tién trién 16t ?
+ Cdc ddu hiéu nhan biét tién lugng xau di, phai ngling hodc phéi chuyén lén
tuyén trén.

Tré lai vdi vidu 3

3.1. Huéng dan diing thudc

- Giai thich cho bénh nhan tic dung cta nhitng thude ¢ trong don, vi du Ringer
lactat dé bu nudc va dién gidi do bénh nhan mat nudc qua ning, khi kha nang bi
nude theo dudng udng khong ddp ing di nhu ciu chia co thé.

— Trong nhiing trudng hgp khéc, khi ma viéc diéu tri do bénh nhan tu [am hodc
ngudi nha bénh nhan trg gidp, vi du phdi udng khing sinh, udng thudc ha
sGt... thi phai giai thich cdn than cach thuc hién, giai thich tdim quan trong:
néu khong 1am thi s&€ cé nguy co gi dé ho tu gidc tuan tha?

Sau khi ddn do phai kiém tra xem ngudi nghe di hiéu chua bing cach bit ho

nhac lai.
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3.2. Huéng dan theo dbi hay con goi la giam sat diéu tri

Day la bude giai thich va chi dan cho bénh nhan hodc cho ngudi nha bénh nhan
(trong trudng hop nay 1a bénh nhan nhi nhd twdi).

Nhitng ndi dung chi din bao gém:
— Tiép tuc cho bii ? (xent d6 tudi bénh nhan).
— Diéu chinh lai ch& d¢ an, dé ¥ xem liéu chdu bi ia chay c6 phai do an uéng
khong? Néu ding thi loai trir thitc &n d6 khoi khau phan.
— Theo ddi sat d€ kip thdi phat hién néu bénh nang thém.
— Néu khéi thi ngimg diéu tri va cin dén bénh nhan cic bién phap dé tranh tdi phét.
— N¢u bénh d& thi phai tdi khdm dé thay déi cdch thite diéu tri.
— Neéu bénh khéng chuyén bién hoac ¢6 xu hudng niang thém thi phai kiém tra
c4c kha nang sau:
+ Liéu lugng ¢6 dd khong ?
+ Bénh nhan khong tuan thi diéu tri ? (nglng qud sém khi chua khoi hin nén
tai phat 7).
+ Thudc chon khéng thich hop? (gay tic dung phu nén bénh nhén tu ¥ bd
diéu tri 7).
+ Phdc d6 lya chon qud phiic tap? (lam bénh nhan khé tuan thu).
Nhu vay, viéc ké don hop 1y chi 14 mot khau trong sit dung thudc hgp ly. Viéc

thyc hién tot don thudc dé déng mét vai rd rat quan trong gitip cho diéu tri thanh
cong; do ciing chinh 13 nhiém vu ctia ngudi DSLS trong diéu trj.

4. CAC KY NANG CAN cO CUA DUQC Si LAM SANG PE PAT DUGC MUC
TIEU HUGNG DAN BIEU TRI

Nhu da néu & phan trén, mudn diéu tri thanh cong thi ngodi yéu 16 nim vimg thudc
va bénh con phai biét rd vé bénh nhan va tao duge su hop téc cha ho trong diéu tri.

Trong nhitng tinh hudng giai quyét bénh & dang cdp ctu, thoi gian diéu tri
thudng rat ngan va sur tuan thi ctia nguoi bénh dé dang vi luén ¢6é sy tham gia truc tiép
cta nhéan vién y t&; tinh kinh t€ ciing it dugc dit ra.

Tuy nhién trong truémg hop bénh man tinh hoiic kéo dai nhiéu ngay thi vin dé
tuén tha di€u tri trd nén khé khan hon nhiéu. Két qué diéu tri cac bénh man tinh khong
phai ldc nao ciing nhu ¥ mudn. Vay khi gap thdt bai hoac khi két qua diéu tri chua dat
yéu cau thi phai 1am gi dé dat muc tiéu diéu tri di dat ra.
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Vidu 4.

Ong P, 40 tudi, d&n phéng kham bénh co quan dé nghi cho kiém tra
lai huyét ap. Chi s& huyét ap sau 2 lan do déu 150/ 95 mmHg.

Céach dé 5 nam &ng da duge phat hién bénh va duge diéu tri n
dinh. Y té co quan dé nghi éng quay lai khoa tim mach ctia bénh vién
trude dé ang da diéu tri dé bac sf cho hudng didu trj mai.

Tai phong kham, huyét 4p do dugc 1a 160/100 mmHg. Mach bt rd
va deu, khéng cé dau hiéu suy tim, cdc chi sd vé glucose/mau va
cholesterol/ mau binh thudng.

Ong P. cao 1,67 m va ning 75 kg.

Dé hudng din diéu tri t6t, ngudi DSLS cdn ¢6 cic ky nang sau:
- K¥ nang giao tiép vi nguoi bénh.

K¥ nang thu thap théng tin

I

K¢ niang ddnh gia thong tin.
- K¥ nang truyén dat thong tin.

o« Ap dung vao ca ldm sang trong vi du 4.

4.1. K¥ nang giao tiép véi ngudi bénh

e thuc hi¢n duge k¥ nang nay, DSLS phai tao lap méi quan hé gan gii véi bénh
nhin bdi vi dé diéu tri t6t khong thé khong cé su hop téc tir phia bénh nhan.

Muén lam duge nhu vay phai lam cho bénh nhan hi€u duge 1y do diéu tri,
phuong thitc di€u tri va nhiing viéc ma ho can 1am dé€ tham gia vao diéu tri thanh c6ng.

Trong truong hop ong P, bic si dd xdc dinh day 1a trudng hgp ting huyét dp vo
can c6 lién quan dén tién sir gia dinh (ca b6 va me déu bi bénh THA). Trudng hop nay
phai dang thudc suét doi. Thude s& gitip cho viéc duy tri huyét 4p & mic binh thudng,
khi ngling thudc huyét dp s& tang trd lai. Ciling ¢6 khi huyét 4p giit 6n dinh dugc mot
thoi gian: vai thang, vai nam ... nhung khi tang tré lai s€ dé gip tai bién ning nhu xuat
huyét ndo, dét quy... vi vay phai udng thude hang ngay déu diin ca khi chi sé huyét dp
da trg vé binh thudng.

D¢ diéu tri 161, cin huéng din bénh nhan cdch tu kiém tra huyét 4p thudng k¥ tai
nha hoac tai phong y t&€. Véi nhitng trudng hgp bénh nhan con tré nhu trudng hop ndy
thi t6t nhat 1a c6 mdy do huyét 4p va tu kiém tra tai gia dinh. Khi thdy huyét 4p tang
trg lai thi phai lap tie tdi khdm dé bédc si tim nguyén nhan: do bénh nang 1én nén liéu
thudc khong di nifa hay do mot 1y do nao khdc?

Khi bénh nhan hiéu vé bénh thi ho s& tr gidc chdp hanh y 1énh va nhiéu trudng
hop gilp bic si tim ra nguyén nhén that bai do quan hé c¢&i md véi thay thude.

Nguyén nhan that bai trong diéu tri rat phic tap, trong dé viéc bénh nhan ty y bd
thude hodc str dung khong ding liéu, khong di thdi gian 14 rdt thudng gdp. Nhimg
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nguyén nhan nay c6 thé lién quan dén tic dung phu clia thude, ciing cé thé do gia
thanh thudc quad cao so vdi diéu kién kinh t€. That bai diéu tri ciing c6 thé do phdc dé
c khong con phi hgp do bénh tién trién ning thém (véi ngudi cao tudi, do tudi tic
ngay mot cao nén méic kém nhiéu bénh hon, vi du xuét hién thém bénh tiéu dudng
hoac xo vifa dong mach ciing lam cho huyét 4p khong thé binh én véi mic lidu ci
dugc nita...).

4.2. Ky nang thu thap thong tin

Céc thong tin can thu thap lién quan dén dic diém cba bénh nhan (tudi, gidi, théi
quen, ngh¢ nghiép...). Thong tin thu thap phai ty my va chinh xéc. Thudng thi qua
trinh nay dugc lam tir 1an khdm bénh déu tién trude khi bat ddu thiét [ap ch€ do didu tri
nhung ciling ¢4 thé chua khai thdc hét hoac lai xudt hién nhimng tinh huéng méi lién
quan dén bénh.

o Trolaividud.
Khai thac bénh nhdan dicge biéi:
Vé hoan canh gia dinh:

— Ca b6 va me déu mic bénh cao huyél 4p va bd ong bi chét do xuat huyét nio
nam 53 tuoi.

~ Tu 2 ndm nay, sau khi vg chdéng ly di, ong trd nén nghién thudc 14 nang: mbi
ngay hit khoang 2 bao va thinh thodng c6 uong rugu. Trude day ong hay choi
thé thao nhung gin day ong khong choi nifa va ciing khong tap thé duc.

— Trudc chi can nang 60 kg nhung nay lén dén 75 kg.

- Nghé nghié¢p: lam gidm déc mot cong ty.

— Hoan canh gia dinh: phai nudi con va me gia.

— Khéng ¢é bénh nao khic.

Vé lich sit diing thudc:

— Don di¢u tri huyét ap di ke trude day: Atenolol 50 mg x | 1an/ ngay.
— Ngoai thuéc dicu tri bénh huyét 4p dng khong sir dung thudc nao nifa.

- Ong cho biét ong uong thudc khong déu, chi udng khi thdy dau ddu hoic
cang thang.

Do tin cay cta cic thong tin thu thap duge phu thude vio su cdi mé& cia bénh
nhén; do d6 tao 1ap mdéi quan hé than thién, gan gl va tin cay 1a nhiém vu quan trong
DSLS. Cach dat cau hoi cung rit quan trong vi nhd dé ta ¢6 dugc céc thong tin can
thiet. di€u nay phu thude vao trinh d6 chuyén mén cta ngudi phéng vin.

4.3. Ky nang danh gia thong tin

Phai ddnh gid dugce cdc thong tin lién quan dén viéc ding thudc trong qud lrmh
diéu tri d€ tim ra nguyén nhan that bai (néu gap).
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Vidu: Nguyén nhan that bai trong diéu tri & dng P:

- Do tdc dung phu cla thudc? — ¢6 thé, bdi vi cac chét chen beta gay “bat luc”
nén beénh nhan thay ngai khi st dung (6ng P. méi 40 téi!).

— Do chua y thitc duge tdm quan trong cla viéc phai dung thuéc déu dan —
bung. vi 6ng chi uéng khi thdy mét, cing thing hoac dau ddu ma ong cho l1a
lic d6 huyét 4p c6 thé tang nén phai uéng thudc.

— Do c6 nhi¢u yé&u 16 din dén khé binh 8n dugc huyet ap nhu stress (ly di, cang
thing vi ban cong viée, lai phai nudi me gid va con nho nén it ¢6 diéu kién
nghi ngoi..

~ Do nghién thudc 14 vd udng rugu 1am cho huyét 4p dé tang cao.

Néu danh gid duge ding nhiing thong tin nao trong s6 cdc thong tin trén lién quan
dén vige tht bai diéu tri & 6ng P thi s& ¢ huéng gidi quyét ding.

4.4. Ky nang truyén dat thong tin

Cidc thong tin can truyén dat la nhimg thong tin ¢6 lién quan dén huéng din dung
thude va theo dai didu tri

D¢ thuc hién muc dich huéng dan diéu tri (6t, ngudi DSLS phi gidi thich chinh
Xdc vaty my cdch thifc thuc hién y 1énh bao gom viéc dung thudc va cdc ddu hiéu can
nhan biét vé ti€n trién theo chiéu hudng xidu clia bénh. Mudn lam tét viec nay, ngudoi
DSLS phai tao 1ap duoc 1ong tin tix phia bénh nhan vA phuong phdp kiém tra kha ning
nhin thac cua bénh nhan véi céc thong tin duge truyén dat; thudng thi nén dé nghi
bénh nhan hoac nguoi nha bénh nhéan nhiac lai (vdi bénh nhin nhéd tudi hoac bi bénh
tam than...).

Vi ca lam sang ¢ vi du 4: cdc thong tin lién quan d€n gid udng thudc, cich uéng
thudc, 1a rat quan trong. Do dai diéu tri véi bénh nhan mic bénh tang huyét dp, tic
dung khong mong mudn c6 thé gap, cach thitc theo doi va do huyét 4 dp tai nha, chu ky
tai kham... la nhu’ng thong tin phai truyén dat va phai xdc dinh chac chian bénh nhan da
hiéu va tin tudng thuc hién.

5. CAC CHIi TIEU QUY DINH NHAM BAO BAM SU DUNG THUOC HOP LY

Trinh dé chuyén mon t6t clia bdc s va DSLS la diéu kién tién quyét trong viéc
thue hién muyc tiéu sit dung thude hop Iy (SDTHL). Tuy nhién, cdc né luc clia ¢4 nhan
5€ ¢6 higu qua 6t hon néu ¢6 cdc quy dinh do cdc nha quan 1y dat ra dé hd tro.

Phan nay s& trinh bay cdc chi tiéu quy dinh trong ké don, trong cham séc bénh
nhéan vi trong cung g thude cta T3 chitc Y t&€ The gidi (WHO):
5.1. Cac chi tiéu vé ké don

— S0 thuoc trung binh cho 1 1dn diéu tri: khoang 1,5.

- Ty 1& phin tram thudc gdéc (generic) trong mot don so véi téng s6 thude cé
trong don: 100%
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— Ty 1& phan tram s6 don ¢6 thude khdng sinh trong t0ng s6 don khao sat: 20 - 30%
- Ty ¢ phéan tram thudc dang tiém trong | don: khoang 20%

— Ty 1¢ phin tram thudc dugc ké nam trong danh muc thudc thi€t yéu hodc
trong phiac dé chuan: 100%

Cdc chi tiéu nady gidp cho viéc diéu tri duge an toan vi tranh duge tuong tic
thude, tranh lam dung thudc theo duong tiém (la duong dua thudc it an toan hon dudng
uong va gid lai dat hon), giam chi phi dieu tri cho bénh nhan nhd sir dung thudc theo
tén gdc (generic) va tuan theo phdac dd chudn. Viéc han ché€ ty 1& don cé khéng sinh
nham giam tinh trang lam dung khdng sinh. gidm nguy co khéng thudc.

5.2. Cac chi tiéu vé chim séc bénh nhan
— Thoi gian trung binh kham cho mét bénh nhén.
- Thaoi gian phat thudc trung binh cho mét bénh nhan.
— Ty 1é phén tram thudc duge cip thuc t€ so véi tdng s6 thude duge ké: 100%
— Ty 1é phan tram thudc ¢é ghi nhan va hudng dan sir dung: 100%
~ Kién thiic cta bénh nhan hi¢u ding vé liéu lugng: 100%.

Trong cic chi s6 nay khong quy dinh cu thé thoi gian khdm va phét thude 1a bao
nhi¢u vi tily thudc vao tinh trang bénh va bénh nhan nhung né nhac nhd cdn bo y t&
lru ¥ vi néu khong danh nhitng thoi gian thich hgp cho viée nay thi chat lugng diéu tri
s¢ kho dat duge két qua 16t.

Thot gian khdm bénh rdt quan trong vi ngoai viéc phdt hién bénh, béic si con biét
rd bénh s hién tai va trude d6, tinh trang sinh 1y bat thudng va bénh 1y mac kém, tinh
trang gia dinh va hodn canh kinh t€... Nhitng khau nay sé gép phan vao viéc lva chon
thudc theo cd thé 16t hon (s& 1am rd & phin sau).

Thoi gian phat thuée chinh 1A lic huéng dan sir dung dé hiéu qua diéu tri dat két
qua tot,

Quy dinh ghi nhin va huéng din sl dung cling nhu kiém tra hi€u biét vé liéu
lugng & bénh nhan nham bao dam tinh an toan trong diéu tri. Véi nhitng trudng hop
bénh nhan nho tuéi hay bi mic bénh tim than, giam sit tri nhd, ngudi phét thude phai
¢6 bién phdp dé giip ngudi bénh thuc hién ding vy I1énh bing cdch hudng dan cho
nguol nhd bénh nhan hoac ngudi duge giao nhiém vu cham séc truc ti€p. Vai tro nay
thuéc vé duge si lam sang. Diéu nay cho thdy ngay nay vai trd ngudi duge si khong
con chi b hep trong viée phdt thude, cung tng thudc ma da truc ti€p tham gia vio linh
vuc di€u tri tai bénh phong, gép mat cung doi ngil di€u tri bén canh ngudi bénh.

Viéc quy dinh s6 thude dugc cdp phat dé bao dam quyén lgi cho ngudi cé bao
hiém v 1€, giam 161 da chi phi khéng can thiét do phai mua thudc ngoai danh muc.
Diéu nay lién quan dén 2 chi tiéu do1 vdi y 1€ ¢o & sé néu dudi day.

5.3. Chi tiéu ddi vdi y té co s6
— €6 danh muc thudc thiét yéu: 100%

(o]
(]
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— Ty l¢ thudc thiét yéu ¢ san tai co sG: 100%

Céc chi tieu do WHO dat ra 1a bién phdp hanh chinh hé trg cho viéc thuc hién
muc téu sur dung thude hop 1¥ bdi vi su nd luc cla cd nhan s& khé thyc hién tét néu
khong ¢6 su hé trg vé mat luat phap.

6. KET LUAN

Sir dung thuéc hop ly 1a muc tiéu dit ra v6i ca nganh y €, trong d6 vai trd clia
DSLS la rat quan trong. Vai trdo ngudi DSLS xuyén sudt tir khau ddu - khau luya chon
thudc, dén khau cudi - khau hudng dan st dung va theo doi diéu tri.

Ngudi DSLS vira 13 ngudi tu van cho thay thude ké don, vira 1a nguoi huéng dan
cho y td diéu tri vd ngudi bénh thyc hién y 1énh. Ngoai ra DSLS cdn phai cling vdi
khoa dugce ¢6 nhiém vu cung cdp duge nhiing thude dat yéu cdu diéu tri, gidm sdt viéc
k¢ don va tu van cho hoi dong thude thiét 1ap danh muc thude hop 1Y cho co sd.

Nhu vay cdc nét dung dao tao DSLS phadi phuc vu cho viéc thuc hién cdc

nhi¢m vu trén. Tat ca cdc chuong trong quyén sdch ndy déu tip trung vao cic noi
dung vira néu.
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Chuong 1

CAC THONG SO DUGC DONG HOC CU BAN

MUC TIEU
1. Néu ditge dinh nghia ciia 4 théng s6 co ban: AUC, Vd, Cl va 1,,, ddc trung
cho maoi giai doan trong chu trinh tudn hodn ciia thuéc trong co thé.
2. Trinh bay dige cdch tinh 4 thong s6- AUC,Vd, Clva t,,.
3. Néu y nghia ciia cdc théng s6 nay trong diéu tri.

NOI DUNG

Thuéc muén ¢6 tic dung toan than phai tham nhap dugc vao vong tudn hoan tir
vi tri dua thuge va theo vong tuin hoan dén vi tri tic dung. Qud trinh tudn hoan nay
lam cho thuée duge phan bd dén moi t8 chifc trong co thé.

So phan cla thudc trong co thé phu thuge vao 4 qué trinh: hap thu (A), phan bg
(D), chuyén hod (M), thai trlr (E); d6 1a cdc dac tinh vé dugc dong hoc cua thudc. Cic
qud trinh ndy dugc phan dnh thong qua nhiing thong sé dugce déng hoc, trong dé ¢é 4
thong s6 co bdn cé nhiéu ¥ nghia nhdt trong thuc hanh lam sing la:

Dién tich duéi dudng cong néng do - thoi gian (AUC).
Thé tich phan bs (Vd).

Hé s6 thanh thai (Clearance = Cl).

Thai gian bdn thai hay nita di sinh hoc (t,,)

{

Théng qua céc thong s6 nay, chung ta c6 thé quyét dinh liéu lugng cin dua vao
cua méi thudc, khoang céch giita cdc 14n dua thudc hodc hiéu chinh lai liéu luong
trong cac trudng hop bénh nhan c¢é nhitng bat thudng vé sinh 1y, bénh 1y.

Béi véi nganh dugc, céc thong s6 nay 13 nhing gai ¥ t6t cho viéc lva chon va
cai tién ddng bao ché dé tao dugc nhing dang thudc ¢6 céc thong s6 duoc dong hoc
mong mudn.

Chuyén dé€ nay s& 1an lugt gidi thiéu 4 thong s6 duge dong hoc co ban: cdch tinh
todn va y nghia trong lam sing.

1. DIEN TiCH DUGI BUONG CONG (AUC- Area Under the Curve)
1.1. Khai niém vé dién tich dudi dudng cong

Dién tich duéi duong cong (biéu dién sy bién thién clia néng do thudc trong mdu
theo thoi gian) biéu thi neong trimg cho luong thude vao dugc vong tudn hoan ¢ dang
con hoat tinh sau mot thot gian t (hinh 1.1.).
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Bon vi tinh AUC 12 mg.h.L™" hoac pg.h.mL™

Néu ta tam chdp nhan tat ca lugng thude vao duge vong tudn hoan chung & dang

con hoat tinh s& phat huy tdc dung dugc 1y thi tri s6 AUC; cho phép ddnh gid duoc
chat luong cia dang bio ché

C {mg/l)
15
10 —
AN
™~
oy / ~ :
S

/ _.-o-'-..- ---.--'5‘- ------

[ SR,

. - '--..__.__-‘ -------

* """"'--.....____.
0 - T T T I L t(h)

(] iy 8

Hinh 1.1. Sy bién d8i néng dd thudc theo thdi gian
Ghi ch: thudc dua theo dudng tinh mach
________ thudc dua theo dudng udng hang A

--------- thudc dua theo dudng uéng hang B

1.2. Cach tinh dién tich dudi dudng cong theo phuong phap thuc nghiém
Deé tinh AUC, cdch don gian nhat 1 cit dudng cong thuc nghiém thanh nhiéu

phén nho va tinh AUC tix téng cdc dién tich thu dugc (xem hinh 1.2):
mgil

G341

c24-
cai--J--

e :
ot 13 14 15
t1
t2

Hinh 1.2. C4ch tinh dién tich dudi duéng cong néng d6 — thdi gian
theo phuong phap thuc nghiém
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Vay:

AUC? =85 +5,+S,+8,+S,+S5.+ S,
Nhin vio dé thi, ta thdy:

Ct

S, 14 1 tam gidc: S, = —-'z—l
Cic phan con lai 14 nhitng hinh thang vuong:
S . = (Ci+Ci+|)(t[+|_ti)

1E 2

Riéng S, 1a diém ngoai suy vi t, 12 diém cudi cung xdc dinh duge néng do. Ta
tinh 5, theo cong thitc sau:

O day:
0,693
t ].2

k .

o

(A, 1a do doc duong cong & phan cudi dudng biéu dién)

Viy:

3 +[z (C +C,.) (.., —f;)J ¢,

AUCy = -
2 2

1.3. Y nghia

1.3.1. Tu gia tri dién tich dudi dudng cong ta ¢6 thé tinh duoc sinh kha
dung (Bioavailability) ctua thudc

Sinh kha dung (SKD) la thong s& biéu thi ty 1é thudc vao duoc vong tuin hoan
chung & dang con hoat tinh so vdi liéu da dung (F%), t6c d6 (Tmax) va cudng do
(Cmax}) thudc tham nhap duge viao vong tudn hoan chung.

Nhu vay, khi ndi dén SKD ta dé cap dén 3 dai lugng: F %, Tmax va Cmax.

Hai ch€ phdm cta cing moét hoat chat, cing liéu ding, cing dudng dua thudc
duge coi 13 twong duong sinh hoc (Bioequivalence) khi 3 dai lugng nay giao dong &
mic d¢ cho phép (thudng trong khoang tir 80 dén 125%); Tuy nhién, quy dinh thudng
chi dai vai AUC con 2 dai lugng Tmax va Cmax khong bat budc.
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C (mg/L)

———————————————— Néng d6 t8i thiéu gay déc

Khoang diéu tri

——————————— Néng dé toi thiéu ¢ higu qua

t {h)

Hinh 1.3. D4 thi dién bién ndng do clia ba ché phdm A, B, C c6 cling hoat chat,
cung ham lugng cla ba hang san xuat

Tir hinh 1.3 ta nhan thay 3 ché pham A, B, C ¢é thé ¢6 AUC bang nhau nghia la
luong thuée vio mdu nhu nhau nhung t&c do va cudng do tham nhap cda thudc vao
vong tudn hoan khong nhu nhau. Nhir vay, vdi nhitng chat ¢6 pham vi di€u tri hep,
tuong duong sinh hoc chi dat duge néu cé 3 thong s6: AUC, Cmax va Tmax bang nhau
(sai khdc trong pham vi cho phép).

1.3.2. CO 2 loai sinh kha dung

-~ Sinh kha dung tuyét déi: [a ty 1& gitra tri s6 AUC thu duge khi dua thude
ngoai duong tinh mach (thong thuong la duong udng) so véi tri s6 AUC dua qua duong
tinh mach cua cing mét thude.

AUC D

F % tuyét dai = Po x —LY x 100
AUC,y

po

Néu thuoe duge dua qua dudng tinh mach (I.V) thi F = I. Con néu thuée dua
ngoai dudng tinh mach thi luén ¢6 mot luong nhat dinh bi t6n hao khi di tir vi tri hdp
thu vao mdu hodc bi mat hoat tinh khi qua gan, do d6 F ludn < 1.

V&i nhitng thude khong thé dang dudng tinh mach, ngudi ta ¢é thé st dung dang
thude 1ong (dung dich, hén dich uéng) dé so sanh.

Sinh kha dung tuyét déi cha mot thudc uéng dat > 50% la cé thé chap nhan
dugc. Khi SKD > 80% thi ¢6 thé coi kha nang tham nhap cia thudc uéng vao mau
xdp xi dudng tinh mach con néu SKD < 50% thi dang uéng thudng khé dat yéu ciu
diéu tri khi bénh nang; nhitng truong hop niy, liéu udng thudng phéai 16n hon liéu
tiem rat nhiéu. :

27
http://tieulun.hopto.org



~ Sinh kha dung tuong déi: 12 ty ¢ so sanh giita 2 gid tri sinh kha dung cua
CUHE mot hoat chat, cung mot dudng dua thude, cing mot muic lidu nhung cha 2 nha
san xuat khdc nhau hodc clta 2 dang bao ché khéc nhau.

F cua hing A

F tuong doi =
F cha hing B
Vi khi so sdnh, ngudi ta ding cing mgt muc liéu nén phuong trinh trén cé thé
viét nhu sau
AUC hang A
F % (A/B) = “A—“—x 100

hang B

SKD tuong doi thudng duac sir dung nhim so sdnh thudc cliia mot nha sén xuat
niao d6 vai mot thude dang luu hanh c§ uy tin trén thi trudng (thudng 1a dang udng)
hoac cua mét dang vién véi thude udng dang long.

Gid tri sinh kha dung (F) lién quan mét thi€t dén do hoa tan cta ché phaim (duoc
danh gia qua trac nghiém hoa tan).

2. THE TiCH PHAN BO (Vd, VD)
2.1. Khai niém va dinh nghia vé thé tich phan bé

Kha nang khuyéch tdn ciia mot thuée nao dé vao cdc (6 chite cha co thé phu

thude viao 2 yéu to:

~ Heé s¢ phan bé lipid/nude cia thudc.

~ Ban chit cta té chitc ma thudc tham nhap.

Vi du:

— Céc thudc gady mé thudng ¢b chi s6 lipid/nuée cao nén tham duge vao & bio
than kinh. Tac dung gay mé cang manh khi chi s6 nay cang cao. Ciing vi méi
lién quan nay nén lugng thuSc gay mé cdn dua cho nhiing ngudi béo phi
thuong cao hon ngusi binh thudng ¢6 cung can nang va qua trinh héi phuc sau
khi gdy mé & ngudi béo phi ciing cham hon.

— Cac thude c6 chi s6 lipid/mrdc tha'p nhu theophylin, gentamicin... khuéch tan
(0t vAo cdc td chife ¢6 nhiéu nudc; & tré so sinh, nhét 13 tré dé thisu thing, ty
l¢ nudc cha co thé chiém 161 70-75%, do d& thé tich phan bé clia nhimg loai
thudc nay la rat 16n.

Vidu:

Vd cha theophylin & tré so sinh 1a 1 L/kg trong khi d6 & tré 5 tudi (ty 1é nudc cla
todn co thé chi con 60%) 13 0,48 L/kg.

http://tieulun.hopto.org



Deé biéu thi su phan b6 clia thudc trong co thé, ngudi ta ding thong s6 Vd:

| Tong lugng thuse dua vao co thé (P) DxF
vd = -

Nong d6 thuée trong huyét twong (Cp)  ~ Cp
bon vi cia Vd 1a L hoic L/kg .
Dinh nghia

Thé tich phan b (con goi 1a thé tich phan b6 bidu ki€n), bidu thi mot thé tich
cdn phdi ¢6 dé toan bo lugng thuéc duge dua vao co thé phan bé & néng do bing nong
do trong huyér neong.

Thé tich phan bd khong biéu thi mot thé tich sinh 1y thuc; thé tich nay khong ¢6
lien quan gi dén the tich mdu, huyét twong, huyét thanh hodc phan nudc ciia co thé.

Tri s6 Vd thudng dugce tinh sin va c6 thé sir dung v6i nhitmg doi tuong khéng cé
nhimg bat thudng vé sinh 1y hoac khong ¢6 bénh gan, than trim trong.

2.2. Y nghia

Tix thé tich phan b6 cho truic, ta c6 thé tinh digc liéu ltong thudée cdn dua dé
dat ditge mot nong dé Cp nao dé.

Vdx C
De—o P

) F
O day:

D: lieu thudc cin dua (g, mg).

F . la sinh kha dung cia thuéc (%)

Cp: nong do6 thudc trong huyét tuong (g/L, mg/mL)
Vidu:

Thé tich phan b& cha digoxin 1a 7 L/kg. Tinh liéu digoxin cin dua theo dudng
tinh mach d€ dat dugc nong do diéu tri trong méu 1a 1mcg/L.

Céach giai:

Vi truong hop nay thude dua qua dudng tinh mach nén sinh kha dung ctia thudc
(F) bang 1.

Nhu vay:
D=7L/kg x 1 mcg/L =7 mcg/kg
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3. PO THANH THAI CUA THUOC (CLEARANCE - CL)
3.1. Binh nghia

D¢ thanh loc hodc dé thanh théi cla thude (Clearance - Cl) biéu thi kha ning cla
moét co quan nao dé cia co thé (thudmg 12 gan va than) loc sach thuée ra khéi huyél twong
khi mau tuan hoan qua co quan dé thuong dugc tinh theo ml/ph hoic I/h.

3.2. Nhimng céng thirc tinh dé thanh thai cta thudc (Cly,,s.)
3.2.1. Tinh d§ thanh thadi cua thudc tir téc do thdi trir thuée qua nude tiéu

Ciing nhu khi tinh d6 thanh thai creatinin (Cler), ngudi ta tinh t6¢ d6 thai tri
thudc ¢ dang con hoat tinh theo nudc ti€u bang cdch thu gom nudc tiéu sau khi diing
thudc va dinh luogng néng do thudc con hoat tinh trong nudce ti€u, tir d6 tinh ra Cly,,,.

Cux Vu
Cl'ﬂwﬁc =
Cp

O day:
- Clypuee: 12 dd thanh loc thuée (mL/ph)
-Cuw: néng do thusc & dang cdn hoat tinh trong nuéce tidu (mg/mL)
-Vu:  thé tich nuéc tiéu trong 1 phit (mL/ph)
-Cp: ndng d6 thude g dang con hoat tinh trong huyét tuong (mg/mL)
(thudng Cp dugce do & trang thdi thudce dat can bang - Css).

(Cu X Vu) chinh Ia t6c do bai xuit cua thudce, do dé cong thirc trén con duge viét
dudi dang:

Vel
ClThI.I.E:'u= -
Cp
G day:
— Vs t6c do bai xuat clia thudc qua gan va/hodc than ( mg/ph )
(el. = elimination - bai xuat)
— Cp: nong do thudc trong huyét tuong (mg/mL)
* Chu ¥

Néu mot thude c6 hé sd phan bd vao hong ciu cao (thi du cdc thude chong sot
rét), thi cong thirc tinh clearance sé€ la:
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3 day: C, 1a nong d6 thudc trong méu toan phan (C

maiu)

Bon vi tinh d¢ thanh thdi cha thude (Cly,s) ¢6 thé [ mL/ph hoic mL/ph/kg,
bicu thi s6 mililit huyét tuong duoc gan hoic than loc sach thuée trong thoi gian 1
phuit.

Tri $6 Cly,, thue chit ciing chi 1a mot tri s6 a0, ¢6 tinh 1y thuyét vi sy tudn hoin
clia mdu qua cic co quan 14 héi lwy, lap di lap lai lién tuc va thuc t€ thudc chi duge loc
sach hoan todn ra khoi huyét wong sau mét khoang thdi gian 7 x t,, (xem" théi gian
ban thai ).

Tuy nhién, cdch tinh nay khé thyc hién vi viec gom méu nudc tidu trong nhiéu
g10 rat phiic tap.

3.2.2. Tinh tirliéu lugng va dién tich dudi duong cong

FxD
AUC

ClT‘huﬁc =

') day:
- F: 1a sinh kha dung
- D: 1aliéu diing
- AUC: la dién tich dudi dudmg cong
H¢ s6 thanh thai trong cdc bang ¢6 sin v6i méi loai thude thudng [a Cl, mgns
biéu thi kha nang loai b6 thuéc ra khoi huyét thanh, huyét twong cia tat ca céc co quan
bai xuat trong co thé nhu gan, than, phéi, da, nuée bot, tuyén tiét... Tuy nhién, chi ¢6 2

Cd quan gan va than 13 ¢6 kha ning loc thudc manh nhat, con lugng thuéc duge bai
xudt qua cdc co quan con lai rdt nho, va it ¢6 ¥ nghia. Vi Vay:

Clloe‘m phin = Clth;}n + Clgan + Cl
~ Cly,, +Cl,,

<o quan khac

Vi du:

— Theophylin ¢6 Cl,,, 4, = 0,65 ml/ph/kg. Pugc bist theophylin la thudc duge
chuyén hod 90% & gan, c6 nghia la: Cl,,, = 0,59 ml/ph/kg.

Néu tinh cho mot ngudi c6 trong lugng 50kg thi Cl,,, = 0,60 ml/ph/kg x 50kg =
30ml/ph c6 nghia la ci sau mot khodng thdi gian 1 phut, s& co6 30ml huyét tuong duogc
gan loc sach khoi theophylin.

— Cephalexin ¢6 Cl,;, 0 = 300ml/ph, chat nay it bi chuyén hod & gan ma chu
yéu bai xudt qua than t6i 91%, trudng hop nay, Cly,y, rat'quan trong véi cephalexin:
Cliin = 300ml/ph x 0,91 = 273 ml/ph.

Nhu vay, trong truong hop bénh nhan ¢6 nhiing tdn thuong nang vé chic ning
than thi kha nang bai xuét cephalexin bi gidm 16 rét va nguy co qua liéu s& cao, tréi lai
véi theophylin thi su tdn thuong than it ¢é nguy co gay doc vi thuc chat chi ¢6 mot
lugng réat nho theophylin dugc loai bé theo dudng nay.
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— Propranolol cing la mét thudce duge loc sach chi yéu & gan (= 100%), tri s8
Cl = 840ml/ph trong truong hgp nay duge coi nhu Cl,,,.

3.3. Y nghia

- Trong pham vi téu diéu tri. khi mirc liéu chua di gay bdo hoa hé bai xuat
thuoc thi clearance 1a mot tri s6 hang dinh nghia 12 cft sau mot khoang thoi gian nhat
dinh lai ¢6 mot ty 1€ hing dinh cita thude duge loc sach khdi huyét tuong, “Téc do bai

xuit thay doi ty 1 thuan vai su thay déi clia ndng do thudce trong huyét twong theo qué
trinh déng hoc bac 1",

Trai lai. n€u liéu ding qui 16n va co ché thanh loc thudc bi bio hoa thi qué trinh
bai xuat thude s& tuian theo qud trinh dong hoc bac 0 nghia la sau mot khoang thai gian
nhat dinh ¢6 mét lugng thude ¢8 dinh bi loai khoi huyét tuong. Trong trudng hgp nay,
clearance khong hang dinh nita mé sé dao dong.

— Tir tri $6 Cl va néng do thudc do duge trong huyét trong. ta ¢é thé tinh dugc
10c do bai xuat thude ra khoi co thé (v);
Vet =Clx Cp (mg/ph)
Troug dé:
Cp: 1a nong dé thude trong huyét wong.

Cl: 1a d6 thanh thdi dugc xdc dinh theo midc Cp & trang thai dn dinh, nghia
ka khi qud trinh hap thu thuée da hoan thanh. Lic nay Cp = Cg (C,,p6y.5me 12 C O trang
thiai can bing).

Néu dung thude theo cdch truyén tinh mach lién tuc thi ta cé thé ldy mau & thai
diém’ sau khi truyén xong.

Ncu thuse duge dung theo dudng udng, tiém bap hodc truyén gian doan thi Cy
chi ¢6 the dat duge sau khoang (5 x 1,,).

— Tir tri 86 Cl va néng do thuée do dugc trong huyél tuong, ta cé thé tinh dugc
toc do truven:

Pé duy tri ndng dé thude hing dinh khi diéu tri, t6¢c do truyén phai bing t6¢ do
thai trir, nhu vay:

Vel -Vinf =C1. Cs
bon vi cia VU (Ue] Vin) 12 mg/phit khi truyén lién tuc.
~ Tri s6 thanh thai Cl cia cdc thude duoe cho san trong céc sach chuyén khao, Css

la ndng do can duy tri (ndng dé mong mudn).
4. THOI GIAN BAN THAI (T,,,)
4.1. Binh nghia

Khéi niém t,, (half-iife) duoc biéu thi theo 2 nghia:

- T,, « hay t,,, hdp thu Ia thoi gian cin thiét d¢ mot nira lugng thude da udng

vao duge vong tuan hoan.
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Néu thuée duge dua qua dudng tinh mach hoac dudng tiém bap thi pha nay
khong ¢6 hodc khong ddng ké, nhu vay khong ¢é t,, .

— T, P hay t,,, bai xuat 12 thoi gian can thi€t dé néng do thudc trong mdu giam
di mot nura.
T, B con goi 12 thot gian ban thai hay nita doi thai trir.
Trong thuc hanh diéu tri, ngudi ta sir dung t,, nay. (kinh 1.4)

C (mg/L)
o pha hap thu
B: pha thai trir
Cmax
k
| }___a_* )
{1\
K
C = “01_e_ka" + Cz.e‘k" 13 . v r Y t (h}

Hinh 1.4. M0 hinh biéu dién gua trinh di chuy&n cia thudc tir vi tri hap thu
vao ¢o thé (mau 1 ngén) va su bién déi néng do thudc trong mau khi
dua thuée ngoai dudng tinh mach

4.2. Cach tinh thai gian ban thai
4.2.1. Tinh tir hdng s6 téc dg thai trir (Kgy)

V&i mét thuée phan bs theo mod hinh duge dong hoc 1 ngan, qué trinh thai trir
tuan theo duge dong hoc bac 1 (dang don gian nhat).

— Budce 1: Tinh hing s6 t6c d6 thai trie (Kg[. €l. 1a elimination)

Trong trudng hop nay, K| chinh 1a d¢ déc cia dudng biéu dién qud trinh thai trir
thudce, ¢é nghia la:
_InC, -InC,,

K =tgp P
i+l 1

G day:
C, 1a néng do thudc trong huyét twong tai thoi diém i nao dé (1)
C,,, 12 ndng do thudc trong huyét tuong tai thoi diém t ,,

K, ¢6 thé tinh d& dang tir d6 thi ban logarit biéu dién ndng do thudc trong méu
theo thoi gian.
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-~ Budce 2: Tinht ,,
Khi néng d6 thuéc trong mdu gidm di mot nita, InC, — InC,,, = In2 = 0,693.
Thoi gian dé C, cdon mot nita chinh I3 t |, nhu vay:

0,693
L=

K

¢l

4.2.2. Tinh truc tiép tur do thi

Dua vao d6 thj ban logarn (InC- ) 14 cach don gldn nhat (hinh 1.5); Tir 2 mic
nong do 100 va 50, ta ¢6 2 gid tri t tvong tng 13 t = 0 v t = 2; nhu vy t,,; =2.Ta cung
¢6 thé tinh tir 2 mic nong do khac: 50 va 25, su chénh léch vé thoi gian sé laty, = 2 va
l,s = 4, nhu vay t, cling bang 2. Tir d6 cho thay tri s6 t,, khéng phu thudc vao ndng do
thudc trong mdu.

C(mgiL) InC
100 - 100
50 - 50%
80 :
fcooe N\ 25X
Tt
60 oo b i o 12,58
ST A O
ek N 6258
5~ E i
U : : : :
20 -: < 1.563
1 : 11
“+ T Jﬂl
0 il It(h) 0.5 f i —t ; t 1 1 t{h)
0 16 o 2 ¥ 6 8 10 12 16

Hinh 1.5. Budng cong bién d8i ndng d6 thuéc theo thai gian
khi dua qua dudng tinh mach (1.V)

4.3. Y nghia cla tri sé t,
4.3.1. Lién quan gida thoi gian ban thai va luong thuéc dugc thai trir

- Quy tic 5 x 1,,,: Tr thoi diém 5 x ¢,, wrd di, lugng thude trong mau hiu nhu
khong thay d6i nita vi lugng thudc tai cdc 18 chitc di bio hod, luong thudc
tham nhap vao t6 chie bang lugng thudc duge thai trlr, ngudi ta goi thdi
diém nay ta thoi diém thuée dat tr ang thai cdn bdng.
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Bang 1.1. Lién quan gilta t,;, va lugng thudc dugc thai tri

S6 lan Lugng thudc dugc thai trir
2 (%)
50
75
88
94
97
28
99

[l
-
=

SN NP IWIN -

— Quy tic 7 x t;,; Thude duge coi 12 bai xudt hon toan ra khoi co thé sau
7x 1., v1 liic nay ndng do thudc trong mdu chi con chua ddy 1% so véi néng do ban
ddu. D¢ thay thudc, ngudi ta phai che {t nhat 1a 7 x t,, d€ trdnh hién twong tich lu¥.

4.3.2. Lién quan gilra thoi gian ban thadi va khoadng cdch dua thudc véo:

Trong dé:
T la khoang cdch dva thuéc, c6 nghia 1a thdi gian can thiét sao cho néng do
thude giam tir mide di c6 (C,) dén tri s6 mong mudn (C,).
4.3.3. Lién quan gilta thoi gian ban thai va dé thanh thdi, thé tich phan bé

Sy lién quan giita thii gian bdn thai va d6 thanh thai, thé tich phan bé dugc thé
hién qua cong thic:
0,693 x Vd

Cl

12 =

O nhing déi tuong bdt thudng vé sinh 1y va bénh 1y, su thay d6i d6 thanh thai 13
nguyén nhan kéo dai thoi gian bdn thai va do d6, van dé hiéu chinh khodng ciach dua
thude 13 bat budc.

5. KET LUAN

Nam viing céc thong s6 duge dong hoc gitp cho duge si lam sang c¢6 di kha
nang w van cho thay thudc trong viéc chon lya thuée phit hgp véi ca thé ngudi bénh va
ning cao dugc kha nang sit dung thudc mot cach an toan va hiéu qua.

Cic ki¢n thic trong chuong nay s& givip cho cdc duge s hiéu dugc cdc thong tin
vé duge dong hoc trinh bay trong cdc tii lieu vé thubc: cdc don huéng dan, Duoc thu
Qudc gia, Vidal, Martindal... hoac khi doc cdc bai bdo nghién citu vé thudc. Day ciing
la ki¢n thic co ban cho cic duge si khi nghién ciu thuéc méi, danh gid thudc hoic
danh gid tuvong duong sinh hoc. Cdc kién thic chuyén sau vé linh vuc nay s€ dugce hoc
@ bac cao hoc chuyén nganh Duge 1am sang.
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Chuong 2

SU BIEN O] CAC THONG SO DUUC DONG HOC LIEN QUAN
BEN THAY DOl CHUC NANG GAN- THAN

MUC TIEU
L. Trinh bay dugc sit bién doi ciia 4 théng s6 DDH co bdn (AUC, Vd, Clva t,,)
o bénh nhdn suy gan

Trinh bay diugc sy bién d6i ciia 4 thong s6 DDH co bdn (AUC, Vd, Cl va t,,,)
o bénh nhdn suy thdn

I3

3. Néu dirge 3 quan diém vé ké don cho bénh nhdn suy gan.

4. Lier ké dirge cde bucde can lam khi hiéu chinht liéu cho bénh nhan suy thén.

NOI DUNG

Cédc chi s6 duge dong hoc cong bS trong cdc tai liu vé thude 1a nhitng gid tri thu
dugc tir cic thir nghiém trén nguoi tinh nguyén khoe manh. O nhilng déi tuong cé
nhitng bai thuong vé chite nang cha 2 ¢o quan chinh ddm nhan thai trir thudc 1 gan va
thin, s6 phan cua thudc trong co the bi thay doi ddng ké, do d6 khong thé sit dung midc
licu hoac nhip dua thudc nhu khi diéu tri cho bénh nhan khéng t8n thuong gan, than.
Nhiém vu ciua ngudi duge si lam sang trong trudng hop ndy 13 ndm duge nhimg dac
diém vé duge dong hoc cha thude trong nhimg trudng hop bat thudmng dé tu vdn cho
bac s1 trong vi¢c hiéu chinh liéu va lya chon thuéc.

1. SUY GIAM CHUC NANG GAN

Suy giam chitc ndng gan 12 hiu qud cla nhiéu trang thdi bénh 1y khdc nhau nhu
viém gan do siéu vi khudn, do vi khudn, do ruou, xo gan...

Nhing bién d6i & gan lam gidm kha nang hoat dong cla gan vé nhiéu mat, trong
d6 ding ké nhat la:

— Sy thay d6i kha ning chuyén héa céc chat.
— Su 61 loan kha nang bai i€t mat.
— Sy giam kha nang tao protein va céc chat ¢é hoat tinh sinh 1y khic...

Nhing bi€n déi nay lien quan chat ché dén trang thai bénh 1Y cua gan (bang 2.1).
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Bang 2.1. Nhiig bién ddi cla gan lién quan dén trang thai bénh ly

Bénh gan Luu lugng mau qua gan | Khéilugng gan : Chirc ning té bao gan
Xo gan:
- Vira $ o hodc T <
- Nang L { l
Viém gan:
- Virus o hoac T & ho3c \:
- Rugu <> hosic | e hoac | l

Sau day la nhitng bién déi cta cdc théng s6 duge dong hoc qua timg giai doan:
1.1. Sinh kha dung (F%)

Sinh kha dung cua cdc thuéc bi chuyén hoid manh qua gan lan ddu bi thay déi do
2 yéu to:

- Su giam sit dong mdu qua gan.

- Su giam sit kha nang chuyén hod thuéc tai gan.

Hai y€u t6 nay lam giam ty lé thudc bi pha hiy khi qua vong tuan hoan ddu (1*
pass) dan dén su tang sinh kha dung cla nhimg thude chiu su khir hoat manh khi qua
vong tudn hoan dau, thi du: propranolol, morphin, nitroglycerin... lam tang nguy co
qud liéu. Nguy co qud liéu ting néu gap thém tuong tac thudc § giai doan chuyen hod
voi mét thude gay kim him cytocrom P450. '

1.2. Thé tich phan bé (Vd)

Hau qua cua viéc gidm téng hop protein tai gan, trong d6 c6 albumin va globulin
- nhitng hop phdn lién két thudc, s& 1am tang ty Ié thudc & dang tu do dan dén ting thé
tich phan b6 cua nhiing thudc c6 ty 12 lién két véi protein cao.

Theé tich nudc & dich ngoai bao ciing ting néu cé  tré tudn hoan & tinh mach cira
(dac biét trong xo gan), diu nay din dén tang thé tich phan b cua cdc thudc tan nhiéu
trong nudc,

Nhu vay néi chung Vd cta nhiéu thude s& tang & bénh nhan suy gan. Tuy nhién
anh hudng t6i diéu tri chi x4y ra & bénh nhan xo gan nang.

1.3. D$ thanh thai qua gan (Clearance hepatic - Cl,,)
1.3.1. Cdc yéu t6 danh hudng tdi dé thanh thadi qua gan

— Lugng thudc chuyén qua gan sau tiing don vi thdi gian, ¢6 nghia 13 phy thuéc
vao luu luong méau qua gan.

- Ty i¢ lién két protein cua thudc vi chi ¢é nhitng thudc & dang tu do mdi bi gan
phd huy.

— Hoat tinh cua enzym gan (dugc do bdi clearance ndi tai).
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Céc thong s6 nay lién h¢ v6i nhau trong cong thitc:

fu. Cli

ClH = QH ( R ) = QH . EH
Qu+fu.Clh

O day:
Cly, : Do thanh thai gan
fu: Ty I¢ thuc & dang tu do (u = unbound)
Chli: D6 thanh théi noi tai
(dénh gia hoat tinh cla enzym gan, i = intrinsic)
Qu:  Luu lugng dong mau qua gan (H = hepatic)
E,: Heé s6 chiét xuat cla thude tai gan.
Bang 2.2. S¢ cho ta thay dugc su bién déi clia cic thong s¢ duge dong hoc phu

thudc vao trang thai bénh 1y clia gan:

Bang 2.2. Anh hudng cla suy giam chifc nang gan dén cac théng sé DBH

Bién dai tai gan Thong s& DDH bj anh hudng
Qy -, Tl Cl, o, T4
Enzym gan \ Cly {  (dic biét véi thudc c6 E, < 0.3)
Albumin \J Cl, T (E4<03T1T)
va/ hoac:
a- glycoprotein ¢ V, T
Bai tiét mat \ Chy 1 (véi thudc bai xust nhiéu qua mat)

— Hinh dnh chung nhat ¢6 the thdy la chiic ning t€ bio gan giam, din tdi:
+ Giam kha nang chuyén hod thudc.
+ Giam san xudt protein
+ Gidm kha nang san xuat va bai tiét mat.
~ Su ton thuong chific nang gan anh huéng rd nhat dén su bai xudt thude qua

gan. Tuy nhién, mitc d6 anh hudng nhiéu hay it phu thuoc vio hé s6 chiét xuit
cua thudc qua gan (E,):

+ Nhing thude ¢6 E, > 0,7 thi Cl,; = Q,, ¢6 nghia la clearance gan phu thudc
chu yéu vio luu lugng dong méu qua gan. Ty 1¢ lien két cla thudc véi
protein ciing nhu hoat tinh ciia men phd huy thudc & gan it anh hudng dén
kha nang loc sach thudc cha gan.

+ Nhiing thude ¢6 E,; < 0,3 thi Cl =~ (fu. Cli) cé nghia 13 clearance gan dao
dong phu thuge vao ty 1¢ lién két cha thudc v6i protein va hoat tinh cia
enzym chuyén hod thudc clia gan .
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Nhu viy, nhimg thudc ¢é hé s& chiét xuit nho (E < 0,3) nhay cam vdi cdc hién
tugng cam ung hoic itc ch€ enzym gan hon céc thudc ¢é hé s6 chiét xuat 1én (E,; > 0,7).

Nhitng thuoc loai nay (E, < 0,3) it chiu anh hudng cla vong tudn hoan ddu qua
gan (first - pass).

Bang 2.3. Hé s chiét xudt qua gan (E.,) cla mét s& thudc

Ey <03 E,=03-07 E, > 0,7
Diazepam Aspirin Alprenolol
isoniazid Quinidin Labetalol
Phenobarbital Codein Lidocain
Phenylbutazon Nortriptilin Metoprolol
Phenytoin Desipramin Morphin
Procainamid Nitroglycerin
Salicylat Pentazocin
Theophylin Pethidin
Tolbutamid Propranclol
Valproat Propoxyphen
Warfarin Verapamil

{Theo Ronland M va Tozert T. 1980)

1.3.2. D§ thanh thai qua gan con phu thudc vao kiéu chuyén hod cta thude
Vi du vé chuyén hoa cilia cdc cht Ia dén chal benzodiazenpin cho ta thay 13 diéu nay:

Diazepam — Nordiazepam — Oxazepam — Lién hgp glucuronic

1 T 1
Oxy hod Oxy hod Thai ra nuéc tiéu
Ton thuong gan anh huong nhiéu dén qud trinh oxy hod (tdi enzym
monooxygenase) hon la qua trinh lién hop (thong qua enzym glucuronosyltransferase),
do d6 Cl,, cha hai loai thuéc nay thay déi khong gidng nhau (bang 2.4)

Bang 2.4. Anh hudng clia bénh viém gan tdi dd thanh thai

. P4 thanh thai (ml/ ph)
Thuéc " -
Cua nhém ching Cua nhém viém gan
Oxazepam 112 = 47 137 = 21
Diazepam 151 + 18 98 = 1.8

{Theo Klorz. U. va Cs. 1980)
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1.4. Théi gian ban that (t,,)

(0,693 x Vd

Lp=
Cl,

Nhu vay, su bién déi t,,, phu thude vao Vd va Cl,.
Trong phan 1.2, ta thdy Vd néi chung tang & bénh nhan suy gan nang.

Sur bi€n déi cua Cl,, (nhu di trinh bay & phén trén), rit khé dodn trude vi phu thude
vao nhiu véu t6. Tuy nhién, trong da s6 trudng hop Cl, bi giam.

Do d6. t,, thuong tang (bang 2.4)

Bang 2.5. Su bién ddi mot s& théng s6 dudc dong hoc & bénh nhan xd gan

vd (L) Cl (mL/ph} ty: (Qig)
Thude Binh Binh Binh
thudéng Xo gan thudng Xa gan thuéng Xo gan

E>0,7 290 380 860 580 4.0 11,2
Propranolol

) 296 481 1571 545 2.8 13,0
Verapamil
£<03 g 12 142 120 1.2 21
Furesemid

. 0,48 0,56 83 19* 6,0 28.8
Theophylin

Ghi chit: - * Don vila kg ** Bon vi la mlithikg

{Theo Willians RL v Manelok RD. [980)

2. SUY GIAM CHUC NANG THAN

Su suy gidm chitc nang than anh hudng dén cd 4 qud trinh hip thu, phan bg,
chuyen hod va thai trir thude, trong dé sy giam sut thaj trir 1 quan trong nhat.

2.1. Sinh kha dung (F%)

Do 16n thuong than, tudn hoan mdu bi & tré va co thé bi phi. Trang théi bénh Iy
nay anh huong dén sinh kha dung cia cic thude ding theo dudng tiém bip va tiém
dudi da. Véi thude dua theo dudng udng, ton thuong chifc nang than, nguoc lai ¢6 thé
lam ting sinh kha dung cta nhimg thuéc c6 hé s6 chiét xual & gan cao, chiu sur khir
hoat manh & vong tuan hoan ddu (first-pass) nhu propranolol, verapamil, ciac hormon...
Hau qua la do bido hoa khd nang phd huy thudc cua gan, do néng do thudc trong mau
ting cao va do 1t tr¢ tudn hoan, trong d6 ¢4 tudn hoan gan - rudt chit khong phai do
tang hap thu cua thude.
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2.2, Thé tich phan bé (Vd)

Mot s6 ton thuong bénh 1¥ & than gay giam luong albumin trong huyét thanh,
thay ddi cdu trilc mot s6 protein clia huyét tuong. Ngodi ra, mot s6 chdt noi sinh nhu
uré, creatinin, cac acid béo... bl &t tr¢ ciing la nguyén nhéan canh tranh véi thudc trong
lién két v6i protein cha huyét tuong, 1dm tang ndng dé thudc ty do.

Su tang the tich chit 16ng & ngoat bao cong vdi tang nong do thudc w do dén dén
tang thé tich phan b6 (Vd) clia nhiéu thude.

Tuy nhién, quy luat nay khong ding v4i moi loai thudc va trong mot s@ trudng
hop suy than lai thiy giam thé tich phén bé.

2.3. B thanh thai qua than (Clearance renal - Clg)

Ton thuong than rdt it anh huéng dén chuyén hod thudc tai gan. Su & tré cdc chét
chuyén hod khi suy than cé thé din t&i viéc tang bii xudt qua mat cic dang lien hop
vai acid glucuronic cha nhimg thudc durge bai xudt nhiéu & dang nay nhu oxazepam,
diflunisal... Céc chét chuyén hod qua gan duoc bai xuit vao mat réi dd vio rudt, sau dé
mot phan duge thai ra ngoai theo phéan, mét phin dugc enzym glucuronidase cia ruét
thuy phan. giai phéng thude trd lai dang tu do va tdi hap thu trd lai tif rudt vho mau.
Quad trinh nay anh hudng dén do thanh thai thudc qua than ma hau qua 14 giam Cl,,.

T.. (h) 807

40

Doxycyclin

Rifampicin .
. . y r . T — Clearance-Creatinin
0 20 60 120 (mifphit)

Hinh 2.1. Su thay dai thoi gian ban thai theo dd thanh thai creatinin
(Theo Fabre J. Balant.L. 1976)

2.4. Thai gian ban thai (t,,)

Cdc thudc bai xudt qua than trén 50% & dang con hoat tinh ¢6 t,, tang rd rét khi sifc
loc cua cdu than < 30ml/ph. Trdi lai, nhimg thudc bi chuyén hod gin nhu 100% ¢ gan lai
¢O t,» khong doi khi thiéu nang than (hinh 2.1).
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Tir két qua nay, ¢6 ¥ kién cho riang trong trudng hop suy than, nén chon nhiing thudce
duge chuyén hod & gan dé giam bét doc tinh. Nhig thude bai xudt gin nhu 100% & dang
con hoat tinh qua than nhu gentamicin, tetracyclin... bat buéc phai hiéu chinh lai fiéu &
bénh nhidn suy thin.

3. HIEU CHINH LIEU KHI SUY GIAM CHUC NANG GAN - THAN
31.0 bénh nhan suy gan

Khong ¢6 mét thong sé duge dong hoc nao cho phép danh gid chinh xdc tinh
trang va mitc do ton thuong gan gidng nhu thong s clearance - creatinin d6i vdi than,
do do vdn d¢ hi¢u chinh liéu theo trang thdi bénh Iy cGa gan khé thyc hi¢n. Cic nha
dicu tri théng nhat mot s6 quan diém vé ké don cho bénh nhan ¢6 bénh gan nhu sau:

— Nén chon nhimng thudc bai xudt chu yéu qua than hoac nhiing thudc bai xuat
qua gan dudi dang lién hop glucuronic.

- Trinh ké don nhiing thudc:
+ Bi khu hoat manh & vong tuan hoan ddu ( first-pass).
+ C6 ty 1¢ lién két protein cao.

— Gidm liéu nhitng thudc bi chuyén héa & gan bing con dudng oxy-hda qua
cytocrom P, Cdch hiéu chinh cu thé frong trudng hop nay tuy thudc trang
thdi 1am sang & bénh nhan (ving da, ¢d trudng, gan to...) v mic liéu s& do
nha bao ch& khuyén cdo.

3.2. G bénh nhan suy than

Hau qud cia suy than la giam bai xuat thudc, gay tang kéo dai nong do thudc
rrong mdu, din dén qu4 liéu hodc ngd doc khi diéu tri bang nhiing thude cé doc tinh
cao trén than.

Xt Iy nhitng trudng hop nay cé thé theo 2 phuong én:

— Giam li€u di€u tri so v&i binh thudmg.

— Néi rong khodng cdch giita cic lan dua thude.

~ Trong phan nay chiing t6i chi xin trinh bay nhitng nguyén tic co bin nhat. Dé

nam ving hon vé vin dé ndy, xin tham khao thém & tii liéu chuyén khao vé duge dong
hoc lam sang.
Cdc bugc tién hanh

Ddnh gid micc do suy than qua tri sé Clearance-creatinin (Clcr).

Kha nang loc cua than duge danh gid qua Cler

D6i véi ngudi binh thudng, tri s6 nay 14 80 - 120 ml/ph. Clearace-creatinin giam
& bénh nhan suy than.
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Miic do6 suy than duge ddnh gid qua hé s6 R,

O da y:
Cler-st 1a clearance - creatinin & bénh nhan suy than
Cler-bt la clearance - creatinin & ngudi ¢6 chiic nang than binh thudng
Nhu viy, dé danh gid mac do suy than, ngudi ta phai tién hanh do Clearance-
creatinin ¢ ngudi suy than (C,. ) thong qua xét nghiém muc creatinin trong huyét tuo'ng
va tinh Gy, tir cong thitc Cockroft & Gault (xem chuong 3).
Tris6 C.; dabiétla 80 - 120 mL/ph, c6 thé 14y trung binh la 100.
Banh gid mitc do giam bai xudt thudc o nguot suy thdn so véi nguoi binh thuong:
Tinh hé s6 Q:
1
I -fe(l-Rp

Q:

0 day:
- Q l& hé s& hiéu chinh cho bénh nhan ¢6 suy giam chiic nang than.
- fe la ty 1¢ thudc duge bai xudt qua than & dang ¢dn hoat tinh (duge biét wr
dic tinh duge dong hoc cua thuée & ngudi ¢ chiic nang than binh thuong).
- R, 1a ty 1¢ suy giam cla chic nang than (nhu vita néu @ trén).

Nhu vay thuc ra chiing ta chi hi¢u chinh lai liéu cta phan thudc thai trit & dang
con hoat tinh qua thin. Phan thudc bai xudt qua gan khong tinh duge vi khong cé mot
thong s6 nao cho bi€t chic nang bai xuit thuéc qua gan s& giam bao nhiéu trong
truong hop chitc nang gan bi suy giam. Day ciing 1a 1y do tai sao khi chitc nang gan bi
suy giam, ngudi ta khuyén nén chon céc thudc khong bi chuyén héa qua gan ma bai
xudl chu y&u qua than & dang ¢on hoat tinh.

Cdch hi¢u chinh liéu o bénh nhdn suy thén sau khi di c6 hé s6 O

Co 3 cach hiéu chinh:

1/ Giit nguyén khoang ciach dua thuéc vi giam liéu:

D,
Q

2/ Giit nguyén liéu nhung ndi rong khodng c4ch dua thude:

D, =

b1

T.=TxQ
O day:
- T la khoang cach dua thudc
- D laliéu dung
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3/ Vira gidm liéu, vira ndi rong khoang cach dua thuéc:

Nhiéu trudong hgp, néu diing hé s6 Q dé giam liéu thi liéu mdi khong bao gid ddp
tng duge nong do thude trong huyét tuong & mitc diéu tri. Néu gilt nguyén liéu thi tai
thasi diém ngay sau khi dua thuéc, nong do lai qui cao nhung sau dé do khoang cich
qud dai nén giai doan thudc ¢6 noéng do & dudi mic diéu tri cling kéo dai, do dé hiéu
qua dicu tri thap. Nhiing trudng hop ndy, ta ¢6 thé chon mot hé s6 Q khac trung gian
va dung két hop cd 2 phuong phdp: vita gidm liéu vita ndi réng khodng cdch.

Vidu:

M6t bénh nhén suy than ¢é hé s6 Q tinh duoc 1a 4. Khi ding Q = 4 ta gap phai 2
nhuge diém nhu vira néu. Can cif vao kinh nghiém diéu tri, bac si di lya chon hé s6 Q
la 2 va dung ca 2 phuong phap:

- Giam liu theo Q =2

va

~ NG&i rong khoang cach ciing véi Q = 2.

Nhu viy, xu hudng chung van nén tap trung theo doi ddp dng lam sang va gtdm sat
nong do thudc trong mdu dé diéu chinh liéu. Pang tiéc 1a hién tai & nudc ta chua do
dugic nong doé thude trong mdu nén viéc hiéu chinh liéu sé khé khan va can c& chu yéu
vao Kinh nghiém cia bdc si diéu tri.

Tuy nhién, trong thuc t€ mic liéu cho bénh nhén suy thin thudng dugc nha bao
ché tinh san va ghi rd trong ban hudng dan sir dung thudc. Vi du ldy tir ban hudng dan
st dung ceftazidim s€ lam rd diéu nay:

Liéu khoi ddu 1a 1 g, sau d6 céc liéu k€ tiép thay déi wy thude vao d6 thanh thii
creatinin nhu trinh bay trong bang 2.6 sau day:

Bang 2.6, Hiéu chinh liéu Ceftazidim

Clearance - creatinin {mL/ ph) Liéu Kheang cach dua thudc
50 - 31 19 cach 12h mét 1n
30-16 19 cach 24h mét 1an
15-6 500 mg cach 24h mét 1an
<5 500 mg cach 48h mot lan

(Trich tir Dwee thie Quéc gia Viét Nam 2002, trang 263}

Chit y:

* NEu bénh nhan bi suy than niang phai thaim tich miu hoic thim phan phic mac
thi qua trinh hiéu chinh liéu ¢dn phu thudc vao kha niang thudc bi loai qua nhitng
duong nay.

Cong thic hiéu chinh liéu cho nhing trudng hop nay thuong cé sin trong cic
ban hudng dan sir dung thude do nha san xudt cung cép.

* Hién tai chiing ta ¢6 Dugce thir Quéc gia Viét Nam 2002, trong dé vdi nhimg thudc
¢6 kha nang giy doc cho thin va qud trinh ddo thai thude phu thudéc nhi€u vao chic nang
than, thutmg ¢6 sdn nhiing bang dé hiéu chinh lai liéu theo tri s6 clearance - creatinin hoic
theo mite creatinin - huyét tuong.
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Sau day 1a mot vi du vé viéc sir dung creatinin - huyét tuong dé hiéu chinh liéu
ma khong cin tinh ra clearance - creatinin:

Bang 2.7. Hiéu chinh liéu Cefuroxim khi suy than theo mifc creatinin
trong huyét tugng

Creatinin-HT Tré so sinh va tré em Ngudi 1én
,‘ {mg %o) Lidu tai thiéu Liéu t&i da Liéu t&i da
25 30mg/kg/ngay 60mg/kg/ngay 750 - 1500myg
<
chia 4 1an chia 4 lan x 3 lAn/ingay
30mgrkg/nga 750 - 1500mg
25 5 60 15mg/kg/ngay ] g 9ay . .
chia 2 lan x 2 lan / ngay
750 - 1500mg
> 60 15mg/kg/48h 30mg/kg/36h T
x 1 |an /ngay
. 750 - 1500mg
Vo niéu 15mg/kg/d8h 30mg/kg/36h .
x 11an /36h
Phai thém tch | 250mg/agh + 125m3 | 250mg/36h + 250mg 750 - 1500mg/24h
. vao cudi dot tham | . . + 1 liéu nhu vay vao
(dialyse) tich vao cudi dgtthdmtich | -« o ot tham tich

(Trich 1 Le Dictionnaire Vidat - 2000, rang 360)

Thue hién theo cdc vi du & 2 bang trén cling chi la goi y bude dau. Sau d6 tuy

tién trién cua bénh va trang thi ngudi bénh ngudi thiy thusc cé thé thay dai theo kinh
nghiém diéu tri.

Thue &, ¢ cac cong thifc hi¢u chinh chinh xdc can c{ vao sy suy giam chic
nang than & timg cd thé nhung dot hdi phai do dugc néng do thusce trong huyét trong &
trang thdi can biang (Css). Di€u nay khong phai lic nio ciing ¢6 thé lam duoc vi khong
phai thudc nao ciing ¢6 thé dinh lugng dugc tai bénh vién, nhit 13 lai phai dinh lchmg g
miic nong do rat nho (trang thdi can bang). Ngay bénh vién & cdc nude phat trién, tai
khoa Duge thuong ¢6 bo phan dinh lugng (hudc nhung ciing chi dinh lugng mét sé
thuoc ¢6 pham vi diéu tri hep vi chi phi nay t6n kém; do dé céch hiéu chinh liéu theo
hé s6 Q hogc theo bang cho sén vén 1 cdch 1am thong dung.

4. KET LUAN

Trong chuyén dé niy chL’mg t61 chi dé cap dén sy thay déi cac thong s6 dugc
dong hoc khi gap bénh 1y cia hai co quan thai trir thudc chinh 13 gan v than. Nhimg
bién doi duoc dong hoc lién quan dén lda tudi s€ trinh bay trong chuong “St dung
thudc cho mot s6 déi tugng dac biét”

Ve hi¢u chinh liéu cho bénh nhan suy gidm chitc nang gan - than, ching t6i chi

néu nhimng phuong phap don gidn nhat. Cdc mé hinh ciing nhu cdch tinh todn dua ra &
day chi thich hgp khi thuSc duge phan b6 trong co thé theo mo hinh mot ngan va su
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bai xuat thudc theo quéd trinh duge dong hoc bac 1. Truong hop nhilng thude duge
phan phéi theo mo hinh nhiéu ngan va sy bai xuat thude ra khéi co thé khong tuéin
theo déng hoc bac 1 thi cdc cong thiic trén khong ding nita. Qud trinh hiéu chinh liéu
v6i nhitng trudng hop nay phitc tap hon nhiéu. Tuy nhién v6i da s6 thude v6i mirc liéu
ap dung & pham vi diéu tri thi mo hinh mdt ngan va cdch tinh todn trén la thich hop.
Céc truedong hgp phai sir dung mo hinh nhiéu ngan va dong hoc Michaelis - Mentel cho
dong hoc bac 2 chi xay ra v&i moét s8 thude va chi 0 mire liéu cao, hoac véi cac thude
bai xuat qua gan vi cé qua trinh bdo hoa cdc enzym chuyén hod & gan.

Cin nhd rang, vin dé diéu chinh qud trinh diéu tri dya trén cdc théng s6 duge
dong hoc chi can cif vao mitc thudc trong mdu. Qud trinh hiéu chinh liéu va phic d6
diéu tri khong chi can ci vao nhitng s6 liéu nay ma bd qua cic ddnh gid 1am sang vé
trang thai bénh nhan, tién st dung thudc, thoi gian chinh xdc ldc ldy mau mdu, cic
thudc ding kém va cdc chi s& xét nghiém khdc. Viéc thu thip thong tin thuong kho
nhung néu ngudi dugc si lAm sing chudn bi t6t trong giao ti€p v4i bénh nhan, bic si
dicu tri, y ta thi sé gidm nhiéu sai s6t. Chat lugng ddnh gia duge dong hoc phu thudc
trude tién vao nhimg thong tin thu thap tir bénh nhan va sau dé vao su hiéu biét dp
dung nhiing cong thic tinh toidn da néu.
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Chuong 3

XET NGHIEM LAM SANG VA NHAN BINH KET QUA

MUC TIEU

. Trinh bay dugc vai 1ré ciia hé thong SI trong Y hoc va biét cdch chuyén doi
cde don vi do hedmg ci sang Si.

[SW]

Trinh bay ditoc ddc diém va ¥ nghia ldm sang ciia cde chi 36 xét nghiém sinh
hda mdu (creatinin, uré, acid nric, glucose, protein, bilirubin, cdc enzym CK;
ASAT: ALAT; phosphatase kiém) va cdc xét nghiém huyét hoc (hong cdu,
bach cdu, téu cdu, cdac xét nghiém déng mau).

3. Van dung duge cdc kién thite trén trong danh gid thay déi bénh I3 va theo déi
st dung thudc trén cde ca lam sang cu thé.,

NOI DUNG

Xét nghiém sinh hoc 1am sang bao gém cdc linh vuc sinh hod, huyét hoc, mién
dich, vi trung, k¥ sinh trung, virus 13 nhitng cong cu ngiy cang phong phit hién dai
khong the thi€u duoc gidp ich cho nguoi thay thudc trong chan dodn, diéu tri va theo
doi tién trién cha bénh. Lam cong tdc duge lam sing. ngudi duoc sT cdn bist ¥ nghia va
nhan dinh k€1 qua mot $6 xét nghi¢m lam sang thudng gap dé gidp cho viée sir dung
thude hop 1y, an toan, phdt hi¢n kip thdi nhiing tic dung khong mong muén trong qua
trinh dicu tri ngudi bénh. Trong chuong nay chiing t6i chi dé cap dén mot s6 xét
nghiém sinh hod va huyét hoc lién quan nhiéu dén ddnh gid vé sir dung thudc trong
dicu tri.

1. VAI NET VE PON V| DO LUONG SU DUNG TRONG CAC KET QUA
XET NGHIEM

1.1. Hé thong S! trong y hoc

Mau. nude tiéu va mot s¢ dich sinh hoc thudng duge sir dung dé phan tich. Cic
ket qud thu duge & ngudi khoé manh ndm trong mot gidi han nhat dinh goi 1a "tri s6
binh thutng” hoac "tri s6 quy chi€u”. Nhitng ket qua ra ngoai gisi han trén goi 13 "bat
thuong". Méi x¢ét nghiém c¢6 the phan tich bing nhiéu phuong phdp khéc nhau, do dé
c¢6 the cho két qud hoi khic nhau. Vi vy ngudi thay thudc nén sir dung tri s6 quy
chi¢u lam taj co s& minh.

Dé thong nhit cich biéu thj két qua, trong vai thap ky qua nhiéu méc da chuyén
dan sang dung h¢ thong don vi quéc € SI (systéme international). He thong SI dua trén
7 don vi ¢d sa: mét (d6 dai). kilogam (trong lugng), giay (thdi gian), mol (lugng chat),
Kelvin (nhi¢t do), ampe (cudng d6 dong dién) va candela {cuomg d¢ anh sang).
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Bang 3.1. Pon vi co sé SI

Pai lugng Tén Ky hiéu
D6 dai met m
Trong lugng kilogam kg
Théi gian gidy s
Cuong 46 dong dién ampe A
Nhiét dé kelvin K
Cudng do anh sang candela Cd
Lugng chat mol mal

Tir 7 don vi co s& niy, m3 rong ra cic don vi dan xuat khac nhu: mét vuéng (m?)
- dién tich, mét khéi (m") - thé tich, Newton (N) - luc, Pascal (Pa) - dp suat, Joule (J) -
cong hoac nang lugng, Hertz (Hz) - tan s6. Nhu vay dp luc khi khong bicu thi bing
mmHg ma bang Pascal. Khi nhing don vi co sd va don vi dan xudt ¢ do 1én khong
thich hep trong cdc hing s& sinh hoc, nguoi ta ding nhiing boi 86 va udc s6 thap phan
cha cic don vi bang cach ghép nhimg ti€p ddu nglr twong dng vao tén cdc don vi do.

Bang 3.2. Nhimng ti€ép dau ngit thdng dung trong xét nghiém lam sang

Tiép dau ngr Ky hiéu Hé s&
kilo k 10*
mega M 10°
giga G 10°
mili m 10°
micro i 10°
nano n 10°
pico p 10"
femto f 107"

Ly do chd y&u thiic day su chuyén déi sang hé thang SI xuat phat tir co s& la cic
chat phan dng v&i nhau, theo phan tir véi phan it chi khéng theo gam véi gam, do dé
bi¢u thi ham luong céc chat theo mol 12 hop 1§ va dé so sanh hon 12 biéu thj theo gam.

— Mol la danh tr rit gon cua phan tir gam (molécule-gramme). Vi du:
+ | mol oxy (0,) c6 mot trong lugng bang 16 x 2 = 32g.
+ 1 mol glucose (C;H,,O,) bang 12 x 6 + 1 x 12 + 16 x 6 = 180g.

Ngudi ta khong diing don vi mol dé biéu thi ndng do rat lodng cla glucose trong
miu ma ding udc s6 clia né 1a milimol: Immol glucose = 0,180g. Trong 1 lit mdu
ngudi binh thudng c6 khoang Smmol glucose nghia 1a 5 x 0,180g = 0,90g/L.

Khai niém vé mol thudng khéng dp dung vdi nhimg chét nhu protein va polyosid
phitc tap ma khéi lugng phan tr chua xac dinh 3.
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— V& hoat do enzym. don vi katal (ky hiéu 13 kat) 1a lugng enzym xic tdc sy
bién doi 1 mol co chit trong 1 gidy (s) & nhiing diéu kién xét nghiém nhat
dinh. DPon vi nay thuong qua 1dn, trong sinh hod 1am sang thudng ding cic
don vi nhd hon nhu microkat, hodc nanokat. Cdc don vi ndy dan dan thay the
cho don vi quac & ¢ vé enzym (ky hig¢u U) 1a luong enzym xiic tic su bi€n
déi 1 umol co chat trong 1 phit & nhitng diéu kién xét nghiém nhat dinh.

Céc ion (Na*, K*, CI") trude duge bigu thi bang duong luong (Equivalent), nay
thay bang don vi mol:

I mmol
mEq = -----mmmmeo-

Hod tri

-~ Ty 1& phan tram dugc thay the bang hé s& thap phan.

Vi du

0.50 thay cho 50% , 1,15 thay cho 115%.

1.2. Cach chuyén d6i sang hé théng Sl trong y hoc

Tir nam 1977, Hoi nghi Y t€ th€ gidi ldn tha 30 di quyét dinh chap nhan sir dung
h¢ thong SI trong y hoc; tuy nhién nhiéu tii liéu sich bdo trong thdi gian giao thoi van
sit dung ca hai cdch biéu thi két qua cii vd mdi, vi vay can phai biét nhitng hé so
chuyén déi tir don vi ¢li sang don vi méi hoac nguoe lai (bang 3.3).

Bang 3.3. Tri sd quy chi€u vé sinh hod clia mau

] i Tri s8 quy chidu Hé s6
Xét nghiém P
Pon vicii Pon vi mdi chuyén dbi
Alanin amino transferase | 0-35 U/L 0-0,58 pkat/L 0,01667
(ALAT, GPT)
Aspartat amino transferase | 0-35 U/L 0-0,58 pkat/L 0,01667
{ASAT, GOT)
Albumin 4,0-5,0 g/dL 40-50 g/L 10
Ap suat tham thau® 280-300 mOsm/kg 280-300 mOsm/kg | 1
Bilirubin toan phan 0,1- 1,0 mg/dL 2-18 pmol/L 17,10
Bilirubin truc tiép 0-0,2 mg/dL 0 -4 umoliL 17,10
Ca"™ 8,8 - 10,3 mg/dL 2.20-2,58 mmoli. | 0,2495
Chaolesterol toan phan 160-180 mg/dL 4,1-4,6 mmol/L 0,02586
Cholesterol LDL 50-130 mg/dL 1,30-3,30 mmol/L | 0,02586
Cholesterol HDL 30-70 mg/dL 0,80-1,80 mmollL. | 0,02586
_CO2 toan phan 22-28 mEq/L 22.28 mmoliL 1
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Bung 3.3 (1iép)

Xét nghiém

Tri s& quy chiéu

Paon vicl

Pon vi mdi

Hé sb
chuyén déi

cr

Creatinin kinase (CK)
Creatinin

Hé sd thanh thai creatinin
Globulin

Glucose

K

Lactat dehydrogenase
Na”

Phosphat
Phosphatase acid
Phosphatase kiém
Protein toan phan
Transaminase (GOT)
Transaminase {(GPT)
Trigiycerid

Lré

Acid uric

95-105 mEqg/L

-] 0-130 U/l

0.,6-1,2 mg/dL
75-125 ml/phut
2.3-3,5 g/dL
70-110 mg/dL
3.5-5,0 mEqg/L
56-150 u/L
135-147 mEgiL

2,5-5.0 mg/dL
0-55 UL
30-120 UL
6,0-8.0 g/idL
xem ASATva
ALAT

< 160 mg/dl
20- 40 mg/dL
2,0-7,0 mg/dL

95-105 mmol/L
0-2,16 pkati
50-110 umol/L
1,24-2,08 mlis
23-35 g/L
3,9-6,1 mmol/L
3.5-5,0 mmol/L
0,82-2,66 ukatiL
135-147 mmoliL

0.80-1,60 mmoliL
0-96 nkat/L
0,5-2.0 ukat/L
60-80 giL

< 1,80 mmeol/L
3.3-6,6 mmol/L.
120-420 pmol/L

1
0018667
88,40
0,01667
10
0,05651
1
0,01667
1

0,3229
16,67
001667
10

0,01129
0,165
59.48

Ghi ¢hii: ("} ap sudt thdm thau cha huyét tuong da natri, uré va glucose tao ra.

2. MOT SO XET NGHIEM HOA SINH
2.1. Creatinin huyét thanh

Muc binh thuong creatinin huy€t thanh la (0.6-1,2 mg/dl; SI =50 - 110 umoi/l).

Creatinin la sdn phdm thodi hod cba phosphocreatin, mot chat du trit nang luong
quan trong c6 trong cd. Sy tao thanh creatinin twong déi hiang dinh, phy thugc chi yéu
vito khoi luong co clia mdi ngudi, do viy & nir gidi. creatinin mau hoi thap hon so véi
nam gidi. Ham fugng creatinin trong huyét thanh it thay déi, khéng phu thudc vao cdc
vCu t0 ngoat lai. vi du ché d¢ an. Creatinin dao thai ra ngodi nudc tiéu chi yéu do loc &
ciu than; phan bai ti€t béi 6ng than hodc tdl hap thu rat it. cot nhu khéng dang ké.

Creatinin huyét thanh dugc coi la mot chi $6 vé than 6t hon so v6i uré huyét. Khi
chiic nang loc cla cau than giam. néng do creatinin trong méu tang. Puge coi la suy than
khi creatinin huyét thanh 161 hon 130umol/L.

2.2. Hé sé thanh thai creatinin (Clearance-creatinin, Clcr)
Miic binh thudng: O nam: 75 - 125 ml/ph hodc 1,24-2,08 ml/s
O nit bing 85- 90% cua nam.

A
o

http://tieulun.hopto.org



Hé s$6 thanh thai ca mot chit ndo dé (creatinin, thudc) 12 thé tich huyét tuong
ma thian cé kha nang loc sach chét dé trong | phit. Néi cdch khdc, do 1a ty so gilta
lugng chal dé ¢6 trong nude tiéu dao thai ra trong mot phiit chia cho néng d6 chat do
trong huyét twong.

Cl = h¢ 56 thanh thai tinh bang ml/phat
UxV U = néng do chat dé trong nude tiéu

Cl=

-

P = néng dé chat dd rong huyét tuong
V = thé tich nudc tiéu trong mot phiit

Trén thyc t€, ngudi ta coi 1a suy than khi hé s6 thanh thdi crecatinin dudi
80ml/phiit. Suy thian dugc coi 1a nhe néu hé s6 thanh thai creatinin trén 50 mi/phur, la
trung binh véi tri $6 tir 15 -50ml/phuit va 13 nang voi tri s6 thap dudi 15ml/phit.

Su tuong quan gita hé s6 thanh thai creatinin va ham lugng creatinin duge trinh
biy trong bang 3.4.

Bang 3.4. Lién quan gilia hé s8 thanh thai va ham lugng creatinin- huyét thanh

Hé sd thanh thai creatinin (ml/phut) Creatinin huyé&t thanh {umoliL})
100 110
50 220
25 440
12,5 880

Mac di1 hé s& thanh thai creatinin 1a cdch ddnh gid chirc nang cau than tot hon 13
cin <1t vio creatinin, nhugc diém cOa né 1a khé thyc hién & lam sang vi phai 1dy nudc
tiéu 24 gid hodc it ra 12 8 gid. Vi vay, dd ¢d nhiéu cong thirc suy tir creatinin huyét
thanh sang hé s& thanh thai ma khong cén phai hitng nudc tiéu. Hay ding nhdt 1a céng
thitc ctia Cockroft va Gault cho phép udc tinh h¢ s& thanh thai nay:

o, = 4140- Tudi) x Thé trong
crR =

Creatinin x 72
Trong dé: Tudi tinh bang nam,
Thé trong bang kg,
Creatinin huyét bang mg/dL.
Day 1a tri s6 clia nam gidi, khi dp dung v6i nif gidi thi nhan két qua véi 0,85.
Cong thifc trén khong ding dugc véi bénh nhan suy gan, vi sé cho két qua sai léch.

Heé s6 thanh théi creatinin la cin cit gidp cho viéc hiéu chinh licu lugng thuée
thich hop vé6i nhiing thudc duge dio thai hoan toan hodc phin 16n & dang con hoat tinh
qua than (xem chuong 2).

Vi du trong bang 3.5 vé trudng hop hiéu chinh liéu dung ceftazidim, mét kKhang
sinh nhém cephalosporin the hé 3 sé minh hoa cho viéc tng dung Clg, trong diéu tri.

51
http://tieulun.hopto.org



Bang 3.5. Cach hiéu chinh liéu ceftazidim khi suy than

Hé s& thanh thii creatinin | Liéu 1 1an (g) S& lan
(ml/phit)
50 dén 30 1 1-2 1an / 24 gia
30 dén 15 1 118N / 24 gio
15dén 5 1 11an / 36 gig
<5 0,5 114n / 48 gios
Ghi ol

Lieu tiém bap hoac tinh mach ceftazidim cia ngudi 16n binh thuong fa 3g/ngay
tae {[g/8 ¢id).

2.3. Uré

Mite ur¢ binh thuong trong mdu [a (20-40 mg/dl: SI = 3.3 - 6.6 mmol/l).
Néu biéu thi dudi dang nito uré huyét (BUN, blood ure nitrogen) thi tri 6 binh
thuong la 8-18 mg/dL; SI = 3,0-6,5 mmol/L.

Ure la san phdm thodi hod chinh cua proicin, duge tao thinh & gan va dio thai
cha véu ra nudc tiéu.

Giam uré mdu rat hiém, thudng gap & giai doan cudi clia thidu ning gan do suy
giam 16ng hgp uré.

Uré huyét cao (> 50mg/dL) c6 thé do nguyén nhan trude than, sau thin, hoic tai
than. Nguyén nhan truée than nhu mat nuée, non mira, ia (,hdy giam lue lugng mdu,
sOc. suy tim. Nguycn nhan sau than nhu tac dudng tiét niéu (soi). Nguyén nhan tai
than nhu viém cau than cap hoac man, viém 6ng than cdp do nhiém doc.

He s6 thanh thai ur¢ binh thudng khodng 75 ml/phiit vi sau khi loc qua cdu thin,
mot phan uré duge ong than tdi hap thu. O ngudi suy than, hé s6 nay giam.

2.4. Glucose
Muic glucose binh thuong trong mau lic déi 70-110 mg/dl : ST =3.9- 6,1 mmol/l.

Glucose 14 nguén nang lucmg chu véu cua ndo, cdg. Glucose huyét luon hang dinh
do co che di¢u hoa than kinh - néi tiét. Cac hormon diéu hda glucose huyét duge phan
thanh hai nhém doi lap: mot ben 1a insulin lam gidm glucose, mot bén la nhirmg
hormon lam tang glucose huyét (adrenalin. glucagon, glucocorticoid, somatostatin).
Hay giip nhat la tang duong huyét do ddi thio dudng.

Nong do glucose huyét lic déi cao hon [40mg/dL (7,7 mmol/L) duge coi la
bénh 1y, Dudng huyét cao tdi 290-310 mg/dL (16-17 mmol) ¢ nguy co gdy hon mé
ddi thao dudng. Tuy nhién khong thé néu 1én mot gidi han cu thé vi tri s6 nay thay déi
khi nhiéu vdi timg ca bénh.

Ha dudng huyet dudi 45mg/dl (2,5mmol/L) cling rdt nguy hiém. Nguyén nhan
thuong lien quan dén nhim an ding qua liéu insulin trong diéu tri ddi thdo dudng.
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Ngoai dii thio dudng, ting dudng huyét cdn do mot sé bénh néi tiét khdc: hoi
ching Cushing (cudng nang vo thuong than), bénh to cuc, tang nang tuyén gidp hoic
do thude: glucocorticoid, thudce li tiéu thiazid, cdc chat chen B, phcnytom Ha duong

huyét con do mét s6 nguyén nhan nhy u tuy tang, suy gan, thiéu nang tuyén yén, thiéu
nang tuycn gidp, thiéu nang vo thugng than. .

2.5. Acid uric

Mic acid uric binh thuong trong mau 12 (2-7 mg/dL; SI = 120-420 pmol/L)

Acid uric 1a san phdm thodl hod cudi cling cda nhan purin va duge dao thai chil
y€u qua dudng nude tiéu. Tang acid uric trong mdu c6 thé do tang san xuit (phd huy
nhiéu nucleoprotein, dn ché dé giau protein) hoac do dao thai kém (viém than). Huyét
thanh thuong bdo hoa acid uric (& 7Tmg/dL), néu vugt qua ngudng nay thi natri urat
tinh thé ¢6 thé tich dong trong sun, khép. than. D6 1a biéu hién clia bénh Gout. pH
nude tiéu ha, lam giam do hoa tan cla acid uric. ¢6 thé dan dén tao soi. Nhiing téic
nhan co tac dung dgc 1€ bao ¢o the lam tang acid uric huyét (cdc chat khang chuyén
hod, mot s6 thude dicu tri ung thu nhu methotrexat, busulfan, vincristin, prednison,
azathioprin). Cdc tdc nhan 1am giim bai ti€t acid uric & 6ng than ciing lam tang acid
uric huyét (thudc 1gi ticu thiazid. furosemid, acid ethacrinic).

2.6. Protein huyét thanh
Muc protein huyét thanh binh thudng 12 (6,0 - 8.0g/dL; SI=60-80 g/L).
» Protein huyét thanh phan tich bing dién di chia thanh albumin va globulin:

— Albumin 1a protein chinh chi€ém 60% protein toan phan, duoc téng hop bdi
gan. Albumin gilr vat trd quan trong duy tri 4p sudt keo va trong vin chuycn
nhiéu hop chat hive co va v6 co. Nhiéu thuée khong tan trong nude duge gan
nhiéu véi albumin huyét twong. vi du phenytoin, sallcylat phenylbutazon,
warfarin, sulfonylure thé h¢ 1, acid valproic va mot s6 sulfonamid. Vi thudc &
dang tu do 1a dang ¢6 hoat tinh. nén khi néng d¢ albumin thay ddi c¢6 thé anh
huong nhieu dén su phan b6 va tic dung dugc 1y cha thudc.

— Globulin (2.3-3,5 g/dL; S1=23-35 g/L} c6 thé tach thanh nhiéu phan nhém
nho: globulin el o2, B va y. Globulin y cdn ¢ thé phan thanh nhiéu globulm
mi¢n dich khdc nhau (IgG IgA, IgM, IgD va IgE). Viéc phan tich céc
globulin givp ich trong chan dodn nhiéu bénh mién dich.

* Protein toan phén ¢6 thé tang giam trong nhiéu trang thai bénh 1y:

— Truong hop ha (chi y&u la albumin) gap trong suy dinh dudng, réi loan tiéu
hod, ung thu, suy gan. xo gan. D6 1a do thi€u hut trong téng hop. Protein
huy€t ha con do tang dio thai: hoi ching than hu, mat protein theo nude tidu
nhicu. bong rop. mat qua da...

- Tang protein huyét gap trong trudng hop ¢6 dic mdu, do co thé mat nude va
mot s6 bénh 6t loan globulin huyét: da u tuy (bénh Kahler), bénh
macroglobulin huy&t Waldenstrém. ..
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2.7. Enzym

Enzyvm khu trd trong cic mé lam nhiém vu xiic tdc cdc phén timg chuyén hod cic
chat trong t¢ bao. Khi t€ bao bi phi huy. mot luong 16n enzym duge giai phéng viao
huyét thanh. Do hoat do nhimg enzym niy giip dinh gid ton thuong ctia mé: t6n
thuong cang rong va cdp tinh. thi lugng enzym gidi phdéng vao mau cang nhiéu. Tdn
thuong man tinh am 1 thudng chi gidi phéng enzym véi lugng vira phai.

[socnzym hodc 1sozym la nhiing cnzym Xuc tdc cing mdt phan dng hod hoc
nhung chiing khdc nhau vé mot s tinh chat 1y hod. Su phan b6 isozym ¢ khdc nhau
¥y timg moé. Do db isoenzym ciing dude sir dung nhiam xdc dinh vi tri tén thuong.

Hoat d6 enzym duac biéu thi bing don vi qudc t€ (U) hodc theo hé thong SI bang
don vi katal (kat). Mot microkatal (pkat) bang 60 U.

2.7.1. Creatinkinase (CK hoic creatinphosphokinase — CPK)

CPK mirc binh thuong trong mau la 0-130 U/L, SI=0-2,16 ukat/L.

Creatinkinase xiic tdc chuyén phosphocreatin thinh creatin, gidi phéng phosphat
giau nang lugng chii véu cho co tim va co xuwong: CK 1a mot dime gém 2 tiéu don vi M
va B. Mo nio ¢6 khoang 90% BB (CK1) v 109%MM (CK3). M6 tim ¢6 40% MB (CK2)
va 60%MM con trong huyét thanh binh thudng ¢6 100% 1a MM nhu & co xuong.

Cac trudng hgp tam sang gay tang CK trong huyét thanh thudng l1a tir co xuong
hodc ca tim. Con loai BB ¢ ndo kKhong bao gid thay xudt hién trong huyét thanh, ké ca
khi bi tai bié€n mach mdu nio vi enzym nay khong di qua duge hang rao mau - nio.

Moi t6n thuong O mo co xuong déu gay tang CK huyét thanh. Phan huy co véan
cp do chin thuong, do hon mé kéo dai. do dung qué liéu mot s& thude ¢6 the gay ting
CK. Céc truong hgp ton thuong co xuong khac nhu loan dudng co, viém nhiéu co hoac
thi¢u nang tuyén gidp ciing ¢é thé gay ting CK déng ké.

CK 1a enzym tang sém nh&l trong nhoi mdu co tim. Sau khi bi con khoang 4 gio
CK trong huyét thanh bét dao tang va dat dinh cao & khoang 24 gidy réi trd vé binh
thutmng sau ngay thi hai dén ngdy thit . Phan CK - MB cao trén 6% t6ng hoat do
enzym CK duge coi 1a mot dau hiéu clia nhéi mau co tim. Nhiéu thuée dung & liéu
di¢u tri hodc qud liéu cé bi¢u hién trén ¢o van, 1am tang CK: ché phdm ¢6 thude phién,
cocain, amphetamin, theophylin, khdng histamin, cdc fibrat, barbiturat, mét s¢ khdng
sinh, chloroquin, corticoid, vincristin. Lovastatin cling gay tiéu ¢ van (0,5% trudng
hap) nhat 1a khi két hgp véi gemfibrozil (3% trudng hop).

2.7.2. Aspartat amino transferase ( ASAT)

Con goi 1a glutamat oxaloacetat transaminase = GOT, muic binh thudng trong
mau la (0-3,5 U/L: SI=0-0,58 ukat/L) 1i enzym chuyén van nhém amin. Nong do
enzym nay co nhiéu nhat & mo tim va gan, & moé khéc it hon.

Sau CK. ASAT la enzym thy hai ting sém trong huyét thanh sau nhoi méu co tim:
tang bit diu sau 6-8 gid, dat dinh cao sau 24 gid roi trd vé binh thudng sau 4-6 ngay.
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ASAT 1ang trong cac bénh vé gan, dac biét trong viém gan virus hoic do nhiém
doc. Trudng hop nay ASAT va ALAT huyét thanh tang s6m trude cdc bidu hién lam
sang gap hang chuc lan binh thudng. Trudng hop viém gan man, xo gan, hoac 1t mt,
hoat do ASAT tang vira phdi tuy theo mirc do tiéu huy t& bao. Nhi¢u thudc ¢é thé gay
tang ASAT vi gay thucmg ton t€ bao gan, vi du isoniazid, dac biét khi phsi hop vdi
rifampicin. Khi ti€p tuc udng thudc ma enzym vin tiép tuc tang, thi du gap hon ba lan
£i01 han cao cua binh thudng thi cin ngiing tam thoi hoac vinh vién thudc d6.

2.7.3. Alanin amino transfarase (ALAT)

Con got la glutamat pyruvat transaminase = GPT, miic binh thudng trong mdu 13
(0 - 35 U/L; SI =0 - 0,58 ukat/L). Pay ciing 12 enzym chuyén nhém amin. ALAT cé
nhiéu ¢ gan hon ¢ tim, nguge v6i ASAT. Mac du cd hai enzym nay déu ting trong céc
bénh vé gan nhung ALAT duge coi 1a enzym dac hiéu v6i gan hon vi thudng it khi
tang trong cdc bénh khic ngoii nhu mé gan.

2.7.4. Phosphatase kiém
Mt phosphotase binh thuong trong mdu 12 30-120 U/L; SI=0,5-2,0 pkat/L.

bay 1a enzym xic tic thuy phan ester monophosphat c¢é pH t6i thich & pH=9.
Enzym nay ¢6 trong nhiéu mé nhung chit yéu 1a & gan, xuong va t€ bao rudt va duge
dao thai ra mat. Vi viy phosphatase kiém trong huyét thanh tang khi ¢4  mat.

Mot s6 thuoe gay vang da it mat nhu clopromazm hoac sulfonamid ciing lam
tang phosphatase kiém. Trong tén thuong gan cap mitc dd nhe, it khi tang phosphatase

kiém. Ngay ca trong xo gan, ndéng d0 men nay thit thudng tuy thudc vao tinh trang
mat bl va tic mat.

Céc tao c6t bao trong ¢ot xuong san xuat nhiéu phosphatase kiém. Do dé hoat do
enzym nay tang nhiéu trong bénh viém xuong bién dang (bénh Paget) c6 thé gap tai 20
- 30 1an binh thuo‘ng Trong cdc bénh cdi xuong, nhuyén xuong, wu nang tuyén giap,
ung thu di cén vao xuong, enzym nay ciing tang Trong thoi ky phat trién xwong nhanh
0 tré em, trong thai ky gdy xuong, thdi ky c6 thai do su déng gép cla rau thai va bao
thai, hoat d¢ phosphatase kiém trong huyét thanh c6 thé tang.

Con ¢d loai phosphatase acid c6 pH t61 thich & khoang pH = 5. Enzym nay chii
¥€u & tuyén tién liét, hong cdu va ti€u cdu. Enzym thudng tang cao trong huyét thanh &
truong hop ung thu tuyén tién liét ¢6 di can.

2.8. Bilirubin

Miic bilirubin trong mdu: Toan phdn <1,5mg/dL, tryuc tiép < 0,5mg/dL, SI: toan
phan < 26pmol/L, tryc tiép < 8,6 umol/L.

Bilirubin 1a san pham thodi hod clia hemoglobin. Trong huyét tuong, bilirubin
dugc van chuyén dudi dang gin v6i albumin. Téi gan nhd glucuronyl transeferase,
bilirubin lién hgp véi hai phan tir acid glucuronic trd thanh bilirubin diglucuronic. Loai
lién hgp nay rat tan trong huyét thanh va duge goi la bilirubin tryc tiép hoac bilirubin
gan. Loai bilirubin chua lién hgp duge goi 1a bilirubin ty do hoic gidn tié€p hoac
bilirubin trude gan. Bilirubin lién hgp cling véi acid mat duoc tich & tii mat. Khi mat
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d6 vio rudt trong qud trinh tiéu hod, vi khuin dudng rudt bién bilirubin thanh
arobilinogen va stercobilinogen. Nhimg san pham nay khéng mau, ti€p tuc chuyén
bi¢n theo 3 con dudng:

1. Bi oxy hoa thanh urobilin va stercobilin ¢6 mau, phéin 1én duge dao thai vao phan.

2. Qua chu trinh rudt gan, tdi hdp thu trd vé gan roi lai bai xuat vao mat.

3. Mot phdn nhé duge dao thai qua nudc tiéu.

Cic nguyén nhan gy tang bilirubin huyét ¢é thé phan thanh 3 loai:

- Trudc gan (tiéu huyét).

~ Tat gan (bilirubin loai ra khéi mau kém hoac lién hop kém).

— Sau gan (tic dudng dan mat).

Khi ndng d9 bilirubin huyét thanh cao khoang trén 34 gmol/l thi xuat hién vang da.

Ving da tiéu huyét la do pha huy héng ciu nhiéu vugt quéa kha nang lién hop ctia gan.

Vang da so sinh la do thi€u enzym lién hgp.

Mot s6 thude ¢6 thé gay thi€u mdu tiéu huyét do co ché mién dich (methyldopa,
penicilin, cephalosporin, quinidin, ibuprofen, triamteren) hodc do co ché oxy hoa
hemoglobin (dapson, mot s6 thude sot rét, sulfonamid...)

Ton thuong € bio gan trong viém gan do virus hoidc do doc 16 thudng gay tang
nong dé bilirubin huyét thanh, chli yéu 12 loai tryc tiép va tang rdt cao hoat dé
transaminase, trong dé ALAT thudng cao hon ASAT.

Mot s6 thude c6 thé truc tiép gay t10n thuong t€ bao gan: acctaminophen,
halothan, tetracyclin, acid valproic, isoniazid, rifampicin, methyldopa. Tén thuong gan
do thuéc ¢6 thé khong phan biét duge v6i ton thuong viém gan cdp do virus. Trong
viém gan do rugu, hoat do transaminase thudng chi bing mot phdn thdy & viém gan
virus, ASAT thuong cao hon ALAT.

Bénh nhéan vang da tac mat thudng ¢6 phan tring béch mau dat sét va nudc tiéu sm
miu vi ¢6 su dao thai nhi€u sic t6 mat ra nude ti€u con & phan thi khong ¢é. Thiéu acid
mat trong dng tiéu hod do tic mat gay chiing phan md - Transaminase thudng chi ting it,
phosphatase kiém ting rit cao. Nguyén nhin hay gap nhat clia tic mat 13 s6i mat, ung thu
dau tuy. Mot s6 thude gay vang da & mat: oestrogen, chlopromazin, erythromycin estolat...

Bang 3.6. Bién ddi enzym trong ting bilirubin huyét

. R Bilirubhin Bilirubin { Bilirubin Phosphat-
! - . .
. Nguyén nhan phan nudc tiéu | tryc tiép* ASAT ALAT ase kiem
o binh binh ; .
| Tan huyét T - <20 thuong | thudng binh thuéng
! Tigu huy té bao
gan (do virus 4 + > 40 T Mt ™
hodc doc td)
vangdahodcuy + > 50 1 ? 11
Xd gan do rugu | binh thuding + <30 ™ 1N T

Ghi chid: (*): (% ctha toan phan)
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3. MOT SO XET NGHIEM HUYET HOC

Trong méu cé ba loai huyét ciu: héng cdu, bach cdu va tiéu cdu. Xét nghiém t&
bao mdu gitip cho chan dodn va theo ddi tién trién cha bénh, mat khic gidp cho viéc
theo ddi téc dung cla thudc ké ¢ nhimng tdc dung khong mong mudn cua thudce.

3.1. Héng cau

Mirc binh thudmg: & nam: 4,2 £ 0,2 x 10%mm’; SI = (4,2 £0,2) x 10"%/L
& ni: 3,85+ 0,15 x 10%mm*; SI = (3,85 £ 0,15) x 10'%/L

Chitc nang chinh cba héng cdu 13 van chuyén oxy tir phdi dén cdc mo nhd vai trd
cla hemoglobin (huyét sic 16).

Hong cau duge tao ra & tiy xuong nh& yéu t6 kich thich sinh héng cau la
crythropoietin. T¢ bao ddu dong héng cdu ma ta ¢6 thé nhan biét dugc 1a tién nguyén
hong cau, sau do tién nguyén hdng cdu sé phan chia va biét hod qua nhiéu giai doan
thianh hong cau ludi. Nhu vay ¢6 2 loai hdng cdu ¢6 thé gap trong mau ngoai vi 14 héng
cau ludi va hong cau trudng thanh.

Hong cau luét tir tuy xwong ra mau ngoai vi va sau khoang 1 dén 2 ngay thi trd
thinh héng cau truéng thanh. Héng ciu ludi chiém khoang 1% sé héng ciu trong mdu.

Trong héng cdu, phin van chuyén oxy [a hemoglobin (Hb). Thanh phian quan trong
cia Hb la sat. Luong sat toan bo trong co thé vao khodng 4 g trong dé 65% & Hb. Doi
s6ng hong cau trong mdu ngoai vi khoang 120 ngay.

Dudi day la nhimg chi s6 lién quan dén hong cau:
3.1.1. Hematocrit

Néu ly tdim mdu toan phan di chong dong trong mot Sng mao
quan, sé tach dugce 2 phin: phan trén 1ong 1 huyét wong, phan dusi dac
la cdc huyét cdu. Trong huyét cdu, hdng cdu chiém phin 16n thé tich. So
sanh ty 1€ phan tram giita thé tich huyét cau véi mau toan phan dugc goi
la hematocrit. Trén thuce t€, ngudi ta so sdnh chiéu cao cua 2 1dp: huyét
cau va huyét tuong.

Binh thudng, chi s& nay: O nam: 39 - 45% hoac 0,39 - 0,45; G ni:
35 - 42% hoac 0,35-0,42.

Hematocrit giam trong chay madu, tiéu huy€t va tang trong mat nudc do ia chay,
ndén mita, sot kéo dai.
3.1.2. Hemoglobin
Chat luong clia hong cdu phu thude vao cd chat va luong hemoglobin trong héng cdu.
Nong d6 hemoglobin clia ngudi Viét Nam binh thudng la:
- O nam gidi: 14,6 £ 0,6 g/dL.
-G nir giéi: 13,2+0,5 g/dL.
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Buoc coi la thi€éu mdu khi néng d6 hemoglobin thap hon 13g/dl & nam va 12g/dL
o nir. ¢ tre so sinh: dudi 14 g/dl..

Thi€u mdu ¢6 thé do mat mau qua nhanh, do tan mau hoac do su san xudt héng
cau qud cham hoac chét lugng héng cdu tao ra khong dat yéu ciu (do suy tuy, do thiéu
vitamin) nhung ciing c6 trudng hop thi€un mdu gia tao do mdu bi hod lodng l1am ting
thé tich huyét twong.

3.1.3. Chi sé héng cdu
Ba chi s6 trinh bay dudi day duge dung dé phan loai thi€u mau:
* The tich trung bink ciia héng cdu:

(MCV = mean cell volume)

Hematocrit
MCV =

S6 lugng hong ciu
Binh thudmng la: 88 - 100 pm' (88 - 100 1), (1 fl (femtolit) = 10 lit = Ium™)
< 80f] = hong cau nho
> 100fl = hong ciu to
> 160fl = hdng cdu khéng 16
* Lirong hemoglobin trung binh ctia héng cau:
(MCH = mean cell hemoglobin})

Hemoglobin

MCH = — : :
So luong hdng cau

Binh thutng la 28 - 32 pg (picogam) = 1,8 - 2 fmol (femtomol).
* Nong do hemoglobin trung binh ctia héng cdu:
{MCHC = mcan cell hemoglobin concentration)
Hemoglobin MCH
MCV

MCHC = )
Hematocrit

Binh thuong 320-360 g/L = 20-22 mmol/L.

— MCV cho phép phdt hién nhitng thay déi kich thudc clia hdng cau (héng cdu
nho, héng cau to, hdng cdu khéng 16).

— MCHC cho phép xdc dinh tinh chét dang sdc, uu sic hodc nhuge sic cia céc
dang thiéu mdu. Chi s6 nay ¢6 phan ding hon MCH.

Dugi day la cdc trang thdi thi€u mau hay gap:

— Thiéu mau nhugc sic, kich thude héng cdu nhd: Huyét sic t6 ha nhiéu so véi
s6 lugng hong cdu; gip trong thi€u mau do xudt huyét man tinh, loét da day,
giun mdc, tri, st tét, an udng thiu chat sat.
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— Thidu mdu dang sac, kich thuéc héng cidu binh thudmg: Huyét sic t6 ha song
song v6i s& lugng hong cdu, khong ¢6 thay déi kich thudc héng cdu; gap
trong xudt huyét cap tinh, mdt s6 truong hgp thi€u mau tiéu huyét, moét sé
bénh nhiém khudn, thuong han.

~ Thiéu mdu uwu séc, kich thuéc héng cau to: Huyét sic t6 ha it so véi s6 lugng
héng céu, trong mau thdy nhiéu hong ciu khdng 16, hdng ciu to; gip trong thiu
mdu thé Biermer, trang thdi thi€u mau sau khi cit bé da day, khi cé thai, xo gan,
thi¢u vitamin B, hoac acid folic.

Mot s6 thudc va hod chit (pyramidon, chloramphenicol, chi, benzen, tia
Ronghen) ¢6 thé gay thiu méu do tic dung tic ché tuy xuong, lam giam hodc mat
chitc nang cua tuy xuong. Trudng hop nay thudng la thi€éu mau dang sic hoac nhuge
sac, kich thude hdng cdu nhd. Mot s6 thude khic ¢ thé gay thiu mdu tan huyét theo
co ché mién dich di ung nhu betalactamin, tetracyclin, tolbutamid, chlopropamid,
quinin, rifampicin, primaquin, nitrofurantoin, sulfamethoxazol...

3.1.4. Héng céu ludi

Hong cdu ludi 1a héng cau non méi ra ngodi mdu, sau 24 - 48 gid hong ciu nay
tr¢ thanh hong cdu trudng thanh. Héng cdu ludi chiém khoang 0,5 -1,5% (SI = 0,005 -
0,015) cta téng s6 héng ciu.

Sau chay médu hoac tiéu huyét, ty 1é ndy cé thé 1én t6i 30-40% ching 16 miu
dang dugce phuc hoi nhanh.

beai vai cac dang thiu mdu do thiéu sét, vitamin B,, hodc acid folic, néu dugc
diéu tri thich hop, thi ciing thay tang héng ciu ludi.

3.1.5. Téc dé lang madu

Toc do lang mdu (t6¢ do huyét tram) 13 16c do ling cha héng ciu trong mau da
dugc chong dong va duge hat vio mot 6ng mao quan ¢6 dudng kinh nhét dinh dé & tu
the thang ding. Thuong 14y k&t qua chiéu cao clia cot huyét twong sau 1 hay 2 giv dau.

Binh thuéng, chi s6 nay ¢ nam 3 -7 mm/gi%, ¢ nit: 5- 10 mm / gio.
Téc do lang mdu tang trong cdc bénh cé viém nhiém nhu viém khdp, lao dang

ti€n trién, ung thu (gid ddu c6 thé xudng téi 30-60mm). Xét nghiém nay tuy khong dac
hiéu nhung don gidn nén thudong dudge ding dé theo dai ti€n trién cla bénh.

3.2. Bach cau
Mitc binh thudng: (3,2 ~ 9,8) x 10°/mm™; SI = (3,2 —9,8) x 10°/L

Bach ciu gidp co thé chong lai tdc nhan gay bénh bing qud trinh thuc bao hoac
bang qué trinh mién dich. Can c vao hinh dang va cdu triic, ngudi ta chia bach cdu
thanh 3 loai: bach cdu da nhan trung tinh, bach cdu da nhan ua acid, bach cau da nhan
ua base, bach cau mono va bach cdu lympho. Ca 3 loai bach cfu da nhan nay déu cd
rit nhiéu hat dac trung trong bao tuong nén ngudi ta cdn goi chung Ia bach cdu hat
(hinh 3.1).
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Bang 3.7. Cac xét nghiém co ban clia héng ciu

Xét nghiém Tri $6 quy chiéu Hé sé
- Don vj cil Dan vi SI chuyén ddi
Héng céu 4,2+ 0,2 x 10% /mm® 4,2 +0,2 x 10"/ 0,000.001
—Hematocrit
- Nam 39-45% 0,38 -0,45 C.01
- N 35-42% 0,35-0,42 0,01

Hemoglobin

-Nam | 14,6 + 0,6 g/dL 146 + 6giL 10

- NT 13,2 + 0,5 g/dL 132 + 5g/L 10
The R 0B (M) | B8-98 w16 bao 86-98 fl1t8 bao 1
Luong hemoglobin
trung binh cha hang | 28 - 32 pg 1.8 - 2.0 fmol 0,000.064
cau (MCH)
Néng do hemoglobin
trung binh cla héng | 32-36g/dL 320-360 g/l 10
cau (MCHC)
Héng cau Iudi 05-15% 0,005 - 0,015 0,01
Téc d6 1dng mau:

- Nam 3-7 mm/1 gi¢ 3-7 mm / gid 1

- Nix 5-10mm/1 gig 5-10 mm/gig 1

Bach cau
\ Bach cdu khong hat
Bach cidu hat

Bach c4u don nhan

Bach cau da nhan
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Hinh 3.1. C4c loai bach cau
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Cong thute bach cdi ¢6 13 16 90 nhus sau:

Buch cau hat trung tinh  (Neutropile) 50 - 70%
Bach cau hat va base (Basophile) 0-1%
Bach c¢au hat va acid (Eosinophile) 1-4%
Buch cau lympho {Lymphocyte) 20 -25 %
Bach cau mono {Monocyte) 53-7%

SO tugng bach cau trén 10.000/mm’, dugce cot 1a tang bach cdu. Khi ¢6 s6 lugng
xuong dudi 3000/mm-” coi 1a gidm bach ciu.

3.2.1. Bach cau hat trung tinh

Miic binh thuong (1.1 - 7.0) x 10°/mm*; ST = (1,1 — 7,0) x 10%/L

Bach cau hat trung tinh chita nhiéu enzym thuy phan. Vai trd cia ching l1a
thue bao. Mot bach cdu hat trung tinh cé thé thue bao tir 5 - 20 vi khuén.

Tang bach cdu da nhan trung tinh (trén 70%, ¢6 thé 161 95%) gap trong cic bénh
nhi¢m khuan cap tinh: viém phdi, viem ruot thira, viem amidan, cdc bénh gay mu,
apxc. nhot...

Giam bach cau da nhan trung tinh (<1500/mm") cé thé do giam sinh san hoac do
tang cuong phd huy. Trudng hop nay ¢6 thé gap trong mét s bénh nhiém khudn nhu
thuong han, cdm, s6i. HIV, s6t rét hodc do mot s6 thude tdéc déng (rén tdng hop DNA
(phenothiazin, phenytoin, khdng sinh, sulfonamid, cdc thudc diét t& bio ding trong
ung thu hoac do ddp tng v6i thude (chloramphenicol, phenylbutazon, quinidin).

Giam ciing c6 thé do tang cuomg pha huy bach cau da nhan trung tinh boi co ché
mien dich déi véi benh nhan dung aminopyrin, phenylbutdzon sulfdpyrldm Mot trang
thai ninyg la ching mat bach cau hat (dgrdnulor,ytosls) biéu hién bing su giam dot ngot
bach ciu hat rat nang (<200/mm’) kém véi sot. loét. hoai tir niém. mac miéng, hong...

Mt bach cau hat gap trong truong hop tuy xuong bi tén thuong ning (suy tuy)
hoac do nhiém tring, nhiém doc.
3.2.2. Bach cau da nhan ua acid (bach c4u ua eosin)

(0 —0.4) x 10°/mm?; SL(0 - 0.4) x 10"/L

Bach cdu da nhan va acid cling ¢6 kha nang thuc bao nhung véu hon nhiéu so véi
bach cau da nhan trung tinh.

Tang bach cdu da nhin ua acid trong cic bénh di Gng, hen, eczema, cic bénh ky
sinh tritng (giun, san).

Giam bach cdu da nhan va acid trong trang thdi séc, bénh Cushing, cic trang thdi
tuy xuong bi thuong 16n hoan toan.

3.2.3. Bach cau da nhan ua base

Muc birh thuong (0 — 0,15) x 10%/mm’™; SI = (0 —0,15) x 10"/L
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Bach cdu da nhan va base rat hi€ém gap trong méau. Ching khong c6 kha nang van
dong va thuc bao. Chiing ciing c6 vai trd trong di (mg: khang thé cta cdc phan ing di
tng 1A IgE thudng gin trén mang cla bach cdu ua base va t€ bao mast cia mo
(mastocyt dugc coi 13 bach ciu ua base tai mo). Khi khdng nguyén dac hiéu phan dng
vdi khdng thé ndy s& lam cho nhitng bach cau ua base ¢6 gan IgE bi v va gidl phdng
mot s& lugng 16n histamin, bradikinin, serotonin... Chinh nhiing chat nay gay ra cic
phan ng tai chd nhur phii, man, ngda, dau.

Bach cdu da nhan wva base tang trong cdc trang thdi ting man cam, thiéu ning
tuyén gidp va giam trong diéu tri corticoid dai ngay.

3.2.4. Bach cau mono

Muite binh thudng (0,2 —0,7) x 10°/mm™; SI = (0,2 - 0,7) x 10°/L.

Sau khi duge sinh ra trong tuy xuong, bach ciu mono vao mau mot thoi gian
ngdn réi di vao cic mo, nhanh chéng tré thianh dai thue bao. G mdu bach cdu mono la
nhitng t€ bdo chua trudng thanh nén khohg ¢6 kha nang (4n cong va phd huy cdc tdc
nhan gay bénh. Nhu vay bach cdu mono va dai thuc bdo 12 nhitng giai doan khac nhau
clia ciing mot loai t€ bao vi hop thanh hé théng trude day goi 1a véng ndi mo hay la hé
thang dai thuc bao clia mé. Pai thuc bao gin véi mo goi 1a dai thuc bao ¢6 dinh, ching
¢ day hang thing, hang nam va ciing ¢6 thé roi khoi mo dé trd thanh dai thuce bao luu
dong di dén cdc vung viém nhiém theo co ché hod ing déng.

Chitc nang cla bach ciu mono 1A thuc bio. Mot dai thuc bao c6 thé nudt 18i
100 t¢ bao vi khuan, dn héng cdu gia, bach cdu trung tinh bi chét, ky sinh trung, mé
hoat tir... Chling cdn ¢6 vai trd trong khdi déng quy trinh mién dich; cu thé 1a khi vi
khuan. virus hoac tic nhan la xam nhip vao co thé, cac dai thuc bao sé thuc bao va
tieu hod chiing thanh nhimg san pham cdn gilt duge kha nang hoat hod qud trinh
mién dich, nghia 12 kich thich t& bao lympho B sin xudt khang thé dac hi¢u dé tiéu
diét cac tac nhan gay bénh.

Bach cdu mono ting trong nhiém khudn cip tinh v man tinh (lao, cim, thuong
han. ndm, viém gan, ung thu...).

Giam bach cdu mono it gip, c6 thé thdy sau khi tiém cortisol.

3.2.5. Bach cau lympho
Miic binh thudng (1,5 - 3) x 10/mm™; SI = (1,5 - 3) x 10%/L.
Bach cdu lympho 12 nhitng & bao ¢6 kha nang mién dich.
Co 2 loai lympho:

~ Lympho B ¢6 chiic nang mién dich thé dich, sdn xu&t ra cdc khdng thé luu
dong trong mau dé tan cong céc tdc nhan giy bénh.

— Lympho T c6 chitc nang mién dich € bao. Mot khi bi kich thich, ching tré
thanh cdc lympho cam ng, tham gia tiéu diét cac tdc nhén xam nhép.
Pa s8 cdc 1€ bao lympho khu tri g lich, cdc mo bach huyét. Cic lympho luu
dong trong mau chi chiém dudi 5% téng s6 c4c 1€ bio nay cla toan cd the.
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Su tang giam ctia lympho thudng thay déi trong mot s& bénh nhiém virus va
nhi¢m khuin (viém khép, phan ing qud man véi thudc (phenytoin, acid p-amino
salicylic...). Khi $6 lugng lympho giam nhiéu, bénh nhan bi suy giam mién dich. Suy
giam mién dich ¢6 thé do bam sinh hoac do mac phdi (nhu do hod chét ding trong ung
thu. do cdc chat dc ché mién dich ding trong ghép mé, nhiém xa, nhiém HIV).

3.3. Tidu cau

Muic binh thudng (150 — 300) x 10*/mm?; SI = (0,15 0,3) x 10'%/L

La nhiing t€ bao khéng nhan, tham gia vioe qud trinh cam mau. Khi thinh mach
bi ton thuong, ticu cdu s& két tap tai d6 cho dén khi hinh thanh ndt tiéu ciu bit kin ché
bi ton thuong.

Giam ti€u cdu xuéng dudi 100.000/mm” d& sinh chay mau.

Giam tiéu cau ¢6 thé do suy tuy, do ung thu, do nhi€ém doc asen, benzen, nhiém
khuéin va virus. Nhiéu thudc ¢6 thé gay giam tiéu céu (chloramphenicol, quinidin,
heparin, nhi¢u thuéc ung thu).

Nhi¢u thude ¢ kha nang e ché két tap tiéu cdu nhu nhém thudc chong viem khong
steroid (NSAID), trong dé c6 aspirin fa itc ché khong héi phuc.

3.4. Mot s& xét nghiém déng mau
Su hinh thanh cuc mdu dong duge thuc hién qua ba giai doan: hinh thanh phiic hgp
prothrombinase, hinh thanh thrombin, hinh thanh luéi fibrin.

Su hinh thanh phitc hgp prothrombinase 13 phiic tap nhdt cla qué trinh dong
mau, xay ra theo 2 con dudng lién quan mat thiét véi nhau: Con dudng ngoai sinh néu
co chan thuong ctia thanh mach hodc cdc (6 chitc xung quanh; con dudng noi sinh bt
dau tir trong méu t6n thuong.

~Con diong ngoai sinh

Nhitng pho%pholipid cita mang cdc 1€ bio bi v cila té chire (g01 la y€u td ngoai)
di vao mdu va hoat hod cic yéu t6 dong mau. Yéu t6 VII s& gin v6i cac phospholipid
thanh yéu (6 Vlla, sau dé Vila s& hoat hod yéu t6 X v6i sy ¢6 mat cla ion Ca’*:

VII + Ca™ + yéu 16 cia té chitfc — VIla
X l Xa.
Thoi gian prothrombin (PT) Ia test cia con dicomg ngoai sinh
—Con duong noi sinh

Con dudng noéi sinh phu thudce vio cic yeu td dong miu ¢é trong huyét twong. Co
ch¢ néi sinh khéi dau boi sy hoat hod clia y&u 16 XII thanh XIIa réi Xila lai hoat hod
yéu t6 XI... theo trinh tu :

XII — XIla
L4

XI — ¥ » XlIa

IX + Ca™__¥ , IXa
VIII + Ca** + phospholipid + X —¥—» Xa
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Nhu vav, tir con dudng ngoai sinh va con ducng ndi sinh, yéu té6 X dudc hinh
thanh (Xa) s¢ 13 mot trong nhitng véu to tham gia hinh thanh prothrombinase, tir d6
prothrombin dugc chuyén thanh thrombin, sau dé thrombin hoat hod {ibrinogen thanh
fibrin d¢ tao thanh cuc madu dong. Su hoat dong cua 2 con dudng nay ¢ thé duge dinh
gld qua cice xét nghiém:

- Thaot gian prothrombin (Prothrombin Time, PT)

- Thoi gian thromboplastin timg phan hoat hod (Activated Partial Thromboplastin
Time, APTT)

Dudi day la ciac xét nghiém thuang ding dé giam sdt khi sir dung thude chong
dong mau.

3.4.1. Thoi gian prothrombin (PT)

Binh thuong la 1O - 14 giay.

Thoi gian prothrombin (PT) hay con goi la thoi gian Quick la thoi gian déng
huvét tuong da duge chong dong bang natri oxalat hodc citrat, nay duge phuc hoi calci
vt thém véu 1§ cla 10 chire (thromboplasting.

PT cho biét hoat tinh cuia con dudng ngoal sinh.

Chi 56 niy ding dé¢ gidm sdt hiéu qua khi sit dung warfarin (warfarin dc ché su
hinh thimh cidc véu 1o 11, VI va X).

Chi 56 binh thigomg hod Quac 16" (INR - International Normallized Ratio)

Thromboplistin la mét phospholipid ldy tr ndo dong vat ¢6 vi (thuong dung la
niao thd). Vi cic mau thromboplastin méi dot x¢ét nghi¢m 1a khong dong nhat nén de
cho kél qua thong nhdl, ngudi 1a dung chi so INR.

INR 14 luy thita ISI (International Sensitivity Index) cua ty 1€ gifra thoi gian
Prothrombin (PT) cha bénh nhan trén thdi gian Prothrombin (PT) cla ngudi binh
thuomg doi ching.

Vay: 18!

PT bénh nhan
INR =

T ching

[SI bang 1. déi v&i mau thromboplastin chudn hod theo quy uée qudc €, mdi
phong thi nghiém c6 gid tri riéng ISI sau khi so sanh vé1 mau.

Chi &' INR kéo dai khi:

— Giam prothrombin, proconvertin, proacceirin hay yéu 16 Stuart (c6 thé giam

14t ca cdc véu 16 hay tiing véu 16).

— Giam fibrinogen nhiéu. .

Chi s PT va INR 12 nhitng chi s6 dé gidm sdt khi dicu tri cic thudc chéng
dong mdu (nhém khang vitamin K); ngudi ta ciing sit dung chi s6 nay dé danh gid
chic nang gan.
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INR mong muén, phu thugc vao viéc chi dinh thuée chéng déng mdu va gidi han
lua chon cua ting trung tam. Thi du: bénh nhan rung nhi ¢6 sir dung thudc chéng dong
mdu ¢4 the ¢6 INR 2,0 dén 3,0 trong khi nhitng bénh nhan méi bi nghén tic tinh mach
sdu hoac nghén tac tinh mach phéi lai cin INR khoang 3,0 dén 4,5.

3.4.2. Thoi gian.thromboplastin hoat hod timg phan (APTT)
Binh thudng: 25 dén 30 giay.

~ APTT dugce sir dung dé danh gid hoat tinh cha con dudng noi sinh va 1a chi s6
pho bi€n nhét khi diéu tri bang heparin.

Thromboplastin (mét ch€ pham phospholipid chiét tit ndo thd) hoat dong nhu
mot chat thay the cho phospholipid cha tiéu cdu, duge thém vao moét chat hoat hod nhu
siticon hodc koalin hoat hod. Hon hgp thromboplastin va chat hoat hod dugc tron lan
vGi huyet twong did chdng dong bing citrat va da thém calci trés lai. Thei gian dé huyét
trong dong la APTT.

APTT thich hop khi sir dung heparin 1a khoang 1,5 dén 2,5 14n gid tri binh thudng.

4. KET LUAN

Cdc x€t nghiém vé hod sinh va huyét hoc img dung trong diéu tri rit phong phi.
Ly thuyét v¢ co chée phan Gng va k¥ thuat tién hanh da duoc hoc d céc mon hoa sinh va
huyét hoc, chuong nay chi y&u dé cap dén phan nhan dinh két qua. Cic nhan dinh nay
gitip cho nguoi duge s 1am sang khong nhimg hiéu vé chan doan va danh gi4 tién trién
bénh ma quan trong hon con gilp theo déi hiéu qua diéu tri va phan dng bat lgi cla
thuéc. Trong chuong nay cling méi chi dé cap dén mot s6 xét nghiém co ban mang
tinh thudng quy, trong thyc t& tuy theo tirng tinh hudng 1am sang cu thé ma ngudi duge
sT s€ phai quan tam thém dén cdc xét nghiém chuyén biét. Ly thuyét va k¥ nang bién
giai xét nghi¢m lam sang s& con ti€p tyuc dugc md rong va nang cao trong chuong trinh
dao tao sau dai hoc cho duge si chuyén nganh dugc 1am sang va trong hoat dong
chuyén mon cia dugc si sau nay.
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Chuong 4

TUONG TAC THUOC

MUC TIEU

—

. Phan biér dwoe tieong tac duoe hiie hoce va duoe dong hoc

1

Trinh bay duoc co ché neong i Thude - Thude ¢ bon giai doan ADME va
néu v nghia trong diéu tri.

3. Néu dugc dnh hurong cua thite dn va nude udng thudce dén sé phdn ciia thuée
trong co the.,

4. Phdn tich dugce cdc yéu 16 quyét dinh thoi gian uéng thuéc hop 13y

NOI DUNG
1. TUONG TAC THUOC - THUOC
1.1. Khai niém chung

Van dé phai hop thude trong dicu tri 1a mot thyc t&€ khong thé tranh khoi va trong
nhiéu trudng hop lai rat can thi€l. Tuong tac thude [ hién wgng xay ra khi nhiéu thude
duoc sit dung dong thoi. Su phoi hop niy lam thay doi tic dung hoac doc tinh cia mot
trong nhitng thit thudc dé.

Trong da s6 truong hop, nguoi thay thudc chi déng phéi hgp thu6e nhim loi
dung twong tic thuée theo hudng ¢6 g1 d¢ tang hiéu qua diéu tri, giam tiac dung phu
hoac dé giai doc thudc. Th€ nhung. trong thuc t€ diéu tri ¢6 nhitng tinh hudng hoan
toan bat ngd: cing mot thude & mirc liéu dieu tri ma khi phéi hgp véi thude nay lai
giam hodc mit tac dyng: ngugce lai, ding véi thudc kia thi lai xay ra ngd doc.

Ty 1& trong tic thudc tang thco cdp s6 nhan véi s6 luong thude phdi hop, ¢6
nghia |2 nguy co i ro, that bai cling ting theo.

Chinh vi vy, ngudi duge si 1am sang phai c6 nhitng kién thitc nhat dinh vé wong
tic thude dé ¢6 the c6 van cho bdc si khi ké don va hudng din ngudi bénh ding thudc.

66
http://tieulun.hopto.org



1.2. Phan loai tuong tac thudc

Phai hgp thude - thude

/ .

Tuong tdc duge luc hoc Tuong tac duge dong hoc

Hau qua

Tang tac dung Giam tac dung

1.2.1. Tuong tédc duoc luc hoc

Tuong tac loai nay gap khi phdi hgp cdc thude ¢é tdc dung dugce 1y hoac tdc dung
phu trong ty nhau hodc déi khdng 1an nhau. Pay 1a loai twong tac dac hiéu, c6 thé biét
truée nhd kién thite cia thdy thude vé tdc dung duge 1y va tdc dung phu cia thude. Céc
thudc ¢ ciing co ché tac dung s& c6 cung mot kiéu tuong tac duge Juc hoc.

Tuong tac duge luc hoe ¢ thé do:
— Canh tranh tai vi tri tdc dung trén receptor.
— Téac dung trén cung mot hé thong sinh ly.
Tuong tdc duge tuc hoc chi€ém phin [6n cdc tuong tdc gdp phai trong diéu tri.
Cdc tuong tic xdy ra trén cang receptor

Nhimg tuong tic xdy ra tai cling mot receptor giita 2 thudc thudng din dén hau
qua fam gidm hodc mat tic dung, ngudi ta goi la trong tdc d6i khang.

Vidu:

— Atropin va Pilocarpin.

— Morphin va Nalorphin.

Loai tuong tic ndy thudng duge sit dung dé giai doc thudc.

N6i chung trong diéu tri, cdc phdi hop thude trong cing mot nhém déu 1a nhing
phdi hgp chdng chi dinh hoic nén tranh vi dan dén mat tac dung do ddy nhau ra khoi
receptor.

Vidu:
— Propranolol va Isoprenalin.

- Erythromycin va Lincomycin hoac cloramphenicol.
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Cdc tuong tac xdy ra trén cing mot hé thong sinh ly
¢ Nhiing tuong tdc xdy ra tai cdc receptor khdc nhau nhung cé ciing dich téc dung:

Cédc tuong tac nay thudng dan dén tang tic dung va duge goi 1A wong tic hiép dong,
tuy su phoi hop ¢6 the tao nén tic dung hiép dong cong hoac hiép déng ting mitc.

Vi du:

— Phoi hop thusc 1gi tiéu véi cac thude chéng tang huyét dp dé diéu tri bénh

tang huyét 4p. ’

— Phéi hop cdc khdng sinh ¢6 co ché tdc dung khac nhau trong diéu tri lao.

— Phai hop khing sinh véi céc thuse giam tiet HCI dé diéu tri viem loét da day -

td trang.

Cdc dang phoi hop nay dugce 1gi dung rdt nhiéu trong diéu tri. Tuy nhién, day la
loai twong tac loai rat khé phat hién va phong ngita vi co ché téc dung cla cic thuée
phoi hop ¢6 the rat khdc nhau, do dé ngudi thiy thuse khé dodn trude hau qua. Thi du
khi phdi hgp mét thuSc chéng tram cam thu¢c nhém e ché tdi nhap serotonin
(selective serotonin rcuptake inhibitor - SSRI) véi mét thudc chéng tram cam thudc
nhom IMAO, ca 2 thude déu dan dén tang néng do serotonin; hau qua dan dén hoi
chiing serotonin do qud thira chdt nay ¢ he TKTU.

Dau hiéu ctia hoi chitng serotonin thudng bao gém céc bién ddi vé trang théi tam
than va hanh vi (lo lang, kich dong. hoang loan, 1d 14n, 4o gidc...), bién déi vé hé thdng
van dong (rung co, run rdy, co cing ban chan, tay, mit phdi hop, loan truong luc co
k€o dai), 36t cao, todt mé hoi, ia chay...

Hoi chiing serotonin ciing gap khi phéi hap mot chat SSRI véi tramadol (thuéc
gidm dau trung uong) vi tramadol khong chi tac déng Ién thu thé m-opioid ma cdn tc
ché tdi nhap adrenalin va serotonin.

e Cdc tuong tic do phoi hop thuée cé cing kiéu déc tinh:
Day la kiéu tuong tic bat lgi thuong gap do vé tinh sir dung cdc thuse ¢6 tic dung
diéu tri khac nhau nhung lai ¢6 doc tinh trén cling mot co quan.
Vidu:

— Phoi hgp furosemid véi gentamicin lam ting déc tinh tén thin va tai, din dén
tang nguy co suy than va diéc.

-~ Cédc thudc nhém corticoid phéi hgp véi cdc thude chéng viém khong steroid
(NSAID) lam tang nguy co xuit huyét tiéu hod.

— Céc thudc gay ha kali-mau (lgi tiéu quai hodc thiazid, thude corticoid...) lam
tang doc tinh trén tim cda cac digitalis.

Tang doc tinh ciing gap khi phdi hgp cic thude cling nhém véi nhau do ¢é ciing
mot ki€u doc tinh:

Vi du:

- Phéi hop 2 thudc chdng viém khéng steroid (aspirin va piroxicam) véi nhau
dan dén tang ty & chay mau va loét da day.
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— Phé1 hop 2 khdng sinh nhém aminosid (gentamicin va amikacin) dan dén ting
kha nang giam thinh luc va suy than.

1.2.2. Cdc tuong tdac dupc déng hoc

Nhiing tuong tdc loai nay tac dong ién cdc qud trinh: Hip thu (Absorption = A),
Phan bo (Distribution = D), Chuyén hod (Metabolism = M), Thai trir (Elimination =
E) cua thude trong co thé. Hau qua cha tuong tdc duge dong hoc 1a su thay ddi néng
d¢ cua thude trong huyel tuong, dan dén thay déi tdc dung dugc 1y hoiic doc tinh. Pay
Ia loai tuong tdc x4y ra trong sudt qud trinh tudn hoan clia thudc trong co thé, khé
dodn trudc, khong lién quan dén co ché tdc dung ciia thude.

Tuong tic duge dong hoc ¢é thé do:
— Thay d6i hap thu tai vi tr{ dua thude.

Thay d6i phan b6 cla thude trong co thé.

Thay d6i chuyén hod clia thuéc tai gan.
~ Thay doi bai xudt thudc qua than.
a. Thay déi hdp thu tai vi tri dua thudc (A)

Tuong tdc hap thu hay xdy ra véi cdc thudc diung theo dudng udng; vdi céc

dudng dua thudce khic ty 1¢ gap khong nhiéu:
» Do thay doi pH tai da day

Binh thuong dich vi ¢6 pH tir | dén 2. Néu sir dung nhimg thudc giy gidm tiét
HCI (thusc khdang thu thé H,, thuéc chen bom proton) hodc trung hoa HCl (céc
antacid), kha nang hdp thu cia mot s§ thude s& giam; thi du: griseofulvin, Fe™.

Trdi lai, néu dung nhiing thudc ¢ ban chat acid (thi du vitamin C) thi mot s§
thudc kém ben trong méi trudng acid s& bi phd huy nhiéu hon tai da day. cic thudc
loai nay la cdc khdng sinh nhém betalactamin (ampicilin, cephalexin...) hoac cdc
macrolid (erythromycin).

e Do thay ddi nhu dong dudng tiéu hoa

Céc thuoc tdc dong lén hé thdn kinh thyc vit c¢é thé 1am tang hodc gidm nhu
dong ong tiéu hod. V&€ mat nguyén tic, néu mot thudc duge tong nhanh ra khoi da day
s€ ¢o logi cho.viéc hap thu vi rudt 1a vi tri hap thu t61 vu d6i véi moi loai thude, nguge
lai n€u mot thude bi téng nhanh ra khoi rudt sé bi gidm hap thu. Nhifng thudc 1am tang
nhu doéng da day-ruét thudng gap la cic thudc nhuin trang, cac thude kich thich hoac
phong b¢ hé than kinh thuc vat (propranolol, physostigmin...); khi sit dung cdc thude
loai nay, thuéc phéi hgp bi tong nhanh ra khoi dudng tiéu hod va din dén mdt tdc
dung. Nén luu y khi thuée phoi hop 1a cac thude giai phdng kéo dai (12 hoac 24h).

* Do tao phic kho hap thu gifta hai thudc khi dung déng thoi

Diéu nay hay xdy ra khi ta sit dung cdc thudc c6 chifa cdc ion kim loai hod tri
cao nhu Al™™, Ca™, Mg", Fe"™, Fe™*... ; phdc chit tao ra giita ion kim loai véi thude
s€ khong qua dugc niém mac rudt va do dé su hdp thu bi can tré. Thude hay bi tao
chelat nhat 13 cdc khang sinh nhém tetracyclin, fluoroquinolon. Tuong tic nay ciing
gap khi dung cdc khdng sinh néu trén véi sita.
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Cholestyramin (mgt chit lam tha mudi mat ding dé ngin can qua trinh hap thu céc
chat béo, dung trong dicu tri chimg tang lipid huyét) ciing cé thé tao phic v6i mot s6
thu6c va can tr hap thu; thi du véi digoxin.

* Do can r¢ co hoc, tao 10p ngan su 1iép xidc cla thudc v6i niém mac 6ng tiéu hod
Tuong tdc loai nay thudng do cdc thudc bao che niém mac tiéu hod nhu kaolin,
smecta, sucralfat... tao ra hoac do uéng déng thdi véi bita an.
Néu gap nerng mro‘ng hop nay, bién phdp giai quyét 1a udng 2 loal thudc ndy
cdch xa nhau t6i thiéu 2 gid.

b. Thay déi phdn b ciia thuée trong co thé (D)

* Céc tuong tic do ddy nhau ra khoi protein lién két trong huyét tuong
Cic thudc duge van chuyén trong mau dudi dang lién két véi protein ciia huyét
trong (albumin va globulin). Trong thyc t€, luén luon t6n tai mot can bang dong giia
dang thudc tr do va dang thudc lién két. Chi cé dang thude tu do méi ¢6 tac dung dugc

Iy, con dang lién két giong mot kho du trit v nha ddn thudc ra dang tu do khi néng do
thudc tu do bi giam.

Khi di€u tri cdn luu ¥ kha nang hat thu6c ddy nhau ra khoi protein lién két, cé
thé gap khi phéi hgp hai thuée cé cung diém gin v4i mot protein huyét tuong: thudc
¢6 4l luc véi protein manh hon sg ddy thuoc kia ra khoi vi tri lién két, lam cho néng do
thudc bi ddy ra dang tu do tang, ¢6 nghia 12 tdc dung dugce 1y cta thudc bi ddy tang.

Tuong tic loai nay chi x4y ra véi céc thude 6 ty 1¢ lién két véi protein cao (trén
80%). Hau qua cla tuong tic s& nguy hiém néu thudc bi ddy I thudc ¢6 pham vi diéu
tri hep.

Vidu:

~ Thudc chéng dong mau dang uéng (AVK) nhu warfarin, dicournarol...

— Thuéc chéng dai thao dudng dang udng nhu tolbutamid, carbutamid...

- Thuoc chéng ung thu, dac biét 1d methotrexat.

Cic thude ddy duge 3 loai thudc trén manh nhat 1a miconazol, cic NSAID
(aspirin, phenylbutazon).

 Cic tuong tdc do thay déi ty lé nude ciia dich ngoai bao cla ca thé

Nhiing thude phan bé nhiéu trong nuéc nhu digoxin, theophylin, khdng sinh nhém

aminosid (gentamicin, amikacin...) rdt nhay cam vdi sy mét dich ngoai bao. Thudc loi tiéu

la thuéc gay mat dich ngoai bao manh, dac biét 1a furosemid; diéu ny c6 thé dan dén tang
noéng d¢ cic thude néu trén.

c. Thay déi chuyén hod ciia thudc tai gan (M)

Tuong tdc loai nay gap phai khi phoi hgp cic thude chuyén hod qua gan.Cic thude
¢O he s6 chiét xuat qua gan nho (E,; < 0,3), rdt nhay cam v6i hién tuong e ché hoac cam
tmg enzym gan. Néu céc thude diing dong thdi véi chiing ¢6 anh hudng 1én hoat tinh ctia
enzym gan {(cam {ng hodc tic ché, bang 4.1) thi ciing c6 nghia la Iam thay ddi luong thudc
bi chuyen hod khi qua gan; nhu vay, sinh kha dung (biovailability) bi thay déi. Tuy nhién,
hau qua chi nghiém trong v6i nhimg thuSc ¢ pham vi di€u tri hep, khi ma sy thay déi
néng do dan dén thay déi tic dung hoac doc tinh.
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Bang 4.1, M6t s6 thudc 6 anh hudng dén hoat tinh clia enzym gan

Chit cam (ng (Inducer) Chat e ché (Inhibitor)
Phenobarbital Allopurinol
Phenytoin IMAO
Glutethimid Disulfiram
Meprcbamat T.AC
Carbamazepin Erythromycin
Primidon Josamicin
Spironolacton Cimetidin
Griseofulvin Miconazol
Rifampicin Isoniazid
Chat khac:  Rugu Enoxacin

Thudc a
bD.T

* Cdc tuong tac do tdng cdm ling enzym chuyén hod thudc & gan

Nhiing thude nam trong ¢ot 1 ciia bang 4.1 1am tang kha ning chuyén hod thuée
phoi hop va cua chinh né; hau qua dan dén gidm néng do cla thudc trong huyét tuong.

Vidu:

— Dung dong thoi thudc trdnh thai dang uéng vdi rifampicin, dan dén giam

ndéng dé thudc tranh thai.
Su giam hiéu qua diéu tri ctia theophylin & ngudi nghién thudc 14.
e Cac tuong tic do tic ché€ enzym chuyén hoa thudc & gan

Nhitng thudc nam trong c¢dt 2 cia bang 4.1 gay tic ch€ enzym chuyén hod thuée
¢ gan, dan téi tang nong do cla thude phdi hop.

Vidu:

— Cimetidin lam tang néng do cha nifedipin.

— Erythromycin lam ting néng do cua theophylin.

Do vay can luu ¥ khi phéi hgp véi cdc chat trong bang trén véi cac thudc chuyén
hod qua gan nhu cac hormon (hormon tuyén gidp, corticoid, estrogen...), theophylin,
thudc chéng ddong kinh (phenytoin, carbamazepin), thuSc chéng déng mau dang uéng
(warfarin). thudce ha dudng huyét (tolbutamid), thuée tim mach (nifedipin, propranolol)...

d. Thay doi bai xudt thuéc qua thdan

Céc thuéc bi anh hudng nhiéu 1a nhitng thudc bai xudt chl yéu qua than & dang
con hoat tioh. Sy phéi hgp thudc cé thé lam thay déi qud trinh bai xuat thudc qua than
theo ca ché:

¢ Thay déi pH clia nudc tiéu

- Céc antacid (NaHCO,, Maalox, Phosphalugel...), cic thudc giam tiét HCl &
da day (omeprazol, famotidin)... gay kiém hod nudc tiéu, hau qua:
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+ Lam tang thai trlr cdc thude ¢6 ban chat acid yéu nhu barbiturat, salicylat...
dan téi giam tdc dung.

+ Lam giam thai trir cdc thudc ¢6 hin chat base nhu cdc thudc ban chat 1a
alcaloid (quinidin, theophylin...) din dén nguy cd tich lu¥, ngd doc.

— Vitamin C liéu cao ( > 2g) gay acid hod nuéc tiéu, 1am ting thai trir cic thudc cé
ban chat alcaloid dan dén gidm tdc dung. nhung lai kéo dai thoi gian ton tai cua
¢dc salicylat gay tang nguy co chay mdu.

e Canh tranh chat mang véi cdc thudc thai trir qua éng thin theo co ché van
chuyén tich cuc

Hau qua cuia tuong téc 1a sy tang ndng do thudc trong mdu do 1am cham qué
trinh bai xudt cdc thudc nay. Tuong tac gitia probenemd vO1 ampicilin hoac pemcﬂm G
dugc 1gi dung dé kéo dai thoi gian ban thai cia 2 thudc nay trong diéu tri. Trdi lai, viéc
kéo dai thoi gian bdn thai cla cdc cephalosporin lai nén tranh vi tang nguy co suy than.

Cic tuong lac nghiém trong thudc loai nay gap v6i ty 1€ thap hon tuong tic duge
luc hoc, Cac tuong tdc c6 the xay ra theo cing mot co ché tac dong nhung cu’dng do
manh véu khong giong nhau & céc ¢4 thé. Tuong tac dugc dong hoc chi nguy hiém véi
cic thude ¢6 pham vi diéu tri hep (nhu thude chdng dong Kinh, thudc chéng tang huyst
ap, thuoe chéng dong mau, thudc chéng ddi dudong dang uéng...). Nhiing bénh nhan c6
nguy co cao gap tuong tac loal nay la nhimg d6i tugng ¢6 chitc nang thai trir thude suy
giam nhu ngudi cao tudi, bénh nhan suy gan, suy than.

2. TUONG TAC THUOC - THUC AN - BO UONG

2.1. Khai niém chung

Thitc an va d6 udng c6 thé dnh hudng dén duge dong hoc cha thude do thay déi
muc do hap thu, phan bo, chuyen hod va thai trir cua thudc. Tron;: mot s trucmg hop, thuc
an va dé uong tham chi c6 thé lam thay déi tdc dung duge 1y va doc tinh ca thudc.

Nguoe lai, mot s6 thude khi sir dung kéo dai ciing anh hudng dén sinh 1y clia bo
mdy tiéu hod, lam gldm hoac t10n hai dén qud trinh hap thu cdc chat dinh dudng tir thitc an
va héu qua 1a lam giam sit sic khoé clia ngudi bénh.

Hicu dugc nhimg méi tuong tdc nay, ngudi duge si lam sing ¢6 thé hudng din
cho bénh nhan cich chon nude dé uéng thude, chi din thdi gian uéng thudc hop 1y va
dan do bénh nhan trdnh nhing thic in, d6 uéng c6 dnh hudng nhiéu dén tac dung hoac
doc tinh cua thude. Mat khac, trong qua trinh di€u tri thudc kéo dai, mot chi dan cu thé
cho nguti beénh v¢ cdch an, udng, bé sung vitamin... thich hgp dé tranh tic dung phu
cui thude ciling 1a nhimg nhiém vu cdn lAm.

2.2. Anh hudng cia thirc 3n dén thudc
2.2.1. Thut dan lam thay déi duoc déng hoc cta thude

a. Thitc dn lam thay dot mic dé hdp thu thudc.

~ Thic an lam thay déi thdi gian réng cta da day. Néu usng thusc lic déi,
thude chi luu lai da day chimg 10 - 30 phiit roi dugc téng ngay xudng ruot.
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Trai lai. néu udng thude sau bita in, thdi gian lvu lai da day cha thudc ¢6 thé
tir | - 4 gid. Dicu nay anh hudng t6i sinh kha dung clia nhiéu thudc. Vi du:

+ Cdc thudc ¢6 do tan kém (nhur propoxyphen) s€ ¢6 loi khi luu lai da day lau
vi thoi gian nay gidp thude chuyén thanh dang tan t6t hon trude khi chuyén
xudng rudt dé hap thu.

+ Trai lai, cdc thudc kém bén trong méi trudmg acid nhu ampicilin,
erythromycin, lincomycin .. n€u bi luu lai da day lau s& tang kha nang bi
phd huy va do d6 giam sinh kha dung.

+ Vdai cdc thude duge bao ché dudi dang vién bao tan trong rudt, vién giai
phong cham thi viéc giff lai da day lau 1a hoan toan bat lgi vi mang bao vién
c6 thé bi v, gay anh hudng dén tic dung cia thude. Cac thusc loai nay nén
udng trudc bita dn chimg 30 phit dén 1 gio hoic 1 - 2 gid sau khi 4n.

~ Thiftc an lam can trd su di chuyén cia thude trong long, ruét, do dé néu udng
thutc sau bira an, thudc sé bi khai thic an can rd va di chuyén cham trong
ong tiéu hod. Loi dung cac thude giai phong cham, thude can tdc dung tai
chd trong 1dng rudt, néu uéng vao thoi diém sau khi an chitng 1 - 2 givr 1a
thich hop.

— Thirc an kich thich su ti€t mat, dac bi¢t 1a thic an giau chat béo. Diéu nay sé
¢6 lgi cho viéc hdp thu cic thudc tan nhiéu trong m& nhu griseofulvin;
vitamin A. D, E, K...

— Thdc an hoat hod hé théng enzym van chuyén cdc chat qua thanh ruot: Nho
vay ma su hdp thu cdc thude ¢6 ban chat 1a cdc hgp phin dinh dudng nhu céc
vitamin, glucosc, acid amin, cic mudi khodng...sé dé dang hon.

— Anh huéng cha cic hop phéan thitc an dén su hap thu thudc: bita an glau chat
béo, qua nhiéu dudng, qua mén hodc qua chua déu can ud sy di chuyén clia
khoi thie an tir da day xuong rudt. Pi€u nay s& anh hudng khong 16t dén céic
thuoe kém bén trong moi trudng acid clia da day va lam cham su di chuyén
cua thude dén vi tri hdp thu t81 vu 13 rudt non.

- Anh huorng cua thic an dén su hap thu thude cdn phu thuéc nhiéu vio dang
bao ché€ ctia thude: Céc dang thuée rin, thude ¢é do tan thap bi anh hudng boi
thirc an nhicu hon cac dang thuée long, thuse & dang dung dich, cén thudc...

Vidu:

Aspirin dang vién nén udng sau khi an sg bi giam sinh kha dung 50%, trong khi
dé aspirin sui bot lai khong bi thic an can trd hap thu.

- Oday cin phai phan biét khéi niém: Giam hép thu vi cham hap thu.

+ Mot thude bi thitc an lam glam hap thu tire [ Wng lugng thuse vio mau néu
uong cling v6i bita an s€ giam so v6i udng cich xa biia an. Trudng hop nay nén
udng cdch xa bifa dn (trude 30 phiit - 1 gidr hoac sau khi an 2 gid) (bang 4.2)

+ Mot thudc bi thic an 1am cham hap thu c6 nghia I3 thai glan dé thudc dat
nong do 161 da trong mau néu udng sau khi an sé cham hon néu uéng xa bira
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an (lic doi), nhung téng lugng thudc vao mdu cé thé khong bi anh hudng.
Thi du: Cic sulfamid khing khuan, amoxicilin, digoxin... (bing 4.3).
Truong hgp nay c6 thé udng thudc sau khi an dé tranh tic dung phy do kich
ung dudng tiéu hod (néu cd).

+ Nhimng thudc khong bi thitc an 1am anh hudng dén hip thu (bang 4.4) ¢é thé
udng lic nao tuy ¥ nhung udng vio bira &n vin t6t hon vi s& giam duge tdc
dung phu do kich tmg dudng ticu hod. Trudng hop nay thudng xay ra véi
thude cé do tan kém; ldc nay lugng chdt 1ong dung kém ¢é anh hudng nhiéu
dén su hép thu thudc; licgng nidc cang nhiéu, thudc hdp thu cang 161,

+ Nhimg thuéc duge thirc dn l1am tang hap thu (bang 4.5) nén udng trong hoic
ngay sau khi an dé tang sinh kha dung.

b. Thirc an dnh huong toi chuyén hod thuéc

Bita an 1am tang luu lugng dong méau qua gan. Vi nhitng thudc cé clearance gan
1on nhu mot s6 thude chen beta giao cam, morphin, cdc hormon... thi hdu qua cia tang
tudn hoan qua gan din dén tang lugng thudc qua gan va ¢é thé gay bdo hoa thude
trong vong tuan hoan ddu (first-pass), dan t6i tang lugng thudce hoat tinh trong méu.

Vidiy:

Mot s6 loai thitc an kich thich enzym chuyén hod & gan nhu: thit ninh, bip cai,
cl cai... Néu an mot lugng 1dn cédc loai thic 4n nay ¢6 thé dan t6i gidm hoat tinh cta
mét s6 thudc ma binh thuong hé s6 chiét xuidt qua gan khong Ién (E < 0,3) nhu thude
chong dong mau AVK, phenytoin, theophylin

¢. Thitc dn lam thay doi bai xudt thuéc

Mot 6 thic an khi dn véi mot lugng Ién cé thé anh hudng dén pH nude tidu va
do dé thay déi sy bai xudt thudce. Tuy nhién, anh hudng nay chii yéu do d6 uéng nhu
cic loai nudc ngot déng hop, nudée khodng cb gas, dich qua gay ra.

Vidu,

— Cac thuée ¢6 ban chdt kiém yéu nhur: quinidin, amphetamin... s€ thai nhanh

khi nudc tiéu acid.

— Cic thude ¢6 ban chit acid yéu nhu: sulfamid, aspirin... s& thai nhanh khi

nudce tiéu kiém.

2.2.2. Thut dn lam thay déi tic dung va déc tinh cua thubc

a. Do su can tro co hoc cia thic an déi vdi thudc
— Thiic an ngan cdn sy ti€p xtic chia thude v6i bé mat Sng tiéu hod, hau qua:
+ Giam lugng thudc vao mdu dan dén giam tdc dung cua nhimng thudc tic

dung toan than nhung lai tang téc dung va giam doc tinh cia nhiing thudc
tac dung tai long rudt.

+ Trdnh dugc tac dung kich ting clia mét s6 thude trén niém mac da day, rudt.
Do d6, giam duge tic dung phu gay budn non, nén hoic loét dudng tiéu hod
(aspirin, quinin, erythromycin base...)
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. Do tuong tdc ciia cdc hop phdn trong thirc dn vdi thude.

Néu thic 4n man nghia I3 ¢6 nhiéu musi an, lugng natri cao s& anh hudng dén
tic dung gilf nudc, gay phu khi diéu trj corticoid. Trai lai, khi dang sl dung
thude ¢6 chita lithi dé diéu tri cdc bénh tinh than kinh {psychosc) thi can ¢6
dinh mic d6 natri trong ché€ do an vi néu dang &n man ma chuyén sang an
nhat s€ dan dén hién tugng ting ndng do lithi/mdu, gay doc.

Mot 56 thitc an chifa nhiéu tyramin nhu phomat, rugu vang dé, chudi, bia, gan
g4, gan ngdng... Néu an nhiéu thic an loai nay khi dang diéu tri bing céc
thuse foai IMAO (nialamid, iproniazid...) thi ¢é thé gy tac dung phu nhu
nhanh nhip tim, tang huyét ap...

Thirc an chira nhi¢u vitamin K nhu cdc loai bap cai, siplo, rau ¢6 14 mau
xanh, ca chua, dau qud... s& cin 1 tac dung cia cdc loai thudc chong déng

mau dang uéng AVK (warfarin, dicoumarol).

Sau day 1a mot s vi du vé dnh hudng cia thitc an dén hap thu thusc (bang 4.2,

4.3, 4.4, 4.5).
Bang 4.2. Cac thudc bi gidm hap thu do thirc &n
Thudc Dang baoc ché Thude Dang bao ché&
Acetazolamid Vién nén Levodopa Vién nén
Aminophyllin Vién nén Ampicilin Vién nang
Phenobarbital Vién nén Aspirin Vién nén
Cefradin Vién nén Oxytetracyclin Vién nang
Erythromycin stearat Vién nen Erythromycin base Vién nang
Sat sulfat Vién nén Rifampicin Vién nang
Isoniazid Vién nén Metacyclin Vién nang
Bang 4.3. Cac thudc bi cham hap thu do thife &n
Thude Dang bao ché& Thuéc Dang bao ché
Acetaminophen Vién nén Amaoxicilin Vién nang
Digoxin Vién nén Cephalexin Vién nang
Furosemid Vién nén Cefradin Vién nang
Mudi kali Vién nén Sulfanitamid Hén dich
Aspirin Vién si Sulfadiazin Hén dich
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Bang 4.4. Cac thudc khang bi thirc &n &nh hudng dén hap thu

Thuédc Dang bao ché& Thuédc Dang bao ché&
Labetalol Vién nén Ery. ethylsuccinat Vién nén
Theophyllin Vién nén Spiramycin Vién nén
Prednisolon Vién nén Digoxin Elixir
Cleramphenicol Vién nén Augmentin Vién nang
Ranitidin Vién nén Doxycyclin Vién nang

Bang 4.5. Cac thudc tang hap thu nhd thdc an

Thude Dang bao ché Thude Dang bao ché
Carbamazepin Vién nén Propoxyphen Vién nen
Griseofulvin Vién nén Spironolacton Vién nén
Hydrochorothiazid Vién nén Riboflavin Vién nén
Lithium Vién nén Nitrofurantoin Vién nang

2.3. Anh hudng cta d8 uéng dén thudc

- Trong moi trudng hop, nuée 14 d6 uéng thich hop cho moi loai thude vi khong
xay ra tong Ky khi hoa tan thudc.

U diém ciia viée ding miede dé uong thude la:

— Nudce lam thudc dé dang troi tir thuc quan xudng da day, tranh sy dong vién
thudc hodc hoat chat lai thanh thuc quan va nh¢ d6 giam tic dung gay kich
itng va gdy loét clla mot s6 thude nhu quinin, erythromycin, doxycyclin, sit,
asptrin... Diéu nay dac biét quan trong v6i ngudi cao tudi vi & d6i tugng nay,
lugng dich tiét it va thanh thuc quan khé nén khé dan thudc.

— Nudc lam ting do tan cha thude, gitp cho thude khuéch tin dén khip bé mat
ong tiéu hod va do d6 tao diéu kién cho su hidp thu t6t hon. Nhu vay, nudc cé
anh hudng I1én t6i nhing thudc ¢é do tan thdp nhu amoxycilin, theophylin,
penicilin V dang acid...

— Lugng nude nhicu sé gidp thude bai xudt nhanh qua than va do dé giam dugc
doc tinh cia nhiéu loai thuc nhu cyclophosphamid; hodc giam tic dung phu
do a0 s0i cla cédc sulfamid. Néi chung, lugng nudc cin dé udng thude phai tir
50-100ml. Khong nén nuét chimg thude khong ¢6 nudc.

Ngoai 1¢ ¢é6 mot s6 loai thude chi cdn dung moét lugng nude nhd chirng 30-50ml
dé chiéu thuéc.

Vidu:
+ Thudc tdy san Niclosamid — cdn tao ndng do thudc dam dic quanh than sdn.

+ Kavet hoic cdc thude dang géi bot chita viém loét da day theo co ché giam
toan (antacid) = cdn tao mdat lugng bot sanh giir lau trong da day dé tang
tac dung trung hoa acid.
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+ Cic loal thude 6 dang vién bao tan trong rudt hodc vién gii phéng cham
chi can uéng khoang 50ml nudc, dii dé dua vién thudc xudng ruét. Néu
udng qud nhiéu nudc, thudc c6 thé bi chuyén qua nhanh trong 1dng rudt va
ra ngoat trudc khi hdp thu hoan todn tai vi trf da dinh.

— Nén trdnh st dung cic loai nudc hoa qua, nudc khodng kiém hoic céc loai

nudc ngot déng hop cé gas vi cdc loai nude ndy ¢6 thé 1am hong thude hoac
2dy hap thu thude qua nhanh. Cén luu ¥ diéu ndy v6i nhitng thudc c¢6 pham vi
diéu tri hep vi ¢6 thé dén dén tang téc dung phu hodc ngo doc.

Bén canh nuéc, nhiu dé udng khic cling ¢6 thé duge bénh nhan sir dung dé
uong thuoc nhu sira, nude ché, ca phé, rugu bia... Tuy nhién, khi sir dung céc dé uéng
nay ¢d thé gay ra cdc twong téc theo ci co ché duge luc hoc va duge dong hoc, lam anh
huong dén sinh kha dung ciing nhu tic dung ciia thude. Vi vay, ndi chung can luu y
benh nhan trdnh sit dung cdc d6 uong nay. Tuong tic cla timg loai dé udng cu thé
duoc trinh bay trong phu luc 3.

3. HUGNG DAN THOI GIAN UGNG THUBC HOP LY
3.1. Cac yéu t& quyét dinh thai diém udng thudc trong ngay
3.1.1. Muc dich dung thudc
Thi du:
— Thudc ngh usng vao budi tdi trude khi di ngi.
— Thudc ha s6t gidam dau udng khi cé sét ¢6 dau.
3.1.2. Duge Iy thoi khdc: Tic la anh huéng cta nhip thai gian d6i véi tdc dung sinh
hoc cua thuée.
Thidu:

— Cic thude loai corticoid nén udng vao budi siang khoang 6-8 giv, vi day 1a
thoi di€m néng d6 hydrocortison trong mau dat cao nhat trong ngay. Udng lic
nay s¢ khong phd v3 nhip sinh Iy hoat dong cua tuyén thugng than va it gay
hién tugng e ché tryc dudi doi - yén - thugng than.

- Thudc chong tang huyét 4p nén udng vio budi séng vi su tang huyét ap hay
Xay ra vao budi trua va chiéu.

— Thudc giam ti€t HCI dich vi nén uéng vao budi 16i trude khi di ngi vi HCI tiét
nhiéu vao ban dem.

3.1.3. Tuong tdc cua thudc vdi thuc 4n

- Da phin nhing trudng hop thic an 1am tang hdp thu thusc déu duge tan dung
de 1ang nong d$ thude trong mau; Tuy nhién, v6i nhitng thuSc md ndng do
mau qud cao c6 thé gay doc thi lai phai trdnh uéng vio bifa an.

— Nhimg thudc bi thirc &n lam gidm hdp thu thi phii udng xa bira an. Céc trudng
hgp con lai nén uéng vao bita an dé gidm téc dung phu trén 6ng tiéu hod.
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3.1.4. Tuong tdc gida thudc voi thudec

Chi ¢6 tuong tic thudc & giai doan hap thu 13 c6 thé gidi quyét bang thoi didm
dua thudc (udng cich nhau > 2h). Céc tuong tic & giai doan phin bd, chuyén hod, thdi
trir déu khong ap dung cdch lam nay dugce vi vi tri tuong tdc xdy ra trong mdu.

Nhu vay, viéc udng thudc tuy tién khong ding nguyén tic s& dan dén nhiing hau
qui khé ludng trude, anh hudng nhidu tdi hiéu qua diéu tri.

3.2. Cac thdi diém dé udng thudc
3.2.1. Ubng vao bia an

— Cdc loai thudc kich thich su bai tiét dich tiéu hod nhu cdc loai rugu bé khai vi,
thudc diéu tri thay th€ enzym tiéu hod nhu pepsin, acid hydrocloric hodc cic
enzym tuyén tuy nhu pancreatin... nén udng trude khi an chimg 10-15 phat.

— Nhimg thudc kich tmg manh dudng tiéu hod nhu doxycyelin, khing sinh
nhém quinolon, mudi kali... Nhitng thudc nay udng vao lic an vi thuc an
khong lam giam hdp thu thuSc. N€u thude kich dng dudng ticu hoda manh
nhung lai bi thic an lam giam hap thu thi ¢6 thé u6ng vao bita an véi diéu
kién chuyén thudc thanh dang long (nhai va uéng nhi¢u nudc) hoiac chon dang
bao ché thich hop, thi du trudng hop aspirin.

— Nhimg thudc hdp thu qua nhanh lic d6i, dan dén viéc tiang tdc dung phu do sy
tang nong do dot ngot trong mdu nhu levodopa, levamisol, diazepam...

~ Nhitng thudc dugc thic an lam tang hap thu nhu céc loai vitamin, mudi
khodng va cac thudc né‘un trong bang 4.5...

3.2.2. Ubng cdch xa bita an (tuc Ia khoang 1 gio trudc khi an hodc 1-2 gio
sau bda an)

Thudc nhém nay gom cé:

- Cic thude nam trong bang 4.2. (bi gidm hap thu do thic an).

~ Cidc dang thuéc can gidm thdi gian luu lai trong da day nhu thuéce giai phdng
kéo dai, cdc loai vién bao tan trong rudt, cdc thudc kém bén trong mai trudng
acid dich vi.

- Theo co ché tic dung nhur;

+ Sucralfat nén uéng 1 gi& trude khi dn dé Kip tao mang che chd da day trude
khi thic an c6 mat.

+ Antacid phai udng | gid sau khi dn dé trung hoa lugng acid thira sau khi dd
tiéu hod, néu udng trude khi an sé gay hién tugng giam toan trong bira an,
cdn trd dén sy tiéu hod thic an va gay phan mg "doi toan”.

3.2.3. Thuéc ¢6 thé udng vao thoi diém tuy y

Thudc nhém nay 1a cdc thude khéng bi gidm hap thu do thirc an (bang 4.4.) hodc
¢6 thé bi thiic an lam cham hdp thu (bang 4.3.). V6i nhilng thuéc nam trong bang 4.3,
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ta c6 thé cho udng vio bita an néu thudc kich img manh dudng tiéu hod hoic khi muén
su dung thic an dé giif cho ndng do thudc trong méu 6n dinh.

4. KET LUAN

Tuong tac thude cé y nghia rat 16n trong diéu tri. Ngudi ké don c6 thé loi dung
nhitng ki€u phéi hop nay nham:

— Cat thién tdc dung duge ty

— Cai thién duge dong hoc cha thude

- Giat doc

Hoac nhd biét truée hau qua khi phai hgp thuée dé tranh nhitng trudng hop:
- Phéi hop 1am tang doc tinh va tic dung phu

— Phoi hgp lam giam téc dung duge 1§ va hiéu qua diéu tri.

Tuong téc thude véi thie an con gidp chon duge thdi di€m udng thudc thich hop
so vdi bita an.

Nhu vdy néu nam ving cdc kién thic lién quan dén tuong tic thudc sé gép phin
quan trong vao viéc nang cao hiéu qua diéu tri.
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Phu luc 4.1

HUGNG DAN THOI GIAN UONG THUGC

(Voi mot s& thudce thong dung)

Thai gian udng thusc | D8 Nén
Tén quoc té uong uong Luu y khac
¥Xa bita Lac o can nhiéu
in in Toy ¥ | tranh nudc
Amoxicilin o +
Ampicilin . +
Oxacilin L ]
Penicitin V +
] ®
{mudi K)
Pivmecilinam 0 Sua,
alcol
Amoxicilin + A Clavulanic 0 Sita
Cefactor 0
Cefalexin 0 Sua,
alcol
Cefadroxil 0
Cefradin 0 Alcol
Khoang cach 2-
T4t ca tetracylin th€ hé 1 L Sita 3 gig gilta thudc
va sua
° Sita Khéng udng
Doxyceylin Mynocyclin . thuéc & tu thé
® Sira ni&m
Erythromycin o Nudc + Kich img dudng
ethylsuccinat qua tiéu hoa
Erythromycin propionat o] NU,OC * nt
qua
Josamycin 0 nt
Spiramycin o nt
, : Nuéc Khéng udng @
Clindarycin © | soda tu thé ndm
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Phut lue 4.1 (1iép)

Théi gian udng thudc 96 Nén
Tén Quéc té uong | uong Luu ¥ khac
Xabira | Lac L can nhiéu
in in Tay ¥ | tranh nudc
. . Nudc Khong udng &
Lincomycin ¢ soda tuf thé ndm
Cloramphenicol o Alcol
Co-trimoxazol c
Khéng udng vé
Nalidixic acid 0 dém vi gay mat
ngl
Oxolinic acid 0 nt
Pipemidic acid 0 nt
Peflacin 0 nt
Udng trudc Khi
Rosoxacin o di ngh dé gidm
tac dung phu
Etham butol 0
Tranh Tat ca thudc
thErana chéng lao udng
Isoniazid * Alcol CdN | cing mot  luc
co vao budi sang
tyramin lGe déi
Rifampicin
AmphotericinB
. , Thitc #n md lam
Griseofulvin ® Alcol dé hip thu
Nhiéu
Ketoconazol o} Alcol nuéc qua nt
Metronidazol o Alcol
Cloroquin
v 5 . . fpa s Tranh thic an
Chéng dong mau AVK Vao mét gid ¢ dinh Alcol giau vitK
Hydralazin L4 Alcol
Prazosin o Alcol
Captopril 0 Alcol
Enalapril 0 Alcol
Ramipril o] Alcol

81

http://tieulun.hopto.org




Phu tie 4.1 (tiép)

an

Thdi gian udng thudc Bo Nén
Tén Quéc t& ueng | uong Luu ¥ khac
Xabi@a | Lic | .. _ | ©an | nhiéu
An 3n Tuyy | tranh nuéc
Atenoloj 0 Alcol
Bisoproloi o Alcol Budi sang
Celiprolol 0 Alcol Trudc blfa sang
Labetalol 0 Alcol Sau khi an
Nadolol Alcol
Dang LP uédng
Propranclol 0 AAlcol vao budi sang
Sotalol 0 Alcol
Oxprenolol o] Alcol
Acehutol 0 Alcol
Hydrocloro thiazid Tac dung tot
° vao budi sang
Furosemid 4] nt
Amilorid L] nt
Khdng
dugc
Carbamazepin ] Alcol udng Luén udng vao
nhiéu mot  gi¢ nhat
nuéc dinh sc véi bita
Phenytoin ® Alcol an
Valproat Na ® Soda
Gilr ché
. dé mudi
Lithi 0 Alcol Na hing nt
dinh
L-dopa 0 Alcol
B Alcol,
Dan chét sulfonylure 0 nuéc
ngot
B Alcol,
Dan chét Biguanid L nudc
ngot
I Nudc Uéng vao budi
Corticoid o ngot sang (phan 16n)
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Pl luc 4.1 (1iép)

-~

Thai gian udng thude ?0 Nf"
Tén Quéc t& uong | uong Luu ¥ khac
Xabira | Lac - can nhiéu
An an | TWY | tranh nude
L-thyroxin 0
Udng 1h30° sau
) khi an hodc lic
Antacid . Alcol dau
Cé thé udng
Khana H m@g liéu  duy
ang . ° Cafe nhat trudc  khi
ngl
Sucralfat ® Uopg - ih
trugcbira an
N Tac dung giao
Aspirin L Alcol dong theo thdi
diém uéng
Alcol,
Paracetamol o nuéc
qQua
Propoxyphen 0 Alcol
Theophylin o 0 Sira T?c ‘i””g 16t
vao budi sang
nt, nhung
_ thuéng udng
Theaphylin LP » ?
paylin 0 dém dé bao vé
gidc ngl
' ] Khéng nhai
Thudc chéng ung thu v} hodc pha v3d
vién
Vitamin va mudi khoang .

Ghi chu:

® bit buoc tuan thi

0 ¢4 thé thay déi thoi diém udng
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Phu luc 4.2

MOT SO PHOI HOP CHONG CHi DINH

(trir spiramycin)

{ergotamin,dihydroergota-
min}

Thudc 1 Thudc 2 Hau qua
Cac kbhang sinh nhém . . Tang déc tinh trén than va tai ; suy
aminosid Cung nhom than, didc
Cac khang sinh  nhém x 5 5
macrolid Dan chat cua loa mach Tang tac dung co mach: thiéu mau

chi — hoai tr

Cac thuée chéng déng mau
dang udng AVK

Dén chét salicylat liéu cao

Thudc 2 ddy thudc 1 khoi lién két

(spironolacton)

{ aspirin). protein huyét tuong — tang ndng
{warfarin, dicoumarol...) do thudc 1 — chdy mau qua mic
Cac sulfonylure chdng dai Tang nong dé thudc 1 — nguy cd
thdo duong (tolbutamid, | Miconazol hén mé do ha dudng huyét qua
clopropamid) mirc
Thudc Igi ti€u giir kali ) o

Mudi kali Nguy cd tang kali/ mau

Cac retinoid {isotretinoin)

Cac tetracyclin

Nguy cd tang ap uc so nao

. Glycozid tim (digoxin)

Calci tiém tinh mach

Rét loan nhip tim n&ng — nguy cd
tlr vong

- Thudéc chdng loan nhip | Erythromycin  tiém  tinh g
| {quinidin, cordaron) mach Tang nguy cd xoan dinh
Erythromycin, Ciprofloxacin | Theophyiin Nguy c0 qua liéu theophylin, dac

biét 4 tré em
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Phu fuc 4.3

TUONG TAC THUDC - BO UONG

1. SUA
Ban chat cla siva 1a caseinat calci. Ion calei ¢6 thé tao phitc véi nhidu loai thudc;
vi du: tetracyclin néu udng cling vdi sira s€ bi can trd hap thu,

Cédc lipid trong sita 6 thé hod tan mot s thudc vao trong dé va gilt thudc lai.
Cic hgp phan protein trong sita ¢ thé lien két vdi mot sé thudc cé di luc cao véi
protein. Tat ca cdc qud trinh nay déu can tr& hap thu thude. Da phin cic khdng sinh
thong dung déu bi sita lam gidm hdp thu nhu: erythromycin, penicilin V, céc
tetracvcelin...

2. CA PHE, CHE

Hoat chat cafein trong cdc loai nudc udng nay ¢4 thé lam tang tic dung giam dan
cua aspirin, paracetamol nhung ciing 1am tang tdc dung phu nhu nhitc ddu, nhanh nhip
tim, tang huyét dp & nhiing bénh nhéan dang diéu tri bang céc thudc loai IMAO.

Tanin trong che ¢6 thé gay tha nhiéu loai thudc ¢é chita sat hoac alcaloid.
Ca phé c¢6 thé lam ting dé hoa tan ciia mot s thudc nhu ergotamin nhung lai can
tr¢ hdp thu cac loai thudc liét than (neuroleptic).

3. ALCOL

3.1. Alcol va cac thudc tac dung Ién than kinh trung uong

Nhi¢u bénh nhan bi bénh tam thian do nghién ruou, do dé kha niang gap phai
truong hop bénh nhan vira udng thude, vira udng rugu khong phai 1a hiém.

Cén luu ¥ d€ tranh nhimg trong tic sau:

- Céc benzodiazepin nhu diazepam khi udng cing véi rugu s¢ gay thay déi tam
tinh rdt manh ngay & liéu thudng ding. Su thay déi nay chi ¢6 thé gap & liéu
rat cao né€u dung don doc khong ¢4 rugu.

- Téc dung kich thich & liéu nho, tc ch€ & liéu cao cla rugu 1am anh hudng
nhiéu dén tic dung diéu tri cha cdc nhém thuéc chdng tram cam, thudc ng,
thudc chdng dong Kinh.

3.2. Alcol va thuéc gidm dau khdng steroid

- Rugu lam tang tic dung phu trén dudng tiéu hod nhu viém, loét, chay mdu
cha cic thudc chong viem khong steroid (aspirin...).
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- Udng rugu cling véi paracetamol lam tang nguy ¢d viém gan.

3.3. Alcol va thudc khang histamin

Céc loai khang H, ¢6 téc dung dc ch€ than kinh trung vong, do dé khi udng
cung véi rugu s€ xuat hién tde dung e ché qui mic ngay d liéu thap.

— Cic loai khang H, do tac dung Kim ham enzym & tiéu thé gan, lam cham qui
trinh chuyén hod rugu v ting muc alco! irong méu, gay nhirc dau, budn non...

3.4. Alcol va thudc chéng tang huyét ap
Do tic dung gidan mach ngoai vi cua ruou, néu udng dong thoi véi cdc thude

chéng tang huyé&t dp ¢6 thé ¢6 nguy co gay tut huyél 4p dot ngdt qua mirc cén thiét.

3.5. Alcol cén l1a dung méi tét cho nhimg thudc cé hé sé md/nudc cao
{nhu mot s¢ thuse chen beta giao cam). laim cho thude hip thu quéi nhanh, gay tic
dung dét ngdt do tang nong do thudce trong mau wrén mic diéu tri.

3.6. Alcol va thudc ha dudng huyét

— Do tic dung tang cam ung enzym gan cua rugu khi uéng kéo dai, mot s6
sulfamid ha dudng huvér ¢d thé bi phd huy nhanh hon binh thudng, din dén
giam hiéu qua dic¢u tri.

- Tac dung hi¢p dong 1én chuyén hod carbohydrat din dén nguy co ha dudng
huyét dot ngdt, gay hon me,

- Mgt s6 sulfamid nhu tolbutamid khi udng clng véi rugu gay phan dng
antabuse {so nrow).

- Cic thude ha dudng huyél nhom biguanid ¢é thé gay acidose lactic néu uéng
nhiéu rugu trong thii gian diéu iri.

3.7. Alcol va thudc khang khuan

Mot s6 chdt khi diing vét rugu s¢ gay phan ing antabuse (s¢ rugu) nhu cac
cephalosporin. isomazid. metronidazol...
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Chuong 5

PHAN UNG BAT LOT CUA THUGGC
(Adverse Drug Reaction - ADR)

MUC TIEU

1. Néu diwgce dinh nghia va 3 cdch phdn loai ADR.
2. Néu diwoe 3 nhém nguyén nhdn gdy ra ADR. Cho vi du minh hoa.

3. Néu duge 2 nhém yéu 16 lién quan dén su phdt sinh ADR va 4 bién phdp
nhdam han ché’ ADR.

4. Néu diege each xat tri khi nght ngo xudt hién ADR.

5. Néu duoe 8 loai ADR cdn bdo cdo va cdch bdo cdo ADR.

NOI DUNG

Thudc 1a con dao hai ludi. Bén canh nhiing loi ich to 16n trong phong ngita va
di¢u tri bénh, ban than thudc cling ¢ thé gay ra nhitng phan {ng bat 1gi, nhing bénh 1y
nghiém trong. thdm chi gay tir vong cho nguti ding thudc. V&i su ra ddi nhanh chéng
ctia cdc san pham mdéi, ADR ngly cang tr& thainh mot van dé quan trong, anh hudng
dén viéc su dung thudc cta cdc thay thudc trén lam sang.

Tai M¥. 1ir vong do thudc ding hang thi 4, sau cdc bénh 1y tim mach, ung thu va
dot quy. Ty 1¢ phii nhap vién do ADR ¢ My la khoang 5% va ¢ mot s6 nudce la vao
khoang hon 10%: Na Uy 11,5 %, Phép 13,0%., Anh 16,0%...

Cic nhém thude thudng gay ra ADR la cac khing sinh, thude chéng déng madu,
chéng co giat, cdc thudc tim mach, ho hap va thudc giam dau...

Ngoii ra, chi phi dé diéu tri cdc ADR va nhilg bénh 1y do thudc cling rit 16n. Mot
sG nudc phdi chi tdi 15-20% ngan sdch bénh vién dé gidi quyétl nhimg tai bién do thudc.
Do vay. str dung thuée hgp 1y, phong ngira va xi tri va bdo cdo sdm cdc ADR s& gép phian
nang cao chat lugng cham séc bénh nhan, giam ty 1é méac bénh va tir vong do thudc.

1. BINH NGHIA VA PHAN LOAI PHAN UNG BAT LOI CUA THUOC
1.1. Dinh nghia

"Thu6c ding trong nganh y 1€ 1a nhiing chat ¢6 tic dung duge 1y nham chita
bénh. phong bénh, phuc hdi hoac diéu chinh chitc ning cta co thé, lam giam triéu
chung bénh. chin dodn bénh, phuc héi hoic nang cao siic khoé cho con ngudi...". Tuy
nhién, thudc ciing dugc coi 13 "con dao 2 ludi” vi cé thé gay ra cdc phan ung ¢6 hai &
nhiéu mic do, tham chi tlr vong ké ca dung diing liéu, ding quy dinh; cic phan img
nhu vay duge goi la tic dung bat lgi.
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To chiie Y € thé€ gii (2002) di dua ra dinh nghia vé phan dng bat loi ciia thudc
(ADR) nhu sau:

Phan tmg bdt lgi ciia thuéc la mot phdn wng déc hai, khong dwoce dink tricde va
wwdt hién ¢ liéu thiomg dang cho ngudi dé phong bénh, chdn dodn hodc chita bénh
hode lam thay doi mot chiee ndng sinh 1y.

Dinh nghia nay khong bao gém nhiing phan tng do dang sai thudc, ding sai
licu, diing liéu cao ¢6 cht dinh hodc vo tinh. Trong dinh nghia ndy, yéu (6 ddp tng c4
thé Ia rat quan trong.

C6 nhicu trudng hgp tai bién phét sinh trong qud trinh diéu tri ma nguyén nhén
chua duge xdc dinh. Nguyén nhan trong nhiing trudng hop ndy khong chi do thude gay
ra ma ¢6 thé do cdc yéu 6 khdc nhu su tién trién nang thém ciia bénh hodc do mot
bénh khdc phdt sinh. Nhilng trudng hgp nhu vay goi la bién c6 bat lgi clia thuéc
(adverse drug cxperience / adverse drug event - ADE).

1.2. Phan loai phan (mg bat Idi cua thudc
1.2.1. Phan loai theo tan suét gap

- Thuodng gap ADR > 1/100
— ftgap 1/1000 < ADR < 1/100
~ Hi&m gap ADR < 1/1000

1.2.2. Phén loai theo muc dg ndng cua bénh do phan tmng bét loi cua thudc
gdy ra
— Nhe: Khong cdn diéu tri, khong can gidi doc va thdi gian nam vién khong
kéo dai.
— Trung binh: Can ¢6 thay déi trong diéu tri, can diéu tri dac hiéu hoac kéo dai
thdi gian nam vién it nhat 1 ngay.

— Ndng: C6 thé de doa tinh mang, gay bénh tat lau dai hoic cdn cham séc
tich cuc.

— Tirvong: Tryc 1iép hoic gidn ti€p lién quan dén tir vong clia bénh nhan.

1.2.3. Phén loai theo typ
*Typ A
Cac ADR typ A cé cac dac diém sau:
— Tién lugng duge.

- Thuodng phu thudc liéu ding (do dé cdc ADR typ A thudng gap d6i véi céc
thudc c6 pham vi diéu tri hep).

— La tdc dung duge 1y qué mife hodc la mot biéu hién cta tac dung duge 1y &
mot vi tri khac.
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Sau day 1a moét 56 vi du cho cdc ADR typ A

— La tac dyng diéu tri nhung cudng dd vugt qua mifc cin thiét nhu: chdy méu
khi dung thude chéng dong mau, ha dudng huyét khi diing thudc dicu tri dai
thio dudng, tut huyét 4p khi diing thuée diéu tri tang huyét dp...

- La tdc dung diéu tri nhung & vi tri hodc co quan khac hoac do tinh chit khong
chon loc trén cdc khdng thy thé, vi du: phan ng ngoai thip véi cdc thude
khing thu thé dopamin, tic dung gay ung thu cham cla cdc thudc gay doc &€
bao va oestrogen hodc tdc dung trén hé tiéu hda clha cdc chdt dc ché
cyclooxygenase khong chon loc (cdc NSAID).

— La tdc dung duge 1y khédc cha thudc nhung khong phdi 1a tic dung diéu tri, vi
du: cdc thudc chong tram cam 3 vong thé hién ca tidc dung khing thu thé
muscarinic, khong c¢6 vai tro trong diéu tri chéng traim cam nhung thudng gy
kho miéng, giam thi luc... hoac tac dung khdng androgen cuia cimetidin.

*Typ B

Céc ADR typ B ¢6 céc dic diém sau:

— Thuong khong tién luong duoc.

— Khong lién quan dén cédc dic tinh duge 1y di biét cua thudc.

— Thuong c6 lién quan t8i cdc y€u t6 di truyén hoac mién dich, u budu hoic cdc
yeu t0 gdy qudi thai.

Di ting thude 12 mot vi du dién hinh cho ADR typ B vi khéng tién luong dugc va
khong phu thuéc liéu ding. Di ting thusc duoc giai thich hodn toan thong qua co ché
mién dich dj ting, khéng lién quan dén cdc tdc dung duge 1y chia thudc. Biéu hién lam
sang clia di tng thudc rat da dang, cdc co quan bi t6n thuong c6 thé 13 da, gan, than,
duong tiéu héa hodc toan than; mic d6 nghiém trong tir nhe (phit ban d da, ngia...)
dén rat nang, tham chi gay tf vong cho bénh nhan nhu séc phin vé, hoi chimg Lyell,
Stevens - Johnson... Tuy khong tién lugng duge nhung c6 thé han ché su xuat hién cla
di tng thudc néu cac nhan vién y t€ ¢6 bién phép theo ddi chiit ché va phdt hién sém
(Xem chuong 9: "Di tng thuac").

Trong phan trinh bay nguyén nhan giy ADR sau diy, ching t6i sir dung cédch
phan loai theo typ.

2. NGUYEN NHAN GAY PHAN UNG BAT LO! CUA THUOC
Cac ADR du & typ nao ciing lién quan dén 3 nhém nguyén nhan:
- Lién quan dén bao ch& (gap ca 2 typ).
- Lién quan dén sy thay déi duge dong hoc (gip nhiéu & typ A).

— Lién quan dén sy thay déi duoc luc hoc do cdc yéu t6 vé di truyén va bénh 1y
& bénh nhan din dén thay déi su nhay cdm cla co quan dich déi v6i thudc
(gap nhiéu & typ B).
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2.1. Cac nguyén nhan vé bao ché
2.1.1. Cdc nguyén nhan vé bao ché gdy phan ung bat lgi cua thudc typ A

- Ham luong thudc:

Trong qué trinh san xuat va kiém sodt chat lugng duge phdm ¢6é thé ¢6 nhitng sai
s6t lam cho ham lugng hoat chat trong ché phﬁm cao hon ham lugng quy dinh ghi trén
nhan va viéc sir dung cdc ch& phdm ndy c6 thé gay ra ADR typ A.

— Toc d piai phdng hoat chat:

Toc do giai phéng duge chat cta mot ch€ pham phy thu¢c vao ky thuat bao che
nhu kich thudc tiéu phan, ban chat vi lugng 4 duge trong ché pham dé:

+ Toc do gidi phéng duge chat cao ¢6 thé gay ADR tai ché, vi du: vién nén Kali
clorid gy xuat huyét va loét dudng tiéu héa v6i ty 1€ cao va hién nay di thay
thé bang dang vién giai phéng cham dé tranh tac ndng dd cao tai ché.

+ Téc do gidi phéng duge chat cao ¢6 thé gay ADR toan than, loai ADR nay
thudng gip ¢ dang vién giai phong kéo dai do & dang bao ché nay, ham lugng
hoat chat thudng cao hon vién thuong va mot khi vién bi v@ s&€ tao ra mot
néng do riat cao gay ADR toan than.

2.1.2. Cdc nguyén nhén vé bao ché gdy ra cdc phan tmg bét loi cua thudc
typ B

— Su phan huy cac thanh phin dugc chat:

San pham phan hay cha thudc ¢ thé cé doc tinh cao, thim chi c6 kha nang gay
(i vong cho bénh nhan. Vi du: néu st dung céc ché phdm da bi phan hiy khi bao quan
trong diéu kién nhiét do cao cia tetracyclin c6 thé bi méc hoi chimg Fanconi véi céc
bi¢u hién: tang bai tiét acid amin, glucose, aceton... qua dudng tiét niéu, ting nitd o -
amino trong huyé€t tuong va ting nhay cam véi anh sdng.

— Tic dung cha cdc td duge ¢6 trong thinh phan duge pham:

Cic thanh phan td duge cua thude ciing ¢é the gy ra cic ADR. Cic dung moi
nhu propylen glycol hoic dau thiu diu duge sir dung dé hoa tan mot s6 hoat chét ciing
c6 pay ra ADR nhu ha huyét dp hoic phan dng phan vé. Cic chat mau (nhu tartrazin),
cdc chat bao quan (nhu benzoat) cé thé gay ra cdc phan dng mién dich.

— Téc dung cia cdc san pham phu trong qua trinh téng hop héa hoc dugc chat:

Vi di: Hoi chiing dau co. tang bach cdu ua eosin di xay ra khi nhiéu bénh nhan
dung che pham L- tryptophdn duge san xudt theo mét quy trinh trong d6 tao ra mot

lugng ddng ké cdc san phdm ngung . Hién nay hién tugng nay it gap do su quan 1y
chat ché clia cdc co quan quan 1y vé chit lugng thudc.

2.2. Cac nguyén nhan lién quan dén thay déi dudc déng hoc

2.2.1. Cdc nguyén nhan lién quan dén thay déi dupc déng hoc gédy ra phan tng
bat lof cua thudc typ A

'C6 rit nhiéu nguyén nhan dan dén nhimg thay déi vé kha niang hap thu, phan bg,
chuyén héa va thai rir thudc, Sau day la cdc nguyén nhéan gay ra cic ADR typ A do sy
tang nong do thudce trong huyét tuong va mo dich.
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e Hdp thu:

Nhimng khdc biét vé lugng thude dugc hap thu vio mdu lam thay ddi sinh kha
dung va ¢6 the gay ra ADR. Nhiing yéu t6 anh hudng sinh kha dung clia thude gay ra
cdc ADR bao goém:

~ Anh hitdng clia thite an: Mot s6 loai thide an ¢6 thé 1am tang hap thu hoic lam
giam thai trir & vong tudn hoan dau qua gan cla mot s6 thude va do vay lam
tang sinh kha dung; nhitng thudc bi anh hudng 1a hydrochlorothiazid,
nitrofurantoin, phenytoin, mot s6 thudc tdy giun nhu albendazol, mebeldazol,
thiabeldazol...

— Nhu djng da day - ruée: Giam nhu dong rudt cé thé 1am ting hap thu thude do
fam téng thdi gian thude lum & vi tri hap thu 16t nhat, vi du: sau khi dung
propanthelin, sinh kha dung clia digoxin ting lén.

— Chuyén hod & vong tudn hoan dau qua gan: Su giam chuyén héa thudc tai gan
anh huong nhiéu dén cdc nhém thudc bi chuyén hod manh khi qua gan truée
khi vdo hé tuan hoan chung nhu: chlorpromazin, cyclosporin, glycerin
trinitrat, lidocain, ethinylestradiol, morphin, propranolol... Su thay déi kha
nang chuyén hod clia cic enzym gan cé thé la:

+ Do yéu t6 chling toc. Vi du: ngudi chau A thuoc loai acetyl hod cham véi
isoniazid nén dé dan dén qud liéu isoniazid;

+ Do tuong tic thudc. Vi du: erythromycin, clarithromycin, s6 thudc khing ndm
(ketoconazol) gay ¢ ché€ chuyén héa enzym gan cyt. P,q, 1am tang lén ddng ké
ham lugng terfenadin trong hé tudn hoan va chinh chat nay 1am cham qud trinh
tai khir cuc & co tim va kéo dai khoang QT trén dién tam dd va gay ra hién
tugng xoan dinh.

o Phdn bé:

Kha nang phan b6 cia thudc phu thudc vio ty 1€ lién két clia thude véi protein
huyét tuong hoéc vdi protein cha té chirc (mo):

— Ty 1é thuce lién két voi protein huyét neong: Gidm dan 16i tang nong do thudce
¢ dang tu do trong mdu va té chiic; d6 chinh la nguyén nhan gay ADR typ A.
Mot s6 nguyén nhan thudng gap gay thay doi lién két véi protein huyét tuong

- cua thudc ¢6 thé do:

+ Bénh nhian giam protein mdu do hoi chiing than hu, suy dinh dudng, ngudi
¢6 bénh gan, ngudi gia...

+ Gap tuong tac thudc diy nhau ra khdi lién két do bi canh tranh & vi tri lién
két, vi du cic NSAID ddy methotrexat lam tang tic dung khong mong muén
vd1 hé tao mau do methotrexat gay nén.

- Khd ndng gdn thuoc véi moé: Thé tich phan b 16n cha cdc thuéc nhu
nortriptylin (20-50 L/kg) chi c¢6 thé giai thich 1a do lién két ciia thudc véi mo
va la co ch€ chinh gay ra m¢t s6 ADR cua thudc. Tetracyclin tao chelat véi
¢déc mo xuong méi {phifc tetracyclin - calcium orthophosphat); thoi gian bén
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thai cta thuée & mo xuong la vai thang trong khi & huyét tuong chi ¢6 vai gid.
Hién tuong nay it anh hudng & ngudi 16n nhung gay dc ché su phat trién
xuong & tré nhé ciing nhu gdy mat mau va phd hiy men ring. Su tich liy &
mo ciing gay doc tinh trén gan va phéi clia amiodaron va methotrexat.

o Chuyén hod thudc:

Toc do chuyen hod gidm c6 thé dan dén tich luy thudc va tang nguy co ADR typ
A. Téc do chuyén héa thuoc khdc biét 16n glua cdc cd thé do anh hudng cla moi
trudng hoac di truyén, tudi tdc hoac bénh 1¥; cic qua trinh bi anh hudng 13 oxy hod,
thuy phan va acetyl hoa:

— Oxy hod ¢ 1iéu thé: Su oxy héa thudc x4y ra chil yéu & gan bdi hé enzym cyt.
P.s.- C6 nhiéu typ isoenzym cyt. P, & ngudi. Nhimg typ nay khdc nhau trong
tinh dac hi¢u cha cdc phan dng ma ching xic téc. Cic thudc dugce chuyén héa
bang cich oxy héa & microsom gan thudng diing 13 cdc thude chéng trdm cam
3 vong, thube chdéng déng kinh, cdc thude chéng déng mdu dudong udng,
benzodiazepin, phenothiazin va mot s6 thuéc chéng loan nhip...

Toc do oxy héa thude khdc nhau rat nhiéu ngay & nhitng ngudi binh thudng, do
vay. 0 mot s6 ngudi ndng do gay doc da dat sau khi ding liéu théng thudng clia mot s&
thuéc nhu phenytoin va nortryptilin.

O ngudi cao wéi, téc dé oxy hoa thuoc giam va do vay do nhay cam vdi cdc
ADR typ A tang lén. Nguyén nhan chi yéu 13 do khéi luong gan va luu lu’cmg mau
qua gan giam anh hudng dén su chuyén héa & gan néi chung va do hoat tinh cla céc
enzym thay déj.

— Cdc phan tng thity phdn: Khéac biét vé gen c6 thé 1a nguyén nhan gay khic
biét vé t6c do thuy phan suxamethonium, mot chat e ché than kinh - co & céc
nhom chung toc khic nhau.

~ Acetyl hda: Mot s6 thudc chuyén hdéa bang cach acetyl héa nhu: dapson,
isoniazid, hydralazin, procainamid vi nhiéu sulfonamid (sulfamethoxazol,
sulfapyridin}. Nhiing khdc biét vé t6¢c do acetyl hda do nhitng khéc biét vé gen
gitta cdc cd thé, thé hién dudi dang nhfmg ngudoi acetyl héa nhanh va nhiing
nguot acetyl héa cham, diéu nay c6 thé anh huéng dén ADR clia nhung loai
thuSe ké wen. Ty 1& nhitng ngudi acetyl héa nhanh chiém khoang 50% & Anh
va cao nhat 0 nhém ngudi Nhat Ban, ngudi Eskimo va thip nhat & mét s6 dan
toc ¢ chau Phi. Nhiing ngudi "acetyl héa cham™ ¢6 nguy co bi cdc ADR typ A
cao hon nhimg ngudi acetyl héa nhanh, vi du: bénh 1y than kinh ngoai vi do
isoniazid, lupus ban do hé théng khi ding hydralazin va procainamid...

o Thai tri:

Nhiing thay d6i trong thai trir thudc cé thé 1 nguyén nhan quan trong gay nén
ADR typ A. Giam thadi trir [Am tang tich Juy thudc va tang nguy co gay doc tinh do
tang nong d6 thudc tai mé va huyét tuong;:

Gidm khd ndng loc cia cdu thdn: 1am gidm thai tri¥ nhimg thudc thai trir qua
than. Giam kha nang loc cdu than c6 thé gip & nhimg bénh nhan bj bénh than, ngudi
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21a. tr¢ 5o sinh; do vay khd nang xudt hién ADR typ A & nhitng d6i tuong ndy c6 thé
gdp ngay ¢ liu diéu tri binh thudng vé6i nhiing thudc thai trir phin 16n & dang con hoat
tinh qua than. Mot s6 nhém thudc hay giap ADR do nguyén nhan nay la digoxin, cdc
chat e ché men chuyén (ACEI), cdc khdng sinh aminoglycosid, mot s6 thude chéng
loan nhip nhém 1 (disopyramid, flecainid) va nhiéu thuéc gay doc t&€ bao. C6 thé han
ch€ sy xudt hién cic ADR ndy bing cich diéu chinh liéu dung theo chic nang than
cua bénh nhan,

2.2.2. Cac nguyen nhaén lién quan dén thay déi dupc déng hoc gay nén phan
ting bét loi cua thudce typ B

Su lién két ciia cdc chat chuyen héa cé hoat tinh cla thudc cé thé gay doc truc
tiep hoac gay doc qua trung gian mién dich. Co ché gy ADR c6 thé do su lién két clia
chat chuyén héa vii mot protein clia ¢o thé, phiic hop tao thinh ¢6 thé dan i hoai tir
t& bao (tdc dung gay doc tryc tiép) hoac cdc chdt chuyén héa tic dung nhu mét hapten
va tham gia viio mét phan ing mién dich.

2.3. Cac nguyén nhan lién quan dén thay ddi dugc luc hoc

2.3.1. Cdc nguyén nhén lién quan dén thay déi dugc luc hoc gdy phan ung
bat loi cua thude typ A

Mot s6 ADR typ A la do tang d0 nhay cam cla cdc mé hodac co quan dich,
nuuy:,n nhan con chua duge 16 nhung nhiéu bang chung cho thdy muc dé nhay cam
cla cdc thu thé cua thudc tai co quan dich bj thay déi hoac thay déi co ché diéu hoa
lién quan dén sinh 1y hodc bénh ly.

» Lién quan dén thu thé cia thuoc:

Su dép (ng vai thude thong qua tdc dong cua thudce vao thu thé dac hiéu. Su khdc
biét gifta cdc cd the vé cdc thy thé 12 do 2 nguyén nhan: khic biét vé tinh nhay cam va
khdc biét vé s0 luong cla céc thy thé.

— Vétinh nhay cdm véi thy thé: Tinh khang warfarin do di truyén duogc quan sdt
thdy 6 mot s6 gia dinh, biéu hién & chd cdn mot liéu 16n warfarin va véi néng
do rdt cao trong huyét tuong dé cd duge tdc dung chong déng méu trong didu
tri. Nhifng ngudi nay cﬁng dic biét nhay cam vdi tic dung khing warfarin cla
vitamin K. Hi¢n tuong nay duge giai thich la do nhitng ngudi nay ¢6 cdc thu
thé warfarin - vitamin K bét thuong.

— Vé 56 lugng thi thé: Céc bang chiing trén thuc nghiém vi lam sang cho thay
50 luong thu thé dac hitu & mo c6 thé khdc biét giita cdc cd thé.
Glucocorticoid ¢é tdc dung ¢ ché tang trudng t€ bao bang cdch gan véi thy
th¢ diic hiéu & bdo twong; phic hop "thu thé-corticoid" sau dé duoc chuyén
vao nhan t€ bao va tai dé glucocorticoid dugc gdn vGi thy thé thit hai. Phic
hop "thu thé-corticoid" & nhan lam lhay déi kiém sodt qud trinh téng ho’p
protein va ARN va ifc ché sy tang trudng t& bao. Nhitng ngudi ¢é s6 luong cdc
thu thé glucocorticoid trong bao tuong it cling it bi tdc dung dc ché€ caa
steroid.
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o Coché diéu hoa sinh ly:

Cic tic dung cua thudc xay ra trong méi trudng cé cdc hé théng ki€ém sodt sinh
Iy phiic tap va cudng dé cla tdc dung thudc cé thé phu thude vao cdc yéu td sinh 1y
nay. vi du: ticm finh mach atropin gdy ra hién tugng tang nhlp tim nhung muc do tang
khdc bict 16n giffa cdc cd thé. G mot s6 ngudi, nhlp tim ¢ thé tang lén dén 160
lan/phit trong khi & cltng muic liéu d6 lai khong ¢6 tic dung vl da 56 nhitng nguoi
khdc. Cudng do coa tic dung nay phu thudc vio can bang gilta h¢ giao cam va phé
glao cam. mot y&u 18 duge kiém sodt bai tinh di truyén.

2.3.2. Cdc nguyén nhéan vé dugc luc hoc gdy nén cdc phan ung bét loi
cua thudc typ B

Cac nguyén nhan vé duge luc hoc gdy nén cic ADR typ B duoc xép vao hai
nhém: cdc bat thudng vé gen va cdc phin dng mién dich tao ra cdc ddp tdng bit thudng
cua ¢o thé déi véi thude.

o Cdc nguyén nhdn vé gen: .

Cic khdc biét vé gen giilta cdc cd thé 1a nguyén nhan gay ra cdac ddp tng bat
thuong. khdc biét véi tic dung duge 1y cua thudc. Sau day s€ gidi thiéu mot s6 phan
iing ADR typ B thudong gap thudc nhém nay:

~ Thiéit mau tan mdu ¢ nhitng ngudi thiéu men Glicose-6 phosphat dehydrogenase
{GOPDY) cua héng cdu:

Co khoang 100 - 400 triéu ngudi trén the gidi bi thiéu men G6PD trong héng cau
do khdc biét vé gen, vé chiing toc; nhimg d&i tugng nay cé nguy co gap ADR. Thié¢u
G6PD sé lam thi€u hut glutathion khir va trong di¢u kién khong dugc bao vé nay thi
ciéc tac nhan oxy héa ¢é thé 1am bién tinh protein néi bio, bao gém ca phan globin
trong phéan tir hemoglobin, diéu nay dan dén thi€u mdu tan mau di kém vdi giam nhanh
nong do hemoglobin, s6t, Kiét sic, nude tiéu sdm mau. Mot s6 thude lién quan bao
pom: nhém 8-aminoquinolein (primaquin), cdc sulfonamid va sulfon, nitrofurantoin,
cac thuoc choéng viém (aspirin va phenacetin), chloramphenicol, PAS, probenecid,
quinin vi quinidin... ¢é dic tinh oxy héa va c6 thé gay tan mdu khi thi€u G6PD trong
héng cau.

— Methemoglobin mdu do di truyén:

Hién tugng ndy xdy ra do dot bién, anh huong dén phéan tir hemoglobin hodc mot
enzym methemoglobin reductase 13 NADH diaphorase hoic NADPH diaphorase.

Thi¢u NADH diaphorase ¢6 thé chi gidi han trong héng cdu (typ I) hoac ca & cic
1€ bio khac (typ 11, HI). Nhirng ngudi nay rdt nhay cam véi cac tac nhan oxy héa va b
methemoglobin mau ning néu sir dung cdc thude ¢é dac tinh nay. May man 14 thi€u
NADPH diaphorase rat hiém gip. Tré sd sinh c¢é noéng do¢ NADH diaphorase thap hon
nén nhay cam vdi cdc thudc oxy héa hon tré 1dn va ngudi trudng thanh.

— Roi loan chuvén héa porphyrin:

La mot nhém cdc réi loan sinh téng hgp hem do di truyén, dac trung bdi su gidm
hoat tinh ctia mét loai enzym trong qua trinh sinh téng hgp hem. Céc réi loan nay dugc
truyén qua cdc nhiém sic thé troi (gen troi) trit mot s6 rat hi€m 12 r6i loan chuyén héa
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porphyrin bam sinh, thudng ¢6 dic tinh lan. Trong con 16i loan chuyén héa porphyrin
cdp tinh, tat ca bénh nhan déu c6 bi€u hién dau bung (thudng la n&ng) va cdc roi loan
than kinh... tAm thian nhu: bénh 1y than kinh vin dong lan, lo 4u, ao gidc va trong nudc
tiéu ¢6 lugng 1én S-aminolevulinic acid (ALA) v porphobllmogm {PBG). Con réi
loan chuyén héa porphyrin cap tinh ¢é thé khdi phét do ruou va cic hormon steroid noi
sinh cling nhu ngoai sinh. Cdc y&u t6 khai phit khiac bao gédm: nhiém trung, ché do an
giam nang luong, cic thay déi hormon & phu nit ¢6 thai va do mét s6 thude.

Mot s6 thudc gay cam iing enzym cyt. P, & gan, 1am tang tao tién chit ciia hem
c¢6 the lam khoi phét con réi loan chuyén hda porphyrin & cdc bénh nhan nhay cam.
Cdc thudc nay gom: barbiturat, sulfonamid, griseofulvin, oestrogen (hao gém ca cdc
thu6e tranh thai dudng uéng), mot sé thudc chéng co giat va an thin, cic thudc gay
mée, cloroquin, clorpropamid, va tolbutamid. Tuy nhién, con cdp tinh ciing c6 thé khéi
phdt do sir dung cic thuSe khong thong qua co ch€ kim ham enzym cyt. P, nhu
erythromyein, flucloxacilin, cloramphenicol va nifedipin; co ché déi véi cdc thudc nay
van con chua ré.

Rat khé 6 the du dodn trude 1a thude c6 thé gay ra cdc biéu hién bénh 1y trén céc
bénh nhan nhay cam hay khong vi mot s6 bénh nhan c6 thé khdi phat con cap tinh de doa
tinh mang sau mot liéu duy nhat cla thudc trong khi cdc bénh nhan khdc lai can lidu rat
I6n méi thay biéu hién trén lam sing.

e Tdng nhiét do co thé (than nhiét) dc tinh:

Tang than nhiét 4c tinh 1a bénh 1y rat hi€m nhung ¢6 kha ning gay tr vong cao.
Trong bénh 1y nay than nhiét tang nhanh chéng (it nhat 2°C/gid) ma khong ¢6 nguyén
nhan rd rang sau khi dL‘mg cac thude gay mé hoac gidn coj; tai bién r121y gap VAl tin suat
khoanb 1/50.000 ngusi 16n va 1/15.000 ré em, trong dé hon mét nira s& lruong hgp
xay ra & tré em dudi 15 téi. Tinh trang nay thudng xudt hién sau khi ding cédc thudc
gay mé toan than qua dudng ho hap nhu halothan phdi hgp véi suxamethonium. Cling
vGi rang than nhigt, hoi chiing nay c6 dac trung 1 cing hé co - xuong, thé gdp, nhiém
acid, tang kali mdu va cdc ddu hiéu cla tang hoat tinh hé than kinh giao cam (nhip tim
nhanh, co mach, Ian}:, huyét dp, tang n(‘ing do glucose mau). Tinh trang nay duoc cho la
do hién {tugng giai phéng bat thuong ion calci noi bao do nhitng khiém khuyét di
truyen ctia mang € bao. Tir vong ¢6 thé 1én dén 60 -70%.

* Vang da it mdt do dung thuéc tranh thai duong uong:

Cic thude tranh thai dudng udng (dic biét 1a cdc thuée cé thay the alkyl & vi tri
C17) c6 thé gay ra vang da tr mat. Cdc bang chitng vé ty 1é mic & cic nhém dan toc va
gia dinh cho thay hién tugng nay ¢6 co s& di truyén. Co ché cia hién tuong niy chua
ro rang nhlmg mot trong nhitng ¢ ché ¢é thé 1a do estrogen gay ra nhitng thay déi vé
thanh phan cta lipid mang - nguyén nhan quan trong gay & mat.

o Thiéu mdu bdt sdn do cloramphenicol:
Cloramphenicol ¢6 thé gay ra gidm tiéu cdu, giam bach cdu hat hoac thiu méu
bt san. C6 hai dang ADR:

— Dang thi€u mdu do gidm héng cdu lué6i: phu thudc liéu luong, thuong héi
phuc khi ngu’ng thuoc. Co ché 1a do thudc ic ché téng hgp protein & ty thé
héng cau ludi cha ngudt bénh.
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— Dang thi€u mdu bat san: ¢ tinh chat dac dng, cé thé cé nguyén nhan 13 mot
hat thudng vé gen trong qud trinh téng hgp ADN; dang do dic ing ¢6 the gap
ngay o li¢u rat thdp va ngay khi diing thudc lan diu tién nhung cling ¢6 thé
xuat hién sau khi ngimg thuée nhiéu thang va khong héi phuc.

Can duge ngimg thudc ngay lap titc khi gap thi€n mdu, bit ké 1a dang nao khi

dung cloramphenicol.

» Cic nguyen nhan vé mién dich gay ra cic ddp dng bat thudng: Xem chuong 6
"Di Gng thuoc”,

3. CAC YEU TO LIEN QUAN DEN SY PHAT SINH PHAN UNG BAT LI
CUA THUOC

3.1. Cac yéu té thudc vé bénh nhan
3.1.1. Tubi
Tr¢ so sinh viy npudi cao tudi 1a nhilng déi tugng c6 nguy cd cao:

Ngieoi cao tuoi: Mot s6 nghién citu cho thay ngudi cao tudi gap nhiéu ADR hon
nhitng bénh nhan khic do:

— Lam dung thuéc.
— Thay déi vé duge dong hoc, dugc luc hoc do gidm chiic nang cic co quan.

— Ngudi cao tudi thudng méic nhiéu bénh, si dung nhiéu thudc nén dé gap tuong
tic thuac.
Tre s sinh: Nguy co gdp ADR & tré so sinh tang l1én, dic biét [a & tré dé non bdi
vi mot sd enzym lién quan dén chuyén héa va thai trit thudc chua day du. Cic thude
hay gay doc ta: morphin, cdc barbiturat, cdc sulfonamid, cdc dan xuat coa vitamin K
va cloramphenicol.

3.1.2. Gidi tinh

Noi chung khong cé sy khic biét 16n vé nguy co gap ADR giita hai giéi. Tuy
nhién, mot s6 ADR hay gap ¢ phu nit hon so véi nam gidi.

Vidu:

— Phu nir ¢6 thé nhay cam hon véi doc tinh cta digoxin, heparin vi captopril.

— Thi¢u mdu bat san do cloramphenicol gip & phu nif nhiéu gap 2 lan so véi &
nam gici.

— Chitng mit bach cdu hat do phenylbutazon giap & nif nhiéu gap 3 lan so vdi
nam gidi.
3.1.3. Bénh méc kém

Nhitng bénh méc kém ¢6 thé lam thay déi ddp dng ctia bénh nhan d6i vdi thude
hoac 1am thay d6i duge dong hoc ciia thude, dan tdi phat sinh ADR.
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Vidu:

— Dicc khi dung khang sinh aminoglycosid & ngudi ¢é bat thudng vé thinh gidc;
hoac chay mau tram trong do ding warfarin, heparin & ngudi ¢ sdn thi€u hut
vé yéu 16 dong mau.

— Cidc bénh nhan mic cdc bénh vé gan va than ¢6 nguy co cao bi cac ADR clia
nhing thudc thai trir & dang cdn nguyén hoat tinh qua cdc co quan nay.

— Bénh nhan nhidém HIV: O cdc bénh nhan nay, hé mién dich bi suy gidm trdm
trong, kha ning thai trir thu6c giam... 13 nhitng nguyén nhan lam tang do nhay
cam v&i doc tinh cua thudc,

3.1.4. Tién su di ung hodc phan tmg vdi thudc

Nhifng bénh nhan c6 tién st di iing v&i moét thude ciling ¢6 thé gip di dng v6i mot
thudc khdc ¢6 cau tric tuong ty; vi du cdc trudng hop di dng véi khdng sinh penicilin
ciing ¢6 thé ¢6 di ing chéo v6i khang sinh nhém cephalosporin.

3.2. Cac yéu td thudc vé thudc

3.2.1. Diéu tri nhiéu thudc

— Tan suat ADR tang 1én theo cap $6 nhan véi s6 lugng thuée ¢ trong mot lan
diéu tri.

— Tuong tic thude ciing 13 mot y€u 6 1am ting ADR: tuong tic bdt loi cha cdc
thudc ¢6 thé lam thay doi sinh kha dung hoac thay déi duge luc hoc cha thudc
va do vay gay ra cic ADR trén bénh nhan.

3.2.2. Liéu trinh diéu tri kéo dai

Nhiéu ADR it xuat hién khi ding thuéc trong thdi gian ngin nhung ty 1é ting lén

khi dung dai ngay

Vi du: Xuat huyét tiéu héa do ding cic thudc chéng viem khong steroid

{NSAID) hoac corticoid kéo dai....

4. CAC BIEN PHAP HAN CHE PHAN UNG BAT LgI CUA THUGC

4.1. Han ché s6 thuéc dung
- Chi ké don céc thudc that su can thiét,

— Ne&u bénh nhan dang st dung déng thoi qud nhiéu thudc thi cin can nhic dé
tam ngimg nhitng loai thude chua that sy can thiét. Can danh gid cé tuong
tac bat loi khong truée khi ké don hodc phit thudc,

— Kiém tra va héi bénh nhan vé nhimg thudc bénh nhan dang dung.

4.2. Ndm vimg thong tin vé loai thudc dang ding cho bénh nhan
— Hicu 16 tinh chat dugc 1y, tuong tic, co ché chuyén hod va ADR cia thudc.
Chi nén ké don nhiing thudc di biét ddy di thong tin.
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— Thudng xuyén tham khao, cap nhit cic thong tin vé thuéc va tuong tic thudc.
~ Than trong khi ké don nhimg thudc dé xay ra tuong tac, dac biét la cdc tuong tic
do v6 tinh nhu tuong tac clia thudce véi thitc dn, véi ruou...
4.3. Nam vimg théng tin vé cac déi tugng bénh nhan ¢é nguy ¢ cao
Tré em. ngudt cao tudi, c6 co dia di Gng, cé bénh 1y vé gan, than va cdc bénh

nhin cé bat thudng vé gen.

4.4. Theo doi sat bénh nhan, phat hién sém cac biéu hién cta phan (mg
bat Igi do thudc va c¢é nhimg x( tri kjp thai.
5. CACH XU TRi KHI NGHINGG XUAT HIEN PHAN UNG BAT LOI CUA THUSC

Khi ¢6 mot sy ¢6 bat 1oi do thude (ADE) xay ra, ngodi viéc can thiép y t& tich
cyc néu can thiét (cdp ctu, phuc héi cdc chitc nang séng...) thdy thudc ciing cin dinh
g1a xem bién c6 dé c6 phai la phan dng bat lgi clia thudce hay khong.

5.1. Su ¢& bat Igi ¢6 phai do thudc ?

Néu bénh nhin diung déng thoi nhiéu loai thuéc thi cdn phan tich cdc thong tin
ve thuée (lich sir ding thudc, cdc thudc dang ding theo ké don hoac do tr mua...) va
v€ tai bién trén bénh nhan (céc tri¢u chiing, xét nghiém lam sang...). Cin cif vio cac
ADR da biét cua cdc thude bénh nhan dang dung xem su ¢& dé ¢6 thé la phan (ng bat
loi clia thude nao dé ¢ hudng xir tri tiép.

5.2. Khi nghi ng& |a phan ing bat Igi ctia thudce

Can ngimg tat ca cdc thude dang diéu trj cho bénh nhan. Néu khong thé ngimg
1t ca cde thudc, can ngling loai thudc nao ¢ nhiéu kha nang gay ra tai bién dé nhat.

Cé 4 van dé dé danh gid mot tai bién do thudc:
I. C6 téc dung duge ly da biét nao cia thude ¢b thé gay ra tai bign d6 khong?

2. Méi lien quan gilfa thoi gian bat ddu s dung thudc va céc biéu hién cla tai
bi€n ¢6 phit hgp véi cdc bdo cdo ADR hoic vdi co ché clia ADR hay khong?

3. Tai bi¢n ¢6 hét hoac ¢6 cai thién khi ngimg loai thuéc bi nghi ngd khéng?
4. Tai bién ¢4 xudt hién trd lai khi ding lai thudc hay khéng ?
Trén thiec 1€ ldm sang, c6 nhitng tricong hop khong thé gidi quyét cd 4 véin dé trén :

— Trong trudng hop phan Ung bat 1gi 1a loai phan ing typ B: Néu trude dé da cé
nhimg bao cdo vé loai tai bién ndy d6i v6i cac thudc thi cé thé két luan ring
thuée ¢ thé 12 nguyén nhin gay ra tai bién cho di tai bién d6 khong lién
quan dén co ch€ dugc 1y cia thudc.

- Trong trudng hgp mét tai bién rat niang, khong thé cho bénh nhan ding lai
thude do viée ding lai thudc ¢6 nguy co de doa tinh mang bénh nhan.
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Sau khi giai quyé&t 4 vin d€ néu trén, thay thude sé danh gia dugc kha nang mot
bién co bat 1gi 1a mot ADR cia mot thude dua trén cdc diéu kién sau:

- Chéc chin ia mot ADR (Certain): Thai gian xay ra tai bién lién quan chit ché
v6i viéc dung thudc, tai bién ndy khong thé gidi thich duge bang mét bénh ly
khdc hoac cdc thudc khdc diing dong thdi. Néu nging thudc thi bénh nhén
phai cé tién trién hgp 1y v khi dung ldp lai thudc thi bénh nhan cé triéu
ching tuong .

— C6 kha nang la mot ADR (Probable/Likely): Diéu kién nhu trén nhung céac
thong tin vé viéc diing lai thudc chua ddy di hoac khong cé.

— C6 thé 1a ADR (Possible): Thoi gian xay ra tai bién ¢é lién quan dén viéc
dung thudc nhung ciing ¢é thé duoc giai thich bing mot bénh khdc méic ddng
thdi hoac ding mot thudc hay hod chat khic. Cdc thong tin vé viéc ngimg
thudc ¢6 thé thiéu hoac khong 1o rang.

— Khong chac chan (Unlikely): Méi lién quan vé thoi gian xay ra tai bién véi viéc
st dung thuéc khéng 1 rang, nguyén nhan do thudc 1a khong chic chan va cé
thé giai thich dugc bing viéc sir dung mot thude hay hod chit khdc ding dong
th&i hay mot bénh khéc méic kém.

Sau khi danh gid vé kha ning gay ra tai bién, tuy thuoc do nang cia tai bién va
cd ché ¢la phan tng ma cé the loai bo thude d6 ra khoi ché do dicu tri clia bénh nhan
hodc giam lieu hodc cé cdc bién phdp diéu tri thich hgp, thuong duge ghi trong céac
chuyén luan tham khéo vé thudc (vi du: duge thu qudce gia). Ngoai ra cic thay thudc
can bdo cdo cic ADR cho cdc co quan ¢6 thim quyén.

6. BAO CAO PHAN UNG BAT LOI CUA THUOC
6.1. Sur cin thiét phai giam sat va bao cao phan (ng bat Igi cua thudc

Céc thong tin vé tinh an toan trong qud trinh nghién ctu va thir nghiém lam
sang clla mot thudc khong thé ghi nhan tat ca cdc ADR cé thé xdy ra do céc nguyén
nhan sau:

~ Cédc thir nghiém trén dong vat khong di dé tién lugng si an toan rén ngudi.

— Nhitng bénh nhéan tham gia thir nghiém la nhitng d6i tugng da qua lya chon va
¢6 s6 lwong han ché, diéu kién thir nghiém thudc ¢6 khéac biét so vdi thyc t€ sir
dung trén lam sang va thoi gian thi nghiém thudng 13 ngan. Do vay nhimg dit
liéu v¢ tinh an toan trén nhitng d6i wong ndy chua phan anh day di cdc ADR

- cua thudc.

- Tai thoi diém cdp phép Iuu hanh, néu s6 lugng ngudi da st dung thudc
dudi 5000 ngudi thi chi phat hién duge nhitng ADR c¢é tan suat thudng gap
va it gap.

— S6 lugng bénh nhan diéu tri mo6t thude phai 16n hon 30.000 ngudi thi mél ¢b
kha nang phdt hién cdc ADR xay ra & tdn sudt 1/10.000 clia thuée dé.

— Tai thai diém luu hanh thudc, thong tin vé€ céc ADR hiém gap nhung nghiém
trong, doc tinh trudng dién, viéc sir dung thudc trén cdc d6i tugng dic biét
(phu ni¥ ¢6 thai, tré em, ngudi cao tui), cdc tuong tac thude... thudng khong
day du.
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Do vay, viéc gidm sdt sau khi luu hanh thude rat quan trong, cho phép phit hién
cac ADR khong phé bién nhung déi khi rat nghiem trong va dé thuc hién t6t cong viec
gidm sat nay. viéc bdo cdc ADR cho cde co quan c6 trach nhiém 12 mot trong nhimg
nhi¢ém vu cua cdc cdn bod y té.-

6.2. Vai tré clla cac bao cao vé phan img b3t Igi cha thudc

6.2.1. Cdc bdo cdo ADR cd thé giup thu héi cdc thude ¢d déc tinh cao va
ngan ngua cdc nguy co cua ADR

Phdi mat nhic¢u thap ky ngudi ta méi xdc dinh r& rang ADR clia aspirin trén
dudng tiéu héa va hoai tr nhi than gay ra bdi phenacetin. Sau 35 nam thi viéc
amidopyrin gay mat bach cdu hat méi duge lam séng to v phai mat vai nam méi lién
quan gifa di tat bam sinh mat chi va thalidomid méi tr& nén o ring.

Sau tham hoa thalidomid, nhiéu quéc gia da thigt lap hé théng theo d&i thudc dé
sém phit hi¢n va ngan ngira ADR va tif vong do thudc. Su thanh cong cla cdc hé théng
nay phu thuéc vao mic do hop tdc clia cdc nhan vién y t€ trong viéc bdo cdo ADR, dac
bict 1a vdi cdc thuée méi. Mot s vi du sau day cho thay su nhay bén, canh gidc va su
quan sdt cdn than cia cdc bdc si di gitip ngan chan nguy co mac bénh va tr vong do
thude thong qua viéc bdo cido cdc ADR dang ngd, gidp thu héi cac thudc gay nguy
hiém trén thi trudng hodc han ch€ viée sit dung chiing.

Bang 5.1. M6t s6 vi du vé cac thudc bj thu héi do phan (ing bat lgi clia thudc

Tén quéc t& ] . Nam duge Nam thu
(Tén biét dugc) Ly do thu hoi Ity hanh hai
Bromfenac (Duract) ADR nghiém trong trén gan 18997 1998
Encainide (Enkaid) Ty 1& tlr vong qua cao 1987 1991
Flosequinan (Manoplax) Ty 1€ tl vong qua cao 1992 1993
Temafloxacin (Omniflox) Gay thi€u mau tan mau 1992 1952
_Benoxaprofen (Oraflex) Gay heai tr gan 1982 1982
Mibefradil (Posicor) Nhiéu tuong tac thudc 1997 1998
Terfenadin {Seldane) Tuong tac v8i cac khang sinh
macrolid va khang ndm gdy xoan 1985 1998
dinh
| Rofecoxib (Vioxx) Tai bién trén tim mach 1999 9/2004

6.2.2. Cdc bdo cdo vé phan ung bat 1oi cda thudc cd thé thay déi théng
tin trén nhan cuda san pham

Rat nhicu thudc da phai thay déi hoac bé sung thém thong tin ghi nhin clia san

pham sau khi ghi nhan nhimg thong tin méi tr cdc béo cdo ADR.
Vidu :

— Losartan duoc dua ra thi truong My nam 1995. Mot s6 ADR méi di duge
phét hién sau khi thusc duge luu hanh va duge bd sung vao Physician Desk
Reference - mgt sich tham khdo vé thude ¢6 uy tin tai M§: viém mach, ban
xuat huy€t di tng, s6¢ phan vé, phan ng ki€u phan ve.
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— Levofloxacin duge luu hanh tai My nam 1997, dén thang 2/2000, thong tin
ghi nhin cta thuge da bd sung théem ADR méi 1a gay xo4n dinh.

6.3. Val trd cua cac nhan vién y té trong viéc bao cio cac phan irng bat
Igi clia thuéce

Cic cdin bo y ¢ la nhng nguot truc tlep cham séc¢ bénh nhan hang ngay va ¢é
diéu ki¢n 16t nhat dé bdo cdo cdc nghi ngd vé mot ADR xay ra & bénh nhan. Tat ci
nhiing ngudi tham gia vao hé thong cham séc sitc khoce nhan dan nhu béc i, nha si,
duge si, y si, y td, diéu dudng vién... déu cén phai bdo cdo cdc ADR va viéc lam nay
trg thanh mot phdn trong trach nhlem chuyén mén cua ho, ngay ca khi ADR bi nghi
ngds chua cé moi quan hé 16 rang vai viec diéu tri.

6 4 Nhirng phan g bat Igi cua thudc (hoic nghi ngd phan ang bat lgi
cua thudc) can bao cao

- Déi véi céc thuse mdi duge dua ra thi truong, pha1 biao cao moi phan img
ddng ngd. k¢ ca cdc phdn ing nhe (nhiéu nudc coi mét thude 13 méi khi thoi
gian dua ra thi trudng chua qui 5 nam).

- Déi vai nhlmg thuoc da dugc bict rd hodc nghién ciu ddy du: Béo cdo tat ca
cdc nghi ngt vé mot ADR nghiém trong hoic chua duge ghi nhan trude dé
(bat thudng).

— Bido cdo khi thdy mét phan ting nao dé xuét hién ngdy cang nhiéu.

— Béo cdo tat ca cdc ADR nghi ngo lién quan dén luong tic thudc - thude, thude
- thic an, hoic thudc - thuc phim bd sung (k& ci cdc san phim lam tir duoc
licu va thuse bd).

- Bdo cdo cic ADR trong nhng linh vuc duge quan tam dac biét: Lam dung
thudéce, diung thudc cho phu nit ¢é thai va cho con ba.

- Bdo cdo nhitng nghi ngd vé ADR khi lién quan dén mot thudc bi thu héi.

— Bdo cdo cdc phdn ting xdy ra do dung qué li€u hay do sai s6t trong diéu tri.

~ Béo cdo khi thudc khong ¢6 hiéu qué hoac do nghi ngdy ¢6 sai sét vé san phdm.

Nhu vay, can bdo cdo cang sém cang (6t tat ca cdc nghi ngd vé ADR dugc coj 1a
quan trong trén lam sang.

6.5. Cach bao cao vé phan dng bat Igi cla thuéc

Mau bdo cdo do trung tam ADR quéc gia (hoac trung tam cinh gidc thude) phat
hanh (xem phy luc). Méi quéc gia ¢6 mot méu bdo cdo ADR riéng, nhung bao gio
cung c6 4 phan nhu sau:

6.5.1. Thong tin vé bénh nhén:

— Thong tin xdc dinh bénh nhan (ho va tén, dia chi...).
Tu6i bénh nhén tai thdi diém c6 ADE hodc ngay sinh.
— Gidi tinh.

Trong lugng co thé.
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6.5.2. Théng tin vé phan ung bt loi hodc sur cd bat loi do thudée hay cdc
vdn dé vé duoc pham

— M0 ta su c6 hoédc van dé vé san phiam.

— Thoi gian xay ra su ¢o.

— Thoi gian lam bdo cdo.

— Cdc két qua x€t nghiém can 1am sang ¢6 lién quan dén sy cé (néu cf).

— Thong tin khac cia bénh nhéan (lich stir dung thuéc, tién st bénh,..) ¢6 lién quan.

- Hau qua cha ADE trén bénh nhan.

6.5.3. Théng tin vé dugc phdm bj nghi ngo
— Tén thudc (tén qudc 1€ va biét duoc).
— Liéu dung, s& lan dung va dudng ding.
- Ngay bat diu diéu tri.
- Ly do ding thuoc.
- Két qua sau khi ngimg ding thudc hodc sau khi giam liéu.
- Solo.
~ Han dung.
— Su ¢6 xudt hién sau khi tdi sit dung thude dé.
— Céc thudc khac ding kém va thoi gian diéu tri cdc thuéc nay.

6.5.4. Thong tin vé ngudi bdo cdo
— Ho va tén. dia chi va s6 dién thoai.
— Chuyén mén va nghé nghiép.

Céc bao cdo sau khi hoan thanh, cin gii dén trung tam ADR qudc gia hoac dén
nha sdn xudt clla duge phdm bi nghi ngd.

7. KET LUAN

Hau hét cdc thudce, cho dit duge ké don boi céc thdy thude 1am sang gidi ciing ¢6
thé gay ra phan u‘ng bat 1gi (ADR) trén bénh nhan, thim chi 14 nhimg ADR nghiém
trong. Thay thudc va bénh nhén ¢6 thé chap nhan nguy co cia mot ADR nghiém trong
néu nhu ban than can bénh dang dugc di€u tri rdt nang, nhung khong thé chép nhan
thudc ¢6 nguy co ADR cao dé diéu tri nhitng bénh thong thudng; do vay, kha ning gay
ADR ctia mot thude (ké cé tin sust, miéic 3o nghiém trong va loai ADR chiing gay ra)
quyét dinh viéc fya chon thude d6. Nhiéu ADR c¢6 thé tranh dugc, néu nhu ngudi ké
don ¢6 hi€u biét rd vé dac tinh dugc 1y, co ché clia ADR va cdc yéu 16 anh hudng, dac
biét la nhiing yé€u t6 tao nén tinh nhay cam dac trung cha ngudi bénh va ¢dn bo y t€
(bao gém DSLS) biét theo ddi, phdt hién ADR, huéng déan, canh bao bénh nhan vé kha
nang xay ra ADR va bao cdo cic ADR cho co quan ¢6 trach nhiém.
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Phu luc 5

MAU BAO CAO VE TAC DUNG CO HAI CUA THUGC

So thir wr cua BV BAQ CAO VE TAC DUNG €O HAl CUA THUOC (ADR)

50 thir ty clia ADR Ngav bilo cao:..../..../1200... Tén don vi gtii bao cao
1.Hovaténbénhnhan:........................................... Tudi......nam, nif
Piachii....... Dantoc..oooe
Can nang:.......coeeeeee.. Tién sur di dng:

2. Chan doan: - Bénh chinh (do dliing thusc).........c.ococveiiereinniinnns
- Bi¢u hién cia phan ing ¢6 hai(ADR) ..o,

Noi gui bdo cdo: Bénh vién, phong khim tu, clra hang dugc, bdc si, cd nhan (ghi

3. Mo ta chi tiét dién bién lam sang, can lam sang (néu ¢6) (sau ding thudc bao
nhiéu lau thi xay ra phan img thude? Mo ta thir tu dién bién cdc triéu chimg theo thdi gian).

4. Thuoce da sir dung: (Ghi day du cdc thude dé sir dung, khong chi ghi thudc nghi ngd
2ay ADR)

Tén thudc Ligu ding LZ?:QQ;EEC-?: - Ngi cung
da sdr dung ] i {ng san Ly do
(Ghi ca tén Thgoc S:? Lidu S6 I1an Buang | Ngay | Ngay xuat chi
L gcvaten | 3 4 WO} HEY T gingtrong | U9 | gia | gio R dinh
thuang pom ac 1":'39 ngay, tuan bat két . thuoc
mai) 9 nggg an , thang dju | thuc | -Handung

5. Lan phan tng tha: Xay ra phan tng lic  gid ngdy thing nam
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A- Khi ngimg thuéc; Moi_' Ii_én quan dén cac phan {ng | Y ‘ kién Kién C.gia
thudc: Pvi

1- C6 tién bd 1- Chac chén (Certain):

2. Khéng tién bé 2- Cé kha nang (Probable);

3- Phai didu tri tich cuc 3- C6 thé (Possible):
4- Khang chac chin (Unlikely):

B - N&u tai st dung thudc:

1- Céc triéu chiing ci nhic lai Y ki&n cla chuyén gia thim dinh:

2- Triéu chimg mdi xay ra {Phan danh riéng cho cac chuyén gia thdm dinh cla Trung

‘ tam ADR)
C - Hau qua:

1- Khéi khéng di chiing:
2- Khai ¢6 di chimg:
3- Chua khéi:
4- Chél vi phan ing:
Ngay gid chét:
5- Chét ¢4 thé do thudc:
6- Chét khéng lién quan dén thudc:
7- Khéng biét:

7. Binh luan
Ngudi bdo cdo

Chy ky

“Trung tam theo doi phdn img cé hai cida thuéc (ADR) - Cuc Qudn Iy Duoc Viét Nam,
1384 Gidng Vo Ha Néi
Dién thoai: (04) 7.365.077
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Chuong 6

DI UNG THUOC

MUC TIEU
1. Trinh bay ditoc dinh nghia, phdn loat di ting thudc.
2. Li¢r ké diroe ba nhém thuoce thiong ding trong diéu tri di img thuéc va néu co
ché' diéw tri di tmg thude ciia moi nhom.
3. Liét ké dugce 5 nguyén tdc xut iri khi gdp di ing thuéce
4. Néu duoe 3 viée can lam dé xit tri séc phdn vé.

5. Neéu duge cde bién phdp cdn lam dé phong irdnh di itng thuoc.

NOI DUNG

Di img thude (DUT) 1a mét kifu di tng ma tac nhén gay ra 1a thudc véi hiu qua la
cac phan ung, cic hoi ching xudt hién trong hoac sau qud trinh st dung thudc, anh hudng
16i sttc khoé hodc de doa tinh mang ngudi bénh.

Nhitng ndm gdn diy do nén kinh t& thi rudng tdc dong, thudc chita bénh nhip
vio nudc ta ngay cang nhiéu, viéc quan 1y thudc khong chat ché, viéc st dung thudc
khong dung chi dinh da dua dén hau qua nghiém trong, tham chi tir vong, rong dé cé
nguyén nhan do di tng thudc.

Chuyén dé nay s& trinh bay nhitng kién thitc co ban vé dinh nghia, phan loai di
tng thudc, cde nguyén tac xur trf va céc bién phdp du phong nhim han ché cdc trudng
hop di tng thude.

1. DINH NGHIA VA PHAN LOAI D] UNG THUOC
1.1. Binh nghia
Theo Tir dién bach khoa Duoc hoc:

"Dj Ung thudc la mét loai phan img phu cida thudc xdy ra théng qua
hé mién dich cha ca the"

Di ting thudc ¢6 nhitng biéu hién dac trung cha phan {ing di ting vdi tinh da dang
va khéng phu thuée vao liéu lugng thude. Do ban chilt 1a phan dng di ing nén bao gid
cling can c6 thoi gian “cam dng” trude, goi la thdi gian 07

DUT thudng do cdc phan it thudc ¢é cdu tric phan tit 16n va ¢é tinh khing
nguyén nhu cdc thude ¢6 ban chat 1a polypeptid, polysaccharid...

Ciing c6 thé phan tif thudc chi déng vai trd mot “hapten” va chi hinh thanh khing
nguyén khi gdn vdi protein trong co thé,
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Ciing ¢6 truong hgp DUT khong phai do chinh phan tir thuéc gay ra ma do tic
dong cta phén tir thue gay bi€n dang cdu tric protein noi sinh, tao thanh chat la clia
co thé hoiac DUT do céc chat lan vao thuéc khi thudc khong tinh khiét, thuong gap véi
céc thude cé nguon goc tir phu tang dong vat (hormon tang trudng, hormon tuyén giap
trang...) hoac 1a ché pham chiét xudt tir méi trudng nudi cay (cdc khang sinh).

1.2. Phan loai

C6 nhiéu cach phan loai vé di mg thudc, dudi day ching t6i gidi thiéu 2 cich
phén loai:
1.2.1. Can curvao téc do xuét hién cdc phan ung di ung:

— Phan g di itng cdp tinh:

Xuat hién trong vong mot gid sau khi dung thude, bao gébm: séc phan vé, may day
cép, phu Quincke, con hen phé€ quan, thi€u mau dung huyét cap, gidm bach céu hat.

— Phdan itng di itng ban cdp:

Xuat hién trong ngay dau sau khi dung thuéc, gédm c6: ching mat bach cdu va
gidm ti€u cdu, ngoai ban sidn hat...

— Phan itmg di itng muon:

Xuat hién trong vong vai ngay hoac vai tudn sau khi dang thudc, 1a nhiing phan
ing ki€u bénh huyét thanh, viém mach di (ng va ban xuat huyét, cac qua trinh viém
trong cdc khdp va hach bach huyét, & néi tang khic (viém gan di ing, viém than...).
1.2.2. Dua trén co ché cua qud trinh mién dich

(theo phan loai cua Gell va Coombs)
Theo cach phan loai nay, cac phan tng di tng thu6c duoc chia thanh 4 typ:
— Typ I: Phdn iing kiéu phdn vé (anaphylactic):

Khang nguyén

Hat mast

Hinh 6.1: Co ché phan (ing kiéu phan vé (Typ 1)
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Phin tng ki€u phan vé 12 nhimg phan tng thong qua khang thé IgE. Day 12 loai
phan ttng nhanh, thoi gian O khoang 24h nén con goi 13 phan ng qua man wic thi.
Phan tng c6 thé xuél hién d dudng tiéu hod (viém miéng, 1udi, ia chay, xudt huyét tieu
hod), trén duong ho hap (viém mii, hen), da (may day, viém da tréc vay, ngita sin),
urén mach mau (choang phan vé, truy mach).

— Typ li: Phdn ving doc 16 bao (cytotoxic reactions):

La nhiing phdn tdng qua trung gian khéng thé IgG va IgM, phitc hgp khédng
nguyén (KN) - khdng thé (KT) gay hoat hod hé thong bd thé va 1am v t€ bao. M6 dich
la cac t&€ bao mdu.

Vidu:

Thi€éu mdu do tan mdu khi ding primaquin, thi€u miu ty mién do alpha-

methyldopa, ban xuat huyét gidm ti€n cdu do quinidin, gidm bach cdu hat hodc gidm
toan thé huyét cdu khi diing co-trimoxazol...

Khang thé
Thu thé Fe

Té bao K

Khang thé

( BG thé >>

Su phan huy t& bao vdi
suf tham gia cla bd thé

Hinh 6.2. Cd ché phan (ng doc t& bao (Typ 1)

— Typ HI: Phdn itng phitc hop mién dich (immune complex reactions)

La nhitng phan dng qua trung gian khdng thé IgG. Phiic hgp mién dich dvogc tao
thanh do su két hop clia KN-KT, lang dong & néi mé mach mdu va gay cdc biéu hién
lam sang tuy theo vi tri tén thuong:

Mang tim: viém mang tim

- Mang phdi: viem mang phoi
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— Da: luput ban d6, viém da, xo cling bi
Khdp: viém da khdp dang thip
- Mao mach: viém mach mién dich (vi du hoi ching Stevens-Johson)

Vi du: vé thude gay phan tng typ Il 1a cdc khang sinh nhém beta-lactam, cdc dan
chat sulfonamid. streptomycin, mot s6 thude chdng dong kinh...

Su l&ng dong cac O

phirc hgp mién dich

:@O
S
O

O
Khéng thé :@
O
f Khang

nguyén

. S
Bach cau
da nhan '

Mé 'ﬂ—"O

Thanh mach

Hinh 6.3. Cg ché phan (mg phitc hgp mién dich (Typ (1)

- Typ IV: Phdn itng mudn qua trung gian 1€ bao (cell-mediated, delayed
reactions ).

Loai nay xay ra thong qua trung gian (& bao lympho T. Lympho bao T da dugc cdm
tng ti¢p xic véi khang nguyén dac hiéu, o ra tdn thuong mién dich do tic dung doc truc
tiep hoac thong qua su gidi phéng lymphokin/cytokin khi ti€p xiic véi khdang nguyén, tao
ra phan déng viém tai chd, gay tén thuong 16 chic.

Biéu hién ldm sang: viem da di vmg, viem da ti€p xiic, chim hod, sdn ngta, u hat.

Thuoc gay di itng thiomg gdp la: céc dan chat sulfonamid, din chat phenothiazin,
streptomycin, cdc tetracyclin, cac penicillin...
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(O Khang nguyén

Q0O

e
4 I

Cac chat trung
gian hoda hoc

Cac lymphokin

Hoat hoa dai thuc bao
Hinh 6.4: Ca ché phan ing mudn qua trung gian t& bao (Typ IV)

Cidc bi€u hién lam sang cia dj dng thudc rit da dang, mot thude ¢6 thé gay nhiéu
tri¢u chung 1am sang va nguge lai, cdc thude khdc nhau c6 thé gay cling mot triéu
ching lam siang; mat khédc bicu hién lam sang cha di tng thudc véi céc trang théi di
ing khong phai do thude (do thuc phdm, do hod chat, do bui nha, phén hoa...) ciling rdt
kho phan bi¢t. Nhimg bi€u hién cha di tng duge trinh bay & phéin phu luc cudi bai.

2. CAC NHOM THUOC SU DUNG TRONG DIEU TRI D] UNG THUGC

Thude dung trong diéu tri Khi gap di ing thuéc chi 1a mét bién phap bdi vi trong
nhi¢u trudng hop, tinh mang bénh nhan ¢6 thé bj de doa nghiem trong do1 hoi phii tién
hanh ngay cic bién phdp hé trg khdc can thiét theo tinh chét riéng biét clia tung loal
trieu chitng. Hon nita chinh bdn than thuéc sit dung dé€ diéu tri di Gng thuse ciing ¢6
thé gay ra dj tng, do dé viée sir dung thuse lic nay gap rat nhi¢u khé khan dodi héi
ngudi thdy thude phai rat than trong; chinh vi vay vai trd tu van cla duge si lam sang
trong truong hop nay 1a rdl quan trong.

Trong phén nay chiing t6i chi gidi thiéu 3 nhém thudc thudng dung nhit trong
moi loai di iing thuoc,

2.1. Corticoid

Corticoid 13 nhém thude sk dung nhiéu trong di tng thudc nhd tic dung iic ché
cac phan dng mién dich (von 1a ban chat cia di ing thudc). Ngoai ra, kha nang chong
viém manh cua corticoid ciing rit cin cho céc trudng hop viém cap de doa tinh mang
nhu phtt Quinck thanh quan din dén nghén tic dutsmg ho hap.

Trong di€u tri s6c phan v¢, corticoid c6 gia tri ngan ngira phén tng gui min

mudn (tic dung cham) nhung bao gid ciing phai tiém, cang sém cang 16t ngay sau khi
tiem adrenalin d€ ngan chan tinh trang bénh tién trién xau hon.
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Thude thudng duge st dung 1a hydrocortison natri succinat, tiém tinh mach. Cac
dang corticoid khac dugc st dung trong diéu tri DUT dugc trinh bay trong bang 6.1.

Bang 6.1. Cac dang corticoid thudng st dung trong diéu tri di {mg thuéc

Puang dung thudc Tén thudc (Biét dudc)
Methylprednisolon Solumedrol
Mazipredon” Depersolon
Tiém Hydrocortison
Prednisclon
Prednisolon
Udng Methylprednisolon Medrof
Beclomethasone Becotid
Khi dung Budesonid Pulmicort

2.2. Khang histamin H1

’Irong qua trinh xdy ra di ing, histamin 12 mét trong nhi€u chat trung gian hod
hoc dugc san sinh va gay ra cdc triéu chimg tai nhiéu co quan, 16 chic trong co the;
chinh vi vay vai trd bao vé cta céc khang histamin la rat quan trong. Hi¢u qua cia
khdng histamin tuy thudc trang thai di tng mi né gay ra: mot s& biéu hién nhu phi né
vi nglra thuong dé duge kiém sodt, tuy nhién, mot s6 tricu chimg khdc nhu ha huyét
dp. co that phe quan thi hiéu qua rat han ché.

Céic khdng histamin HI 13 nhiing thuéc cé tdc dung t6t nhét trong cdc phan dng
dj 1tng cdp tinh biéu hién bdi cdc trieu ching nhir s6 mii, not ban do, viem mo lién ket
Tuy nhién, tac dung cua ching chi dimg lai & mitc kim ham sy téc dong cua histamin
gdy ra bdi phan dng két hop gitia khdng nguyén va khing thé.

Sac phan vé, viem mao mach xay ra tai khi quan vdi hién tugng phlt Quinck ¢o
thé dan dén tir vong, nguyén nhén do cdc chét trung gian hod hoc khdc histamin dong
vai trd quan trong thi phdc d6 diéu tri chi yéu la epinephrin con cdc khdng histamin
chi ¢é.tac dung hé trg.

Viem mao mach di dng ciing dap tng t&t i vdi phic d6 dung cdc thude khing
histamin HI, tuy nhién trong trudng hop ndy vai trd quan trong lai thugc vé
cp:nephrm dac biét la trong cédc {rl.r(mg hop nguy hiém dén tinh mang lién quan dén
phé quan, & day cd thé 1a hop 1y néu dung thém mot thude khiang HI bang dudmg tiém
tinh mach.

Khang H1 con cho két qua diéu tri t6t & nhiéu bénh nhan viém da biéu bi, viém
da tiép xiic do thudc mic di trong céc trudng hgp nay cic corticosteroid ding ngoai ¢6
tic dung 16t hon.

Cic thudc khang HI ¢6 tic dung v6i cac biéu hién may day va phil né do bénh
huyét thanh nhung khong giai quyét duge céc triéu ching sét v dau khdp, lic nay
phai dung cac NSAID.
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Bang 6.2. Cac thudc khang histamin H1 dung trong didu tri di (mg thudc

Liéu ngudi I8n

B dai tac dung

Tén thudc Biét dugc -
' (mg) {gid)
Thé hé 1
Ethanolamin
Carbinoxamin Clistin 4-8 3-6
Clemastin Tavist 1,34-2,68 12-24
Dimenhydrinat Dramanmine 50 4-6
Diphenhydramin Benadry! 25-50 4-8
Ethvlenediamin
Pyrilamin Neoantergan 25-50 4-6
Tripelennamin PBZ 25-50 4-6
Piperazin
Cyelizin Marezine 50 4-6
Meclozin Antivert 25-50 12-24
Hydroxyzin Atarax 25-100 12-24
Alkviamin
Brompheniramin Dimetane 8-12 4-6
i Clorpheniramin Chiotrimeton 8-10 4-6
; Phenothiacin
Promethazin Phenergan 10-25 4-6
| Thé hg 2
Alkvlamin
Acrivastin Semprex-D 8 6-8
Piperazin
Cetirizin 5-10 12-24
Piperidin
Astemizol Hismanal 10 >24
Levocabastin Levophta 1 giot 16-24
Loratadin Clarityn 10 24
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Bai vi cdc thude nay ttc ché cdc roi loan da do di tng, ching phai duge nging
triecie khi x€t nghiém da dé kiém tra di dng.

Can luu y 1a cde dang thude khing H1 diing ngodi cling ¢é kha nang gay viém da
di ang.

Cic thude khang H1 c6 thé sl dung dé diéu tri du phong khi s&t dung mét thude ma
bigt trudic 1a s giai phong histamin vi thuée ¢é thé 1am giam nhe dugc céc triéu chimg.

Tat ca cac khidng histamin thé hé 1 déu ¢6 tic dung tc ché than kinh trung uong,
an than nhe va con duge dang dé chong say tiu xe.

Nhitng chat khang histamin thé hé 2 it qua hang rdo mdu ndo nén it ¢d tac dung
an than.

Ngoai 2 nhém thude trén, rdt nhiéu thudc duge sir dung trong diéu tri di dng
thudc tuy theo tricu chimg bénh 1¥ ma thude dé gay ra.

Viéc diéu tri cic triéu ching cling rdt quan trong trong didu tri di tng thudc, dic
bi¢t doi voi nhitng trudng hop di ung nang nhu séc phan vé; nhitng trudng hop nhu vy
thi cic bién phdp hoi sifc ¢ap ciiu. cdc thude trg tim, dich truyén... la vo clng can thiét;
con véi cde truong hop Stevens - Johnson va Lyell thi ngoai viéc truyén dich, cic chim
so¢ ho 1y doi vai da gidng nhu doi voi nhiing trudng hop bong nang lai rdt quan trong.
Vitamin, dac biét 1a vitamin C cling la thudc hay dugc dang.

2.3. Adrenalin va nor-adrenalin

Pay 1a nhitng thudc ¢6 tic dung kich thich hau hach giao cam. Adrenalin tic
dung cd lén thu thé alpha va beta nén vira kich thich hoat dong cla tim lai vira gay co
mach ¢on nor-adrenalin chi tic dung lén thu thé alpha nén tdc dung chil yéu trén mach
mau gay co mach.

2.3.1. Adrenalin (epinephrin)
Chi dinh. S6¢ phan vé, phil mach, héi sic tim mach.

Than trong: Tang nang tuyén gidp, ddi thao dudng, thiu mdu cuc bd co tim,
tang huy¢t dp, ngudi cao tudi.

Tuonyg tde thuoc:

Ngudi bi phan vé nang dang diung thudc chen beta khéng chon lgc (thi du
propranolol) ¢é thé khong dép dng vdi adrenalin, lic nay thudc thay thé cé thé 1a thudc
kich thich chon loc thu thé beta 1. thi du: salbutamol.

Nguti dang ding thudc chdng trdm cam ba vong dé bi tic dung khong mong
mudn toan nhip tim, do d6 phai ding adrenalin liéu thap hon nhiéu liéu thong thudng.

Liéu hong va cdach diing

Adrenalin tiém bap hap thu nhanh hon tiém dudi da trong sGc phan vé. Tiém tinh
mach chi danh cho truong hop 61 cap.
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Bang 6.3. Liéu dung adrenalin dung dich 1/1000

Tudi Thé tich adrenalin (1mg/mi)
Dudi 1 tudi 0,05 ml
1 tudi 0,1 mi
2 tudi 0,2 ml
3 -4 tudi . 0,3mi
5w 0.4 mi
6-12 tudi 0,5 mi
Ngugi [an 05-1 ml

Liéu adrenalin tiém bép 1ip lai cach nhau 10 phut, tuy theo mifc huyét 4p va mach
cho t6i khi d6. Chi tiém timh mach khi bénh rat nang, hodc nghi ngd hap thu cham khi
tiém béap. Tiém tinh mach cham véi lidu 500 microgam (5 ml dung dich 1/10.000) véi t6c
d¢ 100 microgam/kg (1 mg dung dich 1/10.000) méi phiit, ngimg khi di dat két qua mong
muon. Tré em ¢6 thé cho liéu 10 microgam/kg (0,1 ml dung dich 1/10.000) tiém tinh
mach trong vaj phit. Can chii y ding ding ndng d6. Trong bd cap ciu, 2 loai dung dich
1:1000 va 1:10.000 phai d€ riéng rg, ghi 16 dé tranh nham lan.

2.3.2. Nor-adrenalin (nor-epinephrin)

Chat nay rat it anh hudng trén tim, chi yéu gdy co mach nén lam tang huyét ap;
tiac dung tang huyét 4p manh hon adrenalin khoang 1,5 1ldn. Khéng c6 tic dung trén
phé quan vi khong tic dung trén thy thé beta-2.

Dudng dua thuéc la truyén tinh mach. Khong duge tiém bip hoic tiem dudi da vi
gy co mach kéo dai lam hoai tir ché tiém.
2.4. Thuéc khac
- Céc thudc khang thu thé histamin H2 ciing dugc diing néu huyét 4p ha tré lai:
cimetidin 300 mg hoac ranitidin 50 mg tiém tinh mach trong 3-5 phuit.

— Néu bénh nhan 1a ngudi 16n bi s6c phan vé do ding thudc chen thy thé beta:
Ti€m tinh mach atropin (0,5 mg) méi 5 phit hodc isopreterenol (isoprenalin)
2-20 pg/phut cho dén khi mach trén 60 lan/phiit hoic glucagon 0,5 mg/kg
tiém ngay, sau dé ti€p tuc truyén 0,07 mg/kg/gid.

3. NGUYEN TAC XU TRi VA CAC BIEN PHAP PHONG TRANH DI UNG THUGC
3.1. Nguyén tic x{ tri

(1). Loai bo ngay thude gay di img néu dang dung.

(2). X1 tri céc triéu chiing tuy trudng hop: thudc trg tim- mach, ho hap, chdng di
ing, gidm mién dich... nhu da néu trén tuy trudng hop.

(3). Tang cudng chitc nang gan than bang cdch truyén dich hoac cédc thudc phit hop.
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(4). Chong bdi nhiém néu ¢6 (phai hu ¥ chon nhém khdng sinh an toan, it gay di ing).

(5). Nang dd stic khoé cho bénh nhan (cung cap dinh dudng, bao dam than nhiét,
vé sinh ca nhan...).

3.2. Nhitng viéc c¢an lam dé xit tri séc phan vé
3.2.1. Phuc héi ngay cdc chuc ndng séng

Giam sdt chic nang séng (néu cé thé phai 1am lién tyc trong sudt qud trinh diéu
tri). Bénh nhan dugc dé & tr thé nam, ddu thip va ké cao chan.

116 hdp: Bao ddm thong khi dudng ho hap bing cich md& thong khi quan hodc ho
hap nhan tao, cho th& oxy tuy tinh trang bénh. Néu bi co that khi quan, dung
aminophylin.

Hoi site tim mach. adrenalin 13 thudc chi lyc. Thudng dung tiém dudi da hoac
tiem bap dung dich 1:1000 0,3-0,5 ml cho ngudi 16n va 0,01 ml/kg cho tré em. Néu
dung duong tinh mach thi ding dung dich 1/10.000. Néu ngudi bénh dang dung thudc
chen beta, thi thay adrenalin bang salbutamol hoic isoprenalin (kich thich ca thu thé
beta-1 va beta-2). Néu tut huyét dp, noradrenalin dugc truyén tinh mach dé duy tri
huyét dp; sau dé c6 thé truyén tinh mach dopamin dé tang cudng hoat dong cua tim.
Truyén dich NaCl 0,9%, Ringer lactat hoic dung dich keo nhu albumin 5%,
hetastarch 4%... cling rit quan trong.

3.2.2. Ngan can su tham nhép tiép tuc cta khang nguyén vao co thé

Khing nguyén & day 1 thudc gay phan Gng. Phan ung phan vé cé thé gap vdi
moi dudng dua thudc nhung dudng tiém thudng nguy hiém hon. Néu thuéc ding
dudng tiém thi phai lam cham su tham nhép cia thude vao mdu bang céch dat garo gén
chd tiém (ndi long sau ting khodng 10-15 phiit) va sau dé ¢6 thé tiém adrenalin vao
ngay vét tiém cia thudc di gdy phan img néu dudng dung trudc dé 1a tiém bip hoac
dudi da (adrenatin dung dich nuée 1:1000, tiém 0,15-0,25 ml cho ngudi 16n va 0,005
ml/kg cho tré em, tiém dudi da). Néu 1a dudng udng thi c6 thé ria da day hodc dung
cac chat hap phu (than hoat).

3.2.3. Ngan chdn phan ung qud man mudn béng corticoid

Hydrocortison sodium succinat 100 mg tiém tinh mach true ti€p, sau d6 ¢ 2 - 4 gio
mot 1an ti€p tuc tiém tinh mach 100 mg pha trong NaCl 0,9%.

Soc phan vé 1a phan tng di tmg thudc nghiém trong nhat, dé dan dén tit vong, do
do6 xt tri s6¢ phan vé cin phai duge coi 14 mot quy trinh bit budc thanh thue & moi co
s¢ diéu tri. XU trf s6c phan vé ngoai adrenalin con cin rdt nhiéu thuéc khéc.

Phan thi€u s6t hay gap khi x{r tri séc phan vé 1a bd qua qué trinh ngin can su
xam nhap cilla thuc vao méu, do d6 sau khi xir tri thanh cong thi thudc lai ti€p tuc vao
mau gay phan dng. Do d6 viéc nam vitng cdc budc ti€n hanh s&€ giup cho viéc diéu tri
thanh céng hon.
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3.3. Cac bién phap phéng tranh di ing thudc

3.3.1. Tuyén truyén su dung thuéc hop Iy an toan cho nguoi dan

Khong tu y dung thude.

Poc k¥ hudng dan st dung trude khi ding.

Khi c6 dau hiéu bat thudng trong khi diing thudc, phai hoi ¥ ki€n cta bac si
hoic dugc si.

Dung thudc ding chi dinh, ding liéu.

3.3.2. Phia nguoi ké don
— Nam viing tién sir di dng, dac biét 1a di tng thudc & ngudi bénh.
— Han ché két hop nhiéu thude.
- Nam viing quy trinh x{ tri khi gap di ¢ng thudc va séc phan ve.
3.3.3. Vdi dugc sildm sang
— Théng bdo day da vé thong tin lién quan dén ADR cla thudc.
— Cung cép thuGc bao dam chét lugng.
~ Hudng din ngudi bénh cch ding va cdc dau hiéu nhén biét di tng thude.
Di tng thuoc 1a mot loai phan itng bat l¢i clia thudc, do d6 cdc nguyén nhan gay

di ing thudc, cdc yéu t6 anh hudng dén sy phat sinh di tng thudc va cdc bién phdp han
ché di ing thudc cé thé tham khéo bai “Céac phén ting b4t loi ciia thude”.

4. KET LUAN

Dj iing thudc 1a mot phéan tng x4y ra bit ngd, kho dy dodn trude, ké ca khi diing
thuée ding. Tuy nhién, viéc nam vimg cdc kién thitc vé thusc (ADR, liéu lugng, cich
dung, twong tdc thudc...) va vé nguoi bénh (co dia di Ung, tién sir ding thuéc, kha ning
chap hanh y Iénh...) s& gép phan quan trong vao viéc han ché tai bién nay.

Theo déi st vigc diing thudc trong bénh vién dé€ ndm viing cac trudng hop gap di
ting thudc s€ gitp cho duge si lam sang loai bo kip thoi cdc 16 thude ¢6 nhiéu nguy co
va thong bdo cho toan bénh vién dé cic béc si diéu tri it kinh nghiém.

Bdo cdo v€ trung tam ADR céc trudng hop di Ung thudc cling 1a viéc phai lam
khéng chi ciia bac si ma ca duge si lam sang.

Néu phdéi hop t6t giita 3 phia: bdc si, duge silam sing va ngudi bénh thi s& gidm
dugc ty 1¢é ciing nhu mufc do nghiém trong cta cdc phan ing do di iing thudc gay ra.
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Phu luc 6.1

CAC TEST DA

1. TEST LAY DA (PRICK - TEST)
1.1. Dat cuong

Test 14y da 12 mét trong nhiing phuong phédp chédn dodn di Ung dac hiéu nhim
phat hién sy man cam cia co thé bang cich dua di nguyén qua da va sau dé ddnh gid
kich thudc, ddc diém cha sdn phd va phan tng viem tai ché. Test 18y da chi dugc tién
hanh trong thoi k¥ lui bénh.

Két qud test 14y da phai xdc dinh dugc di nguyén thir nghiém c¢6 gay man cam
hay khong? Tuy nhién test ldy da duong tinh ciing chua thé ching minh dugc day la
nguyén nhan gay bénh. Sy man cam di nguyén khong phai bao gi¥ ciling x4y ra phan
ing di ing. Di nguyén cho két qué duong tinh trong test 14y da c6 thé coi 13 nguyén
nhéan gay bénh khi k€t hop vdi khai théc tién sit di ing c6 két qua phit hop. Néu khong
¢6 su k€t hop nay va két qua test 1ay da con nghi ngo thi phai tién hanh test kich thich.

Test 14y da 1a mot dang céa phan vng di Gng typ nhanh (typ I) x4y ra khi di
nguyén (thude) k€t hop vai khéng thé di ing IgE bdm trén bé mat t& bao mast & da. Su
két hop nay lam t€ bao bi phan huy, gidi phéng cdc chat trung gian hod hoc
(mediators): histamin, serotonin... chdt tic dung cham cha phan vé SRSA (Slow
Reacting Substance of anaphylaxis)... gy phii né, sdn ngia noi thir test, khi trong co
thé ¢6 khang thé di ting khing lai c4c di nguyeén (thuéc) thi.

Co s¢ cla hién tugng nay 14 tinh trang phii c4p tinh 16p thugng bi va su tang tinh
tham thdu thanh mach. Phan tng niy goi 1a phan ting di Gng typ sén phu, typ may day
hodc typ phan vé.

Trude khi tiém khdng sinh cho ngudi bénh, ngodi viéc khai thic k¥ tién st di ting
vé nhitng thudc da sir dung, viéc thir test 14y da la cdn thiét cho viéc quyét dinh c6
dung loai khang sinh d6 hay khong? Day 1a test don gian, ¢4 d¢ tin cay néu tién hanh
diang k¥ thuit.

Céc loai di nguyén thudng ding dé thir test 14y da la cdc loai thuc khang sinh
dang tiém.
1.2. Cach tién hanh va danh gia két qua
1.2.1. Dung cu

- Kim ldy da

— Thudc do dudng kinh ban sdn

— Bong, c6n sdt triing
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- Panh Kocher
— Bom kim tiém v6 tring vi thudc cdp citu s6c phan vé:
+ Adrenalin 1 mg x 4 dng

+ Depersolon 30 mg x 4 6ng.

1.2.2. Hod chét
- Thuoc khang sinh:
+ Penicilin: pha néng d6 100 Ul
+ Cdc loai khdng sinh khdc: pha lodng 1/10.
— Chting 4m tinh: dung dich NaCl 9%
~ Ching duong tinh: dung dich histamin 0,1 %.
1.2.3. Cach tién hanh
— Sat tring mat trudc trong cang tay bang cén 90°, d€ kho.
— Nho tan lugt cic dung dich: Mdi giot nhé cdch nhau 3 c¢m.
+ Dung dich ching duong tinh histamin 0,1%
+ Dung dich chitng dm tinh NaCl 9%
+ Dung dich thudc cédn thir.
- Dung kim ldy da, dat mili kim xuyén qua I6p thuogng bi réi Idy nhe kim lén.
Chut y: Khong duge dam kim sau gay chay mau. Lau kho giot di nguyén.
Moi giot di nguyén dung mot kim riéng.

- Doc két qua sau 15-20 phiit.
1.2.4. Ddnh gid két qua

Mirc dé phan tng Ky hiéu Biéu hién
Am tinh -) Gidng chitng am tinh
Duong tinh nhe + Pudng kinh ban sén 3-5mm
Duong tinh vita ++ Pudng kinh ban sdn 5-8mm
Duong tinh manh +++ Pudng kinh ban sin 8-12mm, c¢6 chan gia
Duang tinh rat manh 4+t Puong kinh ban s&n trén 12 mm, c6 nhiéu chan gia

Néu duong tinh 1+ tr 1én ta khéng ¢6 chi dinh ding thudc khéng sinh dé.
1.3. Chi djnh va chéng chi dinh cla test 13y da
1.3.1. Chi dinh

- Trudc khi tiém thudc khang sinh.

- Ngoai ra con ding dé€ xdc dinh di nguyén gay bénh di ¢ng: hen phé€ quan, may
day, phu Quincke, viém miii...
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1.3.2. Chéng chi dinh
~ Dang ¢6 con di tng cp tinh: hen phé& quén, di dmg thude, may day, hdi ching
Stevens - Johnson, Lyell...
— Trong tién sir di tng véi thudc cin thir.
— Phu nit ¢6 thai
— DPang méc cdc bénh suy tim, gan, thin v.v.

- DPang diing thudc corticoid, cdc khiang histamin téng hop.

2. TEST AP (PATCH TEST)

Ap dung trong cdc bénh di ttng da khéng cé tén thuong. Di nguyén 1a céc chat
hod hoc khdc nhau, ké ca thudc. Test ndy tién hanh don gian bing céch tim di nguyén
vao miéng gac ¢6 dién tich lem?® va dp vio da ving bd vai, bung hodc lung, ¢6 dinh
béng bing dinh. K&t qua duge doc sau 20 phiit, 5-6 gid hoac [-2 ngay.

3. TEST RACH BI

Nho nhiing giot di nguyén khic nhau 1én mit trude trong cang tay, méi giot cich
nhau 2-3 cm, sau d6 diing kim 14y da hodc dao rach nhe sao cho chi gay tén thuong
16p biéu bi va khong 1am t8n thuong mao mach (Pay cling 13 co s& tién hanh test 14y
da). Test nay duoc dp dung trong céc trudng hop nghi ¢ phéan tng di (ing typ phan vé
nhu hen phé& quan, viem miii xoang di ing, phit Quincke, may day. Két quéa nay duge
ddnh gia sau 15-20 phut.

4. TEST NOI BI

Di nguyén dugc tiém vao trong da & mit trudc trong cang tay bing bom tiém
tuberculin méi ldn tiém 0,1- 0,2 ml dung dich di nguyén. Di nguyén diing thif test néi
bi ¢6 néng do thdp hon test 1y da. Test noi bi ding d€ phat hién su mén cam véi céc
di nguyén vi khudn, ndm mdc.
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Phu luc 6.2

DANH MUC THUOC DE GAY D] UNG
CAN THEO DOI KHI TIEM THUOC

1. Khang sinh

Penicllin G Kanamycin

Ampicilin Gentamicin

Amoxicilin Tetracyclin

Cac Cephalosporin Oxytetracyclin

Streptomycin Trimetoprim/suifamethoxazol
2.Vitamin

Vitamin B,, Vitamin C, Vitamin B,,

3. Thudc khang viém khdng steroid

Aspirin va cac salicylat

4. Thudc gay té, gay ngu, dan co

Novocain, thiopental, vecuronium, atracurium

4. Mot s& ndi tiét to
Insulin, ACTH

5. Dung dich truyén

Dextran, dam.

6. Mot so vaccin va huyét thanh
Khang ddc 16 bach hau, udn van.

7. Cac chat can quang cé iod

lopamido!, Lipiodol, Metrizamid
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Chuong 7

THONG TIN THUGC

MUC TIEU

1. Liét ké dwgec mét 56 cdch phdn loai thong tin thudc.
2. Ligt ké dutgc nhitng ndi dung thong tin thuéc cho bénh nhan va cho cdn bo y €.

3. Phdn tich dugc cdc bide can lam nhém thiét Idp mét quy trink thong tin thudc
cé hiéu qud.

NOI DUNG

Trén the gidi, thuat ngit "Thong tin thuéc” (TTT) bat ddu ducgc dé cap nhiéu vio
nhitng nam dau caa thap ky 60. "Thong tin thuéc” ¢6 thé hiéu mot cich don gian 1a cdc
théng tin gén lién véi thude, cdc thong tin nay thudng dude in trong cac tai liéu tham
khao hay con goi 1a cic ngudn thong tin. Tuy nhién, dé hiéu 15 khéai niém vé "Théng
fin thudc”, thuong phdi dat thuat ngit ndy vao trong cic ngit canh cu thé, di kém véi
cac thuat ngir khac nhu:

— Chuyén gia/ dugc sif ngudi cung cap

— Trung tam/ dich vy/ thuc hanh

— Chirc nang/ k¥ nang

Nhém cdc khdi niém dau tién dé cap dén vai trd cla cdc cd nhan lam céng tic
théng tin thuéc, nhém khéi niém thi hai chi trong vao cdc dia diém dién ra hoat dong
thong tin thudc, con nhém khéi niém thit ba lién quan dén nang lyc théng tin thudc.

Hién nay, véi thyc t€ v6 cing da dang va phitc tap cha céc thusc diéu tri cling
nhu céc 1ai li¢u lién quan dén thude, thuat nglr "Thong tin thudc” thudng duoc gan lién
vOl cdc khdi niém "Trung tdm théng tin thudc” va "Chuyén gia thong tin thude”, c6
nghia 12 néi dé€n thong tin thude 1a ndi dén vai trd chuyén moén hod cia ngudi duge si
cling nhit noi dén mot hé thong thong tin hoat dong vdi cdc chife trach chuyén biét.

Su phit trién cha c4c trung tam thong tin thuéc va cic chuyén gia thong tin thusce
1a diém khoi ddu ciia khdi niém Dugc 1am sang, dat nén ting dé cdc duge si chia sé
trach nhiém vdi céc bdc si trong viéc st dung thudc cho bénh nhan.

1. PHAN LOAI THONG TIN THUBC

C5 nhi€u cdch phan loai thong tin khic nhau, sau day 1a mot s6 cich phan loai
hay dugc ap dung:
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1.1. Phan loai théng tin theo ddi tugng dudgc thdong tin
1.1.1. Théng tin cho cdn b6 y té

Cho ca nhan:
+ Thay thuoc ké don.
+ Y td diéu dudng.
+ Dugc si bénh vién, cira hang.
+ Ngudi ban thudc.
Cho mot t6 chic:
+ Hoi déng thudc va diéu tri
+ Bdo hiém y t€

1.1.2. Théng tin cho ngudi strdung

1.2.P

Bénh nhan. ngut dung thudc.
Nhéan dan, ngudi tiéu dung thuéc.

han loai thong tin theo ndi dung chuyén biét cua théng tin

1.2.1. Cdc théng tin lién quan dén déc tinh va cdch st dung cua thudc

Thong tin lién quan dén dang bao ché va sinh khéd dung ciia thude
Thong tin vé dudc luc hoc

Thong tin vé duge dong hoc

Thong tin vé ddnh gid sit dung, lya chon thude

Thong tin vé huéng dén sir dung thudc (ch€ do liéu, phic d6 diéu tri, lru ¥
khi dung...)

Thong tin vé ADR, vé doc tinh cla thude

Thong tin vé tdc dung gay quai thai, dot bién...

Thong tin v€ st dung thudc cho cdc déi tegng dic biét
Théng tin vé d6 6n dinh, tinh tweng Ky clGa thuée
Thong tin vé tuong tac thudc

1.2.2. Cdc thong tin vé ludt, chinh sdch y té, s6 dang ky...
1.2.3. Théng tin vé gid ca

1.3. Phén loai théng tin theo ngudn thong tin

Nguén thong tin thudng duge chia thinh ba loai: ngudn thong tin thif nhat,
ngudn théng tin thit hai va ngudn thong tin thd ba. Viéc phan loai nay dua vio ngudn
goc, thanh phin va chlic ning clia thong tin.
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1.3.1. Ngudn théng tin thir nhét

L& cdc bai bdo, cong trinh g&c dang tai day du trén cdc tap chi hodc dua lén
mang Internet, cac bdo cdo chuyén mon, khod luan t6t nghiép clia sinh vién, sé tay
phong thi nghiém... Cic thong tin nay thudng do tic gia cong b cac két qua nghién
citu cua minh ma khong ¢6 su can thiép, danh gid cta bén thi hai. Khi sir dung ngudn
thong tin thit nhat, ngudi sir dung thong tin cé thé xdc dinh duge phuong phap nghién
ctiu, két qua nghién ciu va cdc két luan cu thé ma tdc gia dat duoc. Hién nay, ngudn
thong tin thit nhat dang phét trién rit manh mé; trén thé gigi ¢é trén 20.000 tap chi y
sinh hoc ¢6 tén tudi dugc xuat ban hang nam, chua ké cdc thong tin dugc cong bs dudi
dang bdo cdo khoa hoc hay dua lén mang...

1.3.2. Nguodn thong tin thir hai

Bao goém hé thdng muc luc cdc thong tin hodc cdc bai tém tat cua cdc thong tin
thudc ngudn thong tin thi nhat, duge sap x&p theo cac chii dé€ nhat dinh. Khi mudn tim
hiéu mot van dé cu thé, ngudi sir dung ¢ thé tham khao ngudn thong tin thit hai dé cé
duge mot danh muc cdc thong tin ¢6 lién quan hoac ¢é thé doc tém tat cac thong tin
cung chi dé véi van dé minh quan tam. Nhu vay ngudn théng tin thi hai gidp ngudi st
dung 1i€p can van dé mét cach toan dién hon, nhung khi muén hiéu diy dt mot thong
tin cu thé nao d6, ngudi sit dung s& phai quay lai nguén thong tin ban ddu. Hién nay,
di c6 cdc nguodn thong tin thit hai fuu trit trong CD-ROM hoac dira 1én mang Internet,
gilip ngudsi sir dung tim thong tin dé dang va nhanh chéng hon.

1.3.3. Ngudn théng tin thu ba

La céc thong tin duge xay dung bing cdch téng hop cdc théng tin tr hai ngudn
thong tin trén. Tdc gid clla ngudn thong tin thi ba thudng 1a cac chuyén gia vé thudc
trong mot linh vuc nao dé; tir cdc kién thitc chuyén siu trong linh vuc d6 ho sé€ phan
tich tdng hop céc thong tin lién quan dé dua ra thong tin mang tinh khdi quat vé mot
van dé. Cdc thong tin thudc ngudn thong tin thit ba thudng duge cong bd dudi dang
sach gido khoa, cdc ban huéng dan diéu tri chuén... Ngudi sir dung phan 16n khai thic
ngudn thong tin nay vi cdc thong tin thudng ngéan gon, siic tich va d¢ khai quat hod cao
(do di dugc x1t 1y bdi cdc chuyén gia). Tuy nhién, nhuoc di€ém cha nguén thong tin thit
ba Ia tinh cap nhat kém, do tin ¢4y phu thudc vao nang luc cla tic gia (vi ¢ thé cé sai
s6t do thanh kién cla riéng tdc gia, sai s6t trong qud trinh chuyén tai thong tin hodc do
tac gia khong tap hop duge ddy di cdc thong tin ban ddu ¢6 lién quan hay ddnh gia sai
léch cdc théng tin nay...) va cling nhu khi sir dung ngudn thong tin thit hai, khi can tim
hi€u chinh xdc mét théng tin cu thé nio d6, ngudi sit dung cé thé phai quay lai nguén
thong tin ban dau.

2. YEU CAU CUA THONG TIN THUOC

2.1. Yéu ciau chung
Mot thong tin thude phai ¢6 ddy da nhitng yéu ciu sau:
- Khich quan
— Chinh xac
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— Trung thuc
— Mang tinh khoa hoc
— R& rang va dit khoat

2.2. Yéu cau vé noi dung

No1 dung théng tin thude phai phi hgp véi déi tuong duge thong tin. Sau day la yéu
ciu va ndi dung cu thé cia thong tin thuéc véi mot s6 doi tuong:

2.2.1. Théng tin thuéec cho cdn bé y té

Thoéng tin thude cung cdp cho cdn bd y t€ phai 1a cac thong tin ¢ ndi dung mang
tinh chuyén sau vé thude. Céc thong tin nay cé thé duge cung cdp dudi nhiéu hinh thitc
nhu cung cap theo yéu cdu bdi cic trung tam thong tin thudc, thong tin qua hdi thao,
bdo cao khoa hoc hodc cac thong tin duge in 4n sdn trong cde tai liéu tham khao hay
dua lén mang d€ cdn bo y & tu khai thic theo nhu céu...

V¢ co ban, thong tin thuée cho can bd y t€ s& bao gdm cic ndi dung sau:

Cdc thong tin chung vé thudc: Céc cdch phan loai thude (danh muc thudc thiét
yeéu, thude khong can don (OTC), thude phai ¢6 don, ma phén loai giai phiu - diéu tri -
hod hoc (ATC), danh muc cdc tén thudc géc, tén thuong mai, thude duge phép luu
hanh, s6 dang ky...).

Co ché tic dung cta thude:

~ DPac tinh duge dong hoc: hap thu, phan b, chuyén hod, thai trir.

~ Cic chi dinh, chéng chi dinh.

— Céch ding, liéu luong.

— Céc phan itng bat 10i (ADR) ¢6 thé x4y ra.

~ DPoc tinh, biéu hién ngd doc, xir iri.

- Tuong tdc va tuong ky cha thudc (thude véi thude, thude véi thic an, véi

nude udng).

-~ Thang bac gid ca...

Trén day méi chi la nhitng thong tin twong d&i "tinh" vé thusc. Hién nay dé dam
bdo yéu cdu sit dung thuéc hop 1y, cdc nhan vién y t& con ¢6 nhu cdu duge cung cap
cdc thong tin mang tinh "déng" - d6 la nhitng thong tin bi€n déi theo thoi gian nhu
thong tin dénh gid hiéu qua va do6 an toan cla cdc thuc mdi (dya vao cdc két qua
nghién ctiu vé thudc duge ti€n hanh béi rat nhiéu cdc nhém nghién cdu tai khip noi
trén thé gidi), thong tin so sdnh gilta cdc thudc hodic nhém thudc khic nhau trong diéu
tri vé moi phuong dién hiéu qua. do an todn, tinh kinh t&... thong tin cap nhat vé céc
phac dé diéu tri va cdc huéng din diéu tri chuén. ..

2.2.2. Théng tin thuéc cho bénh nhan
Khéc véi thong tin thube cho cédn bo y t€, thong tin thudc cho bénh nhan lai cdn
¢6 noi dung ngan gon, dé hiéu vdi cic hinh thiic théng tin don gian, ¢ gang tan dung
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cac phuong tién truyén thoéng sdn ¢6. Muc dich thong tin thudc nham givip cho bénh
nhan hi€u 15 lgi ich va téc hai clia thuéc, tuan tha cic hudng din diéu tri, dam bao
thuc hién st dung thuGe hop 1y va an toan.

Noi dung thong tin thudc cho bénh nhdn thiong bao gém cdc ndi dung sau:

— Tén thudce (tén goc, tén biét duge).

- Tac dung.

- Dang dung, liéu diing, cdch diing.

— Huéng dan st dung cic dang bao ché dic biét.

— Hudng dan quan sét, theo déi cdc triéu chimg khdc la trong khi diung thuée (nhd
k¥ dé theo ddi ti€p cho nhiing l4n ding thudc sau.)

— Nhimg triéu ching cla phan ting khéng mong muén, cach xir tri.
— K¥ nédng tu theo ddi tic dung thude trong qua trinh diéu tri.
— Tuong tic thusc (thudc-thudc, thude-thire pham, thude-nude uéng)

- Cach bao quan luong thudc da mua, duge cap.

3. KY NANG THONG TIN THUOC

Nhu dd trinh bay trong phdn m& ddu, hién nay thong tin thudc khong chi dimg lai
la cac hoat déng tu phat cha duge si ma da trd thanh mot hoat dong mang tinh chat
chuyén mén hod. Chinh vi vay, da ¢6 nhiéu nghién cifu vé k¥ nang thong tin dugce tién
hanh nham thiét lap mot quy trinh thong tin thudc ¢6 hiéu qua. Trong phin nay chiing
to1 s€ trinh bay mét quy trinh théng tin thude dwa trén quy trinh do Host va Kirkwood
dua ra nam 1987 va dén nay vin dugc 4p dung rong rdi. Ty theo timg diéu kién cu thé,
quy trinh ndy c6 thé thay ddi dé van dung cho phli hop va né c6 thé duge sl dung trong
rat nhi€u tinh hudng khéc nhau: tir théng tin thubc ctia duge si tai nha thude cho khéch
hang, thong tin thudc trong bénh vién hay thong tin thudc cta cdc chuyén gia tr van tai
cdc trung tim thong tin thudc,

Vé cd ban, quy trinh nay sé goém cac budc sau:
Budoe 1: Xéc dinh dac di€m cha ngudi yéu cdu thong tin

R& rang néu d6i tugng yéu cau thong tin khic nhau thi ndi dung ciia thong tin tra
1&i s& khac nhau.

Vi du: Mot bdc si chuyén khoa va mot bénh nhén cé thé cling quan tam dén moét
thuéc va ciing dua ra mot cau hodi ban ddu nhu nhau nhung néi dung théng tin tra 10i
lai phai hoan toan khdc nhau phit hgp véi trinh dd chuyén mén cla méi ngudi. Chinh
vi vdy, cong viéc ddu tién clia quy trinh 13 phai x4c dinh duge dac diém cha ngudi yéu
cdu thong tin. Tuy theo timg hoan canh ma c6 thé khai thic cic théng tin c4 nhén khdc
nhau, nhung bao gid ciing phai xdc dinh céc thong tin thiét yéu sau tr ngudi yéu cau
thong tin:
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~ Nghé nghiép, trinh d6 chuyén mon, cdc kién thitc sin c6 vé vin dé yéu cdu
dugc thong tin.

— Teén, tudi, dia chi, s& dién thoai, s& fax, dia chi e-mail... d€ c6 thé lien hé mot
cdch thuin tién nhat,

Budc 2: Thu thap cdc thong tin co ban ¢6 lién quan tir ngudi yéu cdu thong tin

Thuc chat, cdc thong tin co ban ¢é lién quan chinh I cic thong tin d€ tra 1&i chinh
xac cau hoi: "Tai sao khdch hang lai yéu cdu tim kiém thong tin thucc nay?”. Nhu vay,
cédc thong tin d6 di truc ti€p hay gidn ti€p sé quyét dinh noi dung thong tin thudc cdn
tim ki€m. Tuy nhién néu dat tryc ti€p can hoi nhu trén thi da s6 khdch hang sé khong tra
161 duge theo mong muén cha ngudi tim tin. Vi vay, khi ti€p xdc véi ngudi yéu ciu
thong tin, nhiém vu clia ngudi 1am céng tic thong tin thudc khong chi don thudn ghi
nhan céu hoi ban diu clia hg ma con phéi khai thdc mot s6 thong tin lién quan.

D€ ¢6 thé khai thac cdc théng tin lién quan c6 hiéu qua, cé thé tham khio bang
cau hoi chudn dudi day cfia trung tam dich vu thong tin thudc thudc Dai hoc Y va _
Bénh vi¢n Virginia dua ra tir nam 1990.

Bang 7.1. Bang cau hdi chudn trudc khi cung cdp théng tin cho khach hang

TT N@&i dung cau hai

1 | Tén cla nguci yéu cau théng tin

2 | Dia chi va/hoac dién thoai lién lac

3 | Cd quan ho#c dia chi ndi hanh nghé
(néu ngudi yéu cau théng tin la nhan vién y 1&)

4 | M6t s thong tin tham khao nhu: vi tri xa héi, nghé nghiép, hoc vi...

Cac ngudn théng tin thudc ma ho da tham khao

6 | Théng tin thudc yéu cau sé diing cho bénh nhan hay cho nhan vién y t&

7 Chén doén bénh, két qua cac xét nghiém cé lién quan, cic thudc dang diéu tri
ddng thai

8 | Tinh cép thiét cla cau hdi

(ndi cach khac 1a thdi han phai tré I8i thang tin)

Day chi la cdc cau héi co ban chung cho moi d6i tugng. Tuy theo yéu cdu trong
ting hoan canh cu thé, ngudi 1am céng tic tu van thong tin thudc phai dua ra céc cau
héi chuyén biét dé nhan dugc cic thong tin cin thiét.

Bude 3: Xdc dinh va phan loai yéu ciu co ban cia khdch hang

Tir khi hinh thanh hé théng trung tam thong tin thuéc, di cé nhiéu nghién citu
dugc ti€n hanh nham dénh gid hiéu qua ciia hoat dong théng tin. Hién nay thong tin
thudc 1a mot hinh thite dich vu, nén mét trong nhig tiéu chi ddnh gia co ban 12 théng
tin trd 11 c6 ddp vng dugc yéu cdu cita khdch hang hay khong?.
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K&t qué nghién ciru cho thiy, da s& khdch hang khong hai long néu thong tin thudc
chi nham tra 18i cho cau héi ban ddu ma ho dat ra hay néi cach khic van dé ma ho quan
tam khong dimg lai & cau hoi ban ddu cia ho.

Vi du: Mot nghién ctdu duge tién hanh tai trung tdm thong tin thude cia trudng
dai hoc Y thu¢c Bénh vién Virginia cho thdy dén 85% yéu cdu ¢ ban clia ngudi dé
nghi tim théng tin thudc khédc vai ciu hoi ban ddu cta ho. Vi vay, mét k¥ nang co ban
trong quy trinh thong tin thudc 1a phai két hgp giita cau hoi ban dau khach hang dua ra
véi cdc théng tin khai thiac duge trong 2 budc trén dé xdc dinh yéu cdu cd ban cia
khach hang.

Mot vi du don gidn nhu cau hoi ban ddu dua ra 12 "Téi ¢6 thé ditng co-trimoxazol
ditge khdng?” - day la cau hoéi cha moét phy nit ¢6 thai 5 thdang, hién la thu ky van
phong, dang bi viem dutng ti€t niéu dudi va mot nam trude da ting bi tinh trang tuong
tu nhur vay. Don clia 1dn khdm trude duge ké dung co-trimoxazol. Nhu vay yéu cdu cla
khach hang khéng chi dimg lai & cau trd 13i ¢4 hay khong ma van dé quan tam 14 thudc
nao cé thé sit dung doe cho phy nit c6 thai bi viém duong tiét niéu?.

Sau khi di xdc dinh dugc yéu cdu co ban clia khich hang, nhiém vu ti€p theo 1a
phan loai yéu cau nay theo ting nhém ndi dung nhdt dinh. Cach phan nhém ndi dung
thong tin thudc da duoc trinh bay & phéan 1.2.

Budrc 4: Tim ki€m thong tin

Can cit vdo noi dung chuyén biét cia thong tin cin tim ki€m, ngudi lam cong tac
thong tin thude s&€ Iga chon ngudn théng tin thich hop d€ tim ra cdc théng tin ddp \ing
yéu cau.

C6 thé bat dau tir ngudn thong tin thit hai dé tim ra céc tai liéu ¢6 lién quan va
tuy theo yéu cdu cu thé dé ti€p tuc lya chon théng tin tir cdc ngudn tai liéu nay. Tuy
nhién, viéc tim tin s& dugc rut ngan rat nhiéu nhd vao kinh nghiém cta ngudi lam coéng
tic thong tin; lic nay ngudn thong tin thi ba - dic biét 1a h¢ théng sich gido khoa
(textbook) thudng dugce sir dung.

Vi du: Nhu trong bude 3, khich hang yéu cdu thong tin vé co ché tic dung cla

thudc, thudc nhém ndi dung thong tin vé duge luc hoc, ngudi tim tin ¢6 thé khai thac
tlr cdc ngudn sau:

- Trong céc siach duge 1y clia cac trudng dai hoc y - dugce trong nudc

— M0t cudn séch co ban nhat vé duge 1§ hién ¢6 tai cdc thir vien Y-Duoc: “Goodman
and Gilman's Pharmacological Basis of Therapeutics”.

Hién nay, v6i su phét trién cla cong nghé théng tin, ngudi tim tin ¢6 thé khai
thac dugc cac nguodn tai liéu cé chita ndi dung minh tim ki€m mét cdch rdt nhanh
chong va hiéu qua.

Mot nguodn tai liéu tim tin rat phong phd hién c6 tai thu vién Dai hoc Dugc Ha
Néi 12 “Drug Information: A Guide for Pharmacists”, McGraw-Hill Companies, 2001.
Trong tai liéu nay, ngudi tim tin ¢6 thé tra duge cdc tai liéu theo timg ndi dung chuyén
biét (xem Appendix 4-1) hodc tim cédc thong tin dién tir thich hgp (xem Appendix 5)
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Budc 5: Danh gid, phan tich, tdng hop thong tin

Truée khi cung cap thong tin cho khach hang, ngudi 1am céng tic théng tin
thude phai danh giad duge chét luong thong tin vira tim duge trong budc 4.

K¥ nang dédnh gia thong tin 12 mot k¥ nang rat khé, doi hoi phai ¢ kién thirc
chuyén sau vé nhiéu linh vuc trong y duge hoc. Véi sir biing nd thong tin nhu hién nay,
cing mot van dé ¢6 thé ¢6 rat nhiéu thong tin cé lién quan, cdc thong tin ndy c6 thé
giong nhung ciling ¢6 thé khéc, tham chi trdi ngucde nhau. Chinh vi vay cac théng tin
tim ki€m dugc bat buge phai qua phan tich danh gid, sau d6 mdéi t6ng hop thanh ¥ kién
tra 11 dua dén khéch hang.

Buoc 6: Tra 10i thong tin

Tuy theo yéu cau cha khach hang ma thong tin s& duge tra 101 duéi nhiéu hinh
thie: (ra 1ot miéng, tra 1oi qua di¢n thoat, qua thu/thu dién tir, trd 101 biang phiéu tra 19i
tin... va con tuy theo yéu cdu ctia khach hang dé chon hinh thifc thich hop.

Céan luu ¥ néu gip trudng hop ¢é nhiéu tai liéu mau thuén nhau thi chi nén dua
cho khich hang céc tai liéu phu hop v6i thong tin di duge phan tich tdng hop & budc 5.

4. TRUNG TAM THONG TiN THUOC (TRUNG TAM TTT)
4.1. Vai nét vé sy ra di va phat trién ctia Trung tam théng tin thudc
4.1.1. Trén thé gidi

Nam 1962, Trung tam thong tin thu6e (TTT) ddu tién duge thanh lap tai trung
tim Y ¢ Kentucky-M¥, do mot b phan duge tich ra khéi khoa duge dé chuyén lam
nhiém vy cung cap thong tin thudc. Sau d6, mé hinh nay duoc lan rong va hoan thién
ddn khong chi & My ma con & cdc nuéc c6 nén Y t€ phat trién khéc. Sang thap k¥ 70,
tal nhi¢u nudc dd hinh thanh hé théng cic Trung tam TTT i trung uong dén dia
phuong. Tai Anh, Trung tam TTT ddu tién duge thanh lap nam 1969 tai bénh vién
London va bénh vién da khoa Leeds, dén cu6i thap ky 70, cdc Trung tam TTT di duge
hinh thanh ¢ hau hét cdc benh vién da khoa dia phuong.

Da phan cdc Trung tam TTT dugc dit tai cdc bénh vién va cdc trung tam vy t&, chi
mot phan nhé dat tai cdc wrudng dai hoc duge. Tuy nhién phan 16n cic trung tam déu
¢6 lién h¢ véi cde trudng duge véi muc dich dao tao. Vi du theo mot khao sét tai My
nam 1992, 80% cdc Trung tam TTT dit tai cdc bénh vién va trung tam y t&, trong dé
75% c6 lien két véi trudng duge va khoang 50% cic trung tam 12 co s& thue hanh cho
sinh vién dugc.

Cung vdi thoi gian, quy mo chia Trung tam TTT ngay cang phat trién, d6i tuong
phuc vu ngay cang da dang va chat luong thong tin ngly cang dugc nang cao. Déng
thot, chuong trinh dao tao trong va sau dai hoc cho cdc duge si 1am cong tac thong tin

thude ciing duge hoan thién ddn, ¢am bao cho cic duge si cfmg tac tai cac Trung tdm
[TT dam nhan dugc vai trd 1a cdc "chuyén gia.thong tin thube "
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4.1.2. Tai Viét Nam

Nhitng nam trudc day, Viét Nam rat thi€u thong tin thudc, thi€u tir nguén thong
tin dén mot hé théng t6 chic vé théng tin, thi€u mot co ché thu thap vi cung tng thong
tin... Ngay nay, ciing véi su phét trién cua tin hoc, sy md clta thi trudng néi chung va
thi trudng thudc néi riéng di lam cho tinh hinh thong tin thudc ti€én bd nhanh chéng.

Hién nay, cé cédc trung tam cung cép thong tin thuéc tai Viét Nam :

Thu vién - Trung tam TTT Trudng Dai hoc Duge Ha Noi
Thu vién Y hoc Trung vong - Trung tam ADR - thong tin thudc phia Nam.

H¢ théng cic don vi théng tin thudc tai cdc bénh vién

Tuy nhién, cdc trung tam nay hoat dong cdn mang tinh riéng 1, tinh chuyén mén
hod chua cao, nhi€u khi méi chi dimg lai & mitc do thu thap cdc tai liéu cé lién quan,
chua thyc hién duge k§ nang danh gid - phan tich - téng hop thong tin. Déng thai,
trong chuong trinh dao tao va dao tao lai cho duge si, thdng tin thuéc mdi chi chiém
mot thai lugng nhé. Chinh vi vay, cdc duge si lam viéc tai cdc don vi nay ciing chua
hoan toan dam duong dugc trich nhiém 14 céc chuyén gia vé théng tin thudc.

4.2. Chirc ning cua Trung tam théng tin thudc

Thu thap, tdng hop, xir 1§ cdc théng tin lién quan dén thudc v stic khoé.
Luu trit thong tin c6 hé thong dé dé khai théc.

Bién tap thong tin phuc vu cdc nhu cdu.

Cung cap nhitng dich vu thong tin hiéu qua

Thu thap thong tin phan héi tir ngudi diing tin.

Trén day 1a mot s6 chifc ning co ban cha trung tam TTT. Ngodi ra, tuy theo quy
mo ma cac trung tam TTT con ¢6 thém cédc chitc nang khdc nhu xuét bén, dao tao... DE
hiéu rd hon, ¢6 thé tham khao chifc nang cia he théng trung tdim TTT & Anh:
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Ung dung cong nghé théng tin vao cong tic théng tin thude: lva chon phédn
cling va phidn mém thich hgp, phét trién mét trang chli thong tin thudc
(www.ukdipg.org.uk)

Dam bao tiéu chudn va chit lugng cho céc cau tra 10 tir trung tam TTT
Thong tin sin phdm mdi

Cung cép va tr vin thong tin chuyén nganh: méi chuyén nganh lai duge phan
cong cho cac trung tam chuyén biét

Do tao: bac gom céc khoa dao tao Qudc gia duge td chifc hang nim cho
nhitng ngudi c4n k¥ nang thong tin thudc, té chiic cdc khod dao tac nang cao
cho nhilng ngudi da cb kinh nghiém.
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— Xay dung va phat trién hé théng co s& dir liéu "Pharmline"- day 1a hé théng di
liéu thong tin thudc dudi dang cac ban tém tit, duge hinh thanh tir nam 1978.
Pén nay di ¢6 khoang 100,000 ban tém tat, duge luan chuyén hang thdng trén
cac dia CD-ROM tdi hau hét cic trung tam thong tin thudce trén nudc Anh va
101 nhitlng ngudt sit dung khic ¢é quan tAm dén cdc dit liéu nay. Thong tin nay
cling ¢6 thé {im dugc trén mang tir cic trang chii Dialog va Datastar hay trén
mang cia Ban Y t€ qudc gia (National Health Service - NHS).

Bang 7.2. M6t s& trung tam thong tin thudc chuyén biét & Anh

Chuyén nganh Trung tam TTT
Thuéc cho phu niY cho con bl Trung tam TTT "Trent and West"

Thudc cho phu nit ¢6 thai va cac vén
dé lién quan dén quai thai

Trung t&m TTT "Northern and Yarkshire”

Thudc cho bénh nhén suy than Trung tdm TTT "South and West (Bristol}"
Thusc cho bénh nhan suy gan Trung tdm TTT cla bénh vién St James's,
Leeds
Thudc cho tré em T_rung tam TTT cua bénh vién Alder Hey,

Liverpool
Thudc trong nha khoa Trung tam TTT "North West (Manchester)"
Thudc ung thu Trung tam TTT bénh vién Hoang gia Marsden

Trung tam TTT “"Morthern and Yorkshire" va

Baéc chat hoc "Northern Ireland”

Trung tdm TTT bénh vién St Mary va bénh vién
AIDS

Chelsea, London
Thuéc tam than Trung tdm TTT bénh vién Maudsley, London

— X4y dung quy trinh thong tin thudc: ciac quy trinh nay duge khuyén cdo su
dung tai tat ca cdc trung t4m théng tin thudc, bao gdm cdc tiéu chudn vé khia
canh phap 1y va dao difc ciia thong tin thudc, cac khuyén cdo vé ngudn théng
tin t6i thiéu, cdc tai lidu thich hgp dé ddp tng cdc yéu cdu va cdc linh vuc
théng tin...

— Xudt ban: cde tap chi thong tin thuéc, sé tay thong tin thudc, tir dién tra cifu
cho dugce si thong tin thudc & Anh, sdch méi va danh muc...

5. KET LUAN

Nhu cdu vé thong tin thudc ngdy mot cdp thiét va da dang. Trong linh vuc nay
ngudi duge siddéng vai trd rat quan trong, 1a ngudi cung cap théng tin thudc cho béc si,
nhan vién y t&€ va ca ngudi bénh.

Bang viéc sir dung hiéu qua cdc nguén théng tin thude, duoc si s& phai chon cho
dugc ngudn thong tin phit hgp va dua ra cau tra 13i sau khi d4 phan tich danh gid.

D¢ dat duge muc tiéu ndy, viéc trau déi ca vé& chuyén mon va k¥ nang thong tin cdn
duoc hinh thanh ngay tir khi con dang ngdi trén ghé nha trudng va cdn lién e duge doi méi
va phdt trién trong sudt qua trinh hoat dong chuyén moén sau nay, ¢é nhu vay duge si mai
dam nhan duge vai trd ma x hoi da phan cong, d6 1a “chuyén gia vé thudc”.
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Chuong 8

CAC DUONG DUA THUGC VA CACH SU DUNG

MUC TIEU

1. Phan tich dwgc wu, nhitoc diém ciia mot s6 duong dua thudc théng dung:
- Qua duong tiéu hod: dar dudi ludi, uéng, ddr tric trang
- Ngodi duomg tiéu hod. tiém bdp, tiém tinh mach, tiém diedi da, qua ding ho hdp.

2. Huomg dan ditge cdch sit dung thudc theo nhitng ditong dung néu trén.

NOI DUNG

Trong diéu tri, mot khau quan trong la phai lam cho thudc dén duge vi tri tic
dung. Tir nhilng thap ky 60 tré lai day, duéi su tic dong ciia sinh duoc hoc, nganh bio
ch¢ da dat dugc nhimg tién bo vé chai, bign bao ché quy wéc (conventional
pharmaceutics) thanh bao ch€ hién dai (modern pharmaceutics). Bén canh cic dang
thuée quy wdc 1a céc hé diéu tri (therapeutic systems) giai phéng duoc chat mot céch cé
ki€ém sodt (controlled release), tham chi gidi phong tai dich (targetting medication)...
Nhimg ti€én bo nay da gép phan ddng ké vao viéc nang cao hiéu qua diéu tri ciia thudc.
Tuy phien, di [a dang bao che nao thi muc tieu cudi cling ciing phai dat duge néng do
161 vu trong méau néu mudn sir dung tdc dung toan than.

Chuyén luan nay nham cung cap nhitng théng tin lién quan dén dac diém cla
moi dudng dua thude va cdc y&u t6 anh hudng dén hiéu qua cia thudc theo cdc dudng
dua thudc chinh sau:

1. Qua dudng tiéu héa: phd bién nhat 1a dudng uéng (qua miéng), ngodi ra cdn
duong dat dudi ludi, dudng tryc trang (qua hau mon)...

2. Ngoai dudng tiéu héa: phd bién nhat 13 dudng tiém (tiém bép, tiém tinh mach,
ti€m dudi da...), ngoai ra con dudmg qua mili (thudc xong, hit)...

Maéi dudng dua thude déu c6 nhiing uu nhuge diém riéng. Viéc dua thude didng
duong, ding cich s& gép phan quan trong vao hiéu qua va do an toan trong diéu tri.

1. PUA THUOC QUA BUGNG TIEU HOA

Duong tiéu héa hay con goi 1a dng tiéu hdéa bao gdm miéng, thuc quan, da day,
rudt non, rudt gia, truc trang.

1.1. Pt dudi Iudi

Mi¢ng khong phdi 12 noi hdp thu théc an nhung tai day c6 mot mang ludi mao
mach kha phong phi, déc biét 12 2 bén ma va dudi ludi, rdt thuan tién cho viéc hép thu
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thuéc. Thude dat dudi ludi véi tic dung toan than phéi "mon ddn" va giai phéng dugc
chat tur tr (1- 4 gib) Dugc chat sau khi hoa tan trong nudc bot (¢6 pH khoang 6,5)
duge héap thu qua mang niém mac moéng & dudi 1uGi va di vé tinh mach canh nghia la
duge dua thang vao vong tuan hoan (vao tinh mach canh réi vé tim), tic dung do dé
xudt hién nhanh, lai khong qua gan nén tranh dugc su phd hlly clla men chuyén héa
thuéce & gan. pH cha nuée bot [4 6,5 1a mot 1¢i the vi it 4nh hudng dén do bén ving cla
cdc thuée nhay cam véi moi trudng kiém hodc acid. Pay 1a mét dudng dua thudc thuan
tién, dé thuc hién, lai an toan vi néu c6 hién tugng qud liéu thi lap tic ¢é thé loai trir
thude ngay.

Vién dit dudi ludi (sublingual tablet) duge diing vdi muc dich gy tdc dung toan
than, trong d6 dugc chit duge hdp thu nhanh va chuyen thing vé tim khong qua dai
tuan hoan do d6 thudc phat huy tic dung nhanh vi trinh dugc tic dong phia dudi
dudng tiéu hoa.

Dé dat dudi ludi, vien phii mong (trdnh gay com), gidi phéng duoc chat nhanh
(rd trong vong 1 - 2 phat). Dang dat duéi ludi thudng 4p dung cho nhém thudc tim
mach va hormon.

Nhuge diém cia dudng dua thudc ndy ta khi dat thude thuomg gay phan xa tit
nuGe bot kem theo phan xa nuét, lam cho mét lugng thude bi mat di do tréi xuéng da
day va ruét; vi vay khi diang vién ngdm phai han ché phan xa nuét.

Buong dua thudc nay chi dung vOl nhimng thudc khong gay loét niém mac

mleng, dé dang hdp thu tai day va dung véi liéu nhé. Cic dang bao ché theo dudng
nay thudng dat.

Mot s6 thube dua dudi Iudi

— Cdc thudc gidn mach vanh dung trong chimg dau thit nguc nhu nitroglycerin
(glyceryl trinitrat, vién nén 0,5 mg), isosorbid dinitrat (vién nén 5 mg, 10 mg,
20 mg), nifedipin (adalat dang nang 10 mg).

— Mot sd thude bd (nhu sifa ong chda), mét s6 hormon sinh duc (estrogen,
progesteron).

1.2. Bat truc trang

Truc trang (con goi 1a rudt thing) 1a doan cudi cliing cia dng tiéu héa, thong ra
ngodi. Hé théng tinh mach truc tring khd phong phi la diéu kién thuan loi cho viéc
hap thu thudc.

Thudc dua vao tryc trang ¢6 & dang vién dan. T4 duge béo giai phéng dugc chat
theo co ché tan chay & than nhiét, con t4 duoc than nudc giai phéng theo co ché hoa
tan trong dich co the. Thudc dan gidi phéng duge chat nhanh, sau khi ho tan duge hap
thu vao tinh mach truc trang di vé tinh mach chu, phan 16n (50 - 70%) thuéc khong
qua tinh mach cira gan sau khi hdp thu nén tranh dugc su phan hiy tai gan (hinh 8.1),
ngoai ra ¢on tranh duge tic dong clia dich vi va hé¢ men cia dudng tiéu héa so vdi
dung duéi dang udng.

Thudc dan rit thich hgp cho ngudi khé udng thude (s6t cao, tré nhd..), hoic khong
udng dugc (tic rudt, ndn nhiéu, hon mé); thuan tién véi nhitg thudc ¢é mii vi khé chiu
dé gay budn nén, nén, nhitng chat kich tng dudng tiéu héa manh (cloral hydrat).
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Tuy nhién, nhugc diém cda thuéc dan 1a sinh kha dyng that thudng vi qué trinh
héap thu phy thudc nhicu yéu 16 nhu ban chét cia duge chat va td duoc, k¥ thuat bao
ché, sinh 1y truc trang trong thdi gian bi bénh.

Dang bao ch€ thudng 13 vién dan dé chiy & nhiét do cao nén khé bdo quan, dic
bi¢t & khi hau néng nhur & nude ta trong diéu kién khong ¢6 th lanh. Gid thanh dét.

1.2.1. Mgt s6 thudc thuong dugc dat truc trang

~ Thuéc ha sét: paracetamol.

— Thuéc chéng co giat, an than: diazepam, cloralhydrat.
1.2.2. Nhimg dang thudéc dat khdc

~ Thudc triing dugc tao khuon cé hinh tring, dung dé dat 4m dao. Thudc tring
ciung dugc diéu ché tir cdc t4 duge than nude (14 duge gelatin) hoac td dugc
béo (bo ca cao), co ch& giai phéng duge chat gan gidng thudc dan. Thude
triing chll yéu dé€ diéu tri cdc ching viém nhiém tai chd, diéu tri ndm hoac
cdm mdu.

- Ngoai thudc triing ra, dé dat vio am dao cdn ¢6 dang vién nén vi nang mém.

— Trong phu khoa, ngudi ta con ché ra dang thudc chéng thu thai giai phéng
dugc chat lién tuc trong 1 nam (Progestasert chita progesteron) dudi dang
dung cu dat tlr cung.

Tinh mach clra

%

Tinh mach chi duéi —-——2-t-

Tinh mach tryc trang trén

Tinh mach tryc trang gidta -

Tinh mach trure trang dudi

Hinh 8.1. Su tudi mau 4 tryc trang

1.3. Pudng udng

Dutng udng la dudng dua thusc phé bién nhat, chinh vi vay trong diéu tri c6 t6i
80% thudc duge dua qua dudng nay. Hau hét cdc thuGe déu c6 thé dua qua dudng niy
trit nhitng trudng hop hoat chit khong hdp thu & ruot, bi phan hdy bdi men tiéu héa
hodc bi phd hlly qua nhiéu khi qua gan & vong tuén hoan diu.
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Thudc udng la dang thudc diing qua dudng tiéu hod. V& mat diung thuée, dudng
udng cé mot s¢ dac diém chung sau day:

- La con duong ding thudc don gidn, thuan tién nhat, ngudi bénh c¢6 thé wr
ding thudc, do d6 day 1a dudng ding phé bi&n nhat. Theo mot sé tai liéu, trén
thuc 1€ c¢é khoang 70-80% thudc duge ding qua dudng uéng.

— Thudc diing qua dudng udng chiu mot sd tdc dong bat 1oi i sinh kha dung nhur:

+ Phai trdi qua mot bac thang pH thay déi qué nhiéu (tir khodng pH 12 1 & da
day cho dén pH 1a 8 & dai trang), trong d6 nhiéu dugc chat chi bén hay chi
dugc hdp thu & mét khoang pH nhét dinh.

+ Bi tdc dong cua hé men, hé vi khudn trong dudng tiéu hod.

+ Bi chuyén hod qua gan ldn dau.

+ Bi anh hudng bai thitc in.

Kho kiém sodt duge thoi gian vin chuyén cta dang thudce trong dudng tiéu hoa.

Do vay, khi lya chon dang thuéc ding dé€ udng, cin phai chii ¥ han ché dén mitc
t61 da téc d0ng cla cic diéu kién bat lgi néi trén.

Trong s6 cdc dang thudc ding theo dudng uéng, vién nén duge dung phd bién
nhat nhung lai 1a dang udng co sinh kha dung giao dong nhat.

Nhin chung, néu thudc ding & dang vién thi sinh kha dung déu phu thuéc rat
nhi¢u vao thoi gian luu lai cha thuéc trong da day. Thudc ra khoi da day d€ dén ving
hap thu nhanh hay chéjm lai phu thuéc vao nhiéu yéu t6: thai diém ding thudc, ché do
an udng, trang thdi clia ngudi bénh, vi tri ctia vién thudc trong da day... Thai glan vién
thudc liru lai & da day bién déng nhu vay lam cho qua trinh hap thu dugc chit vé sau
cling thay d6i rét nhiéu; dac biét 1a véi vién bao tan & rudt: néu nim lai da day lau qua

thi v bao cd thé bi rd ngay trong da day, lam hong hoat chat, con néu vién di ra khoi

da day nhanh qui thi chua chéc da kip tan ra dé gidi phong duoc chédt & viing hép thu
toi vu & rudt.

Néu thude dugc uéng liic déi, lai udng véi nhidu nude, nguf}i bénh van dong thi
vién ra khoi da day nhanh (khoang 10-30 phut) Nguoc lai, néu udng khi no, thic an
c6 nhiéu chat béo, nhiéu dudng, vién roi vao hang vi va bj thic an che 14p & trén, lai

chi uOng vdl mot ngum nho nude, ngudi bénh ndm yén khong vin dong thi vién nim
lai & da day rét lau (khoang 4-8 gid).

Vi vay, dé€ dam béo phdt huy dugc ddy di tdc dung clia céc thudc dang uéng,
c4n huéng dan ngudi ding tuan thh diing ch& d6 ding thudc sau:

— Néu diing dang vién, ca dang vién nén lan vién nang, lugng nudc dua thude
déu phai nhiéu ( mot céc nude to khoang 150 -200ml).

— Vi tré em va ngudi cao tudi, nén ding vién pha thanh dung dich, hén dich,
vién sai bot... d€ tranh nghen, sic hoac dinh thuc quan.

1.3.1. Uu diém dua thudc theo dudng uéng
Dé sir dung, an toan hon so véi dudng tiém; dang bao ché sin ¢ va thudng 1a ré
hon cdc dang thudc khic (trir mot s6 dang bao ch€ dic biét).
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1.3.2. Nhuoc diém dua thudce theo duong ubng
— Sinh kha dung rdt dao dong vi su hap thu thuéc phy thue nhiéu yéu 16:

+ Yéu 16 sinh [y: pH dich vi, thdi gian réng clia da diy, men tiéu héa tai ruét,
tac dong cia vong tuan hoan ddu (1* pass) trong qua trinh thudc van chuyén
vao vong tudn hoan chung qua dudng tinh mach cira gan.

+ Yéu t6'do con nguoi tgo ra: nuée ding dé udng thudc, thic an, thuse phdi hop.

— Thoi gian xuat hién tdc dung cla thudc uong cham hon so v6i cdc duding
dua thudc khdc (vi vi tri hdp thu chinh cla thudc 13 tal rudt non).

1.3.3. Mgt s6 dang thuéc udng

Phé bién nhat 1a dang vién: vién nén hodc vién nang. Thudc dang long (siro,
potio) hodc cdc loai ¢cdm phd thanh dang long khi sir dung; déy la dang thich hgp nhat
cho tré nho va nguorl gia vi dé uong, sinh khé dung tuong d6i 6n dinh, it phu thudc vao
bita an hoédc nudc udng; tuy nhién dang nay thudng dét.

2. PUA THUOC THEO DPUGNG TIEM
2.1. Tém tit mot s6 dic diém cda thudc tiém

Day la dudng dua thude o6 sinh kha dung bao dam nhat va ¢6 thdi gian xuat hién
tic dung ngan. Du’cmg tiem duge ding nhiéu trong bénh vién, nhat la nhimg trudng
hgp bénh nang hodc cip ciu.

Vé mat bao ché, thude tiém c6 thé 1a dang dung dich, hén dich hay nht tuong.
Vi duge dua thing vao co thé, vuot qua céic hang rao bao vé nhu da, niém mac dé di
vao mdu nén thude tiém cdn phai vo khudn va dat do tinh khiét cao so véi cic dang
thuéc khdc, dac biét 12 thudc tiém - truyén tinh mach.

Yéu cau chung clia thudc tiém 12 phai v6 khuin; mot s6 thudc tiem dac biét hoac
v6i thude tiém dung mot 1an tir 15 ml trd 1én phai khong duge ¢6 chat gay sot.

Thudce tiem dung dich phai dat d6 trong quy dinh, thuéc tiém hén dich hay nhii
twong khi lac k¥ phai tao duoc hé phan tén déng nhat.

Thuéc tiém phai ¢6 pH thich hop dé dam bio dé bén clia duge chat va khi tiém it
gay dau.

Thudc ti€m truyén voi khéi lugng 16n, thudng phai ding truong véi méu.
Dung méi dé hoa tan thuéc tiém phai dat yéu ciu "dung pha tiém" theo quy dinh.
2.1.1. Cdc dung méi thuong ding trong thudc tiém
— Nudc cdr: Phai dat tiéu chudn "Nudc cét pha tiem” duge qui dinh trong duge
di¢n. Day la dung mai phd bien nhat cho thude tiem.

— Ddu: Diing ddu thio moc dé cd thé dé hap thu, khong diing dau khoang. Cic loai
dau hay duge sir dung 1a ddu lac, ddu vimg, ddu huéng duong, du hat bong...

— Ethanol: Ding ph6i hop véi cdc dung méi khdc (nhu nudc cat, glycerin...) dé
dé€ hoa tan dugc chat.
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— Propylen glycol va PEG 300-600: Do ¢6 khad niang hoa tan rong nén duge
ding dé hoa tan mot s6 duge chdt khé tan trong nuéc v dé han su ché thily
phan ciua mét s6 duge chit dé bi thily phan (nhu thudc tiém barbituric, thude
tiém oxytetracyclin...).

Ngoai dugc chat va dung moéi, thude tiém con chita cdc chat phu (dé lam tang do
tan, sdt khuan, chéng oxy hod...) trong dé ¢6 nhitng chat phu ding liru ¥ khi sir dung:

— Natri sulfit, natri metabisulfir: La nhilg chat phu chéng oxy hod nhung dé
gay soc khi tiém.

— Lidocain: La chat phu dé gidm dau khi tiém bap, rat nguy hiém néu dua vio
tinh mach.

~ Thudc tiém bdp cé chdt phu sét khudn (phenol, clocresol, clobutol, thily ngan
phenyl borat, thiomersal, benzalkonium clorid...) khong duge dua vae tinh
mach hoic tuy séng.

2.1.2. Uu diém cua thudc tiém

— Tranh dugc sy phd hiy thudc do cdc yéu t6 & dudng tiéu héa: dich vi, men
tiéu hoa.

— Trénh dugc tdc dong ciia vong tudn hoan ddu (v6i nhitng thudc bi phan hay
manh bdi men gan).

— Trdnh dugce su hao hut khi phai van chuyén trong dng tiéu héa.

~ Trdnh déc tinh 1én niém mac tiéu héa (mét s6 thude chéng ung thu {c ché su
phdt trién cia niém mac &ng tiéu héa)

Chinh vi vay, day la dudng dua thude t6i wu vdi nhitng thudc khong hap thu khi
udng (aminosid, heparin), bi phan hily bdi men tiéu héa (insulin) hoic bi phd hily gan
100% bai vong tudn hoan dau (estrogen).

2.1.3. Nhuoe diém cda thudc tiém
~ Doi hoi diéu kién vo trung nghiém ngit va sy gitip d& cha cdn bd chuyén mon
nén bénh nhan khé ¢é thé tu st dung.

— Chi phi cao vi thém tién bom, kim tiém; hon nita thudc tiém thudng dit hon
thuée udng.

— D0 an toan thap hon so véi cac dudng dua thudc khidc vi dé gay s6c (tiém finh
mach), gdy dau, tham chi dp-xe (tiém bap), d& bi nhiém tring.
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Hinh 8.2. Cac vi tri tiém thudc

2.1.4. Nhing luu y khi strdung thudc tiém

— Dang bao ché: Thudc tiém dung dich dugc hap thu nhanh hon thuée tiém hén
dich hay nhii twong. T6c do hdp thu cua thudc tiém hén dich phu thudc vao
kich thude ti€u phan, d¢ nhét moi trudng phan tdn. Dua vao kich thude tiéu
phan phan tdn, ngudi ta da ché cdc thude tiém hoén dich ¢6 tic dung kéo dai
{nhu thudc tiém insulin), nhat 1a khi dung ddu lam chat dan.

~ Noi tiém thuéc: Tiém dudi da thudc hap thu chiam hon tiém bap sau, vi dudi
da hé mach va luu lugng mau it hon & mé bip. Thudc tiém diu hay thudc tiém
nudc ¢6 d6 nhét cao, thuong duge tiém bap sau d€ dd dau cho ngudi bénh.

— Néu ¢ nhdm Idn thi gay tdc hai manh hon thuéc uéng, do d6 phai dugc ding
than trong.

2.2. Mot s6 cach dua thudc theo dudng tiém
2.2.1. Puong tinh mach (IV)

Thudc tiém hodc truyén finh mach ¢6 wu diém néi bat la sinh khad dung bao diam
(100%), tac dung nhanh (gin nhu tic thi) rdt cdn cho cdc trudng hop cip citu. Dudng
tinh mach 1a dudng duge lua chon néu thude tiem can dua liéu 16n vi liic nay co thé
truyén thuéc vao mach (c6 thé dua vao tinh mach ngudi 16n téi 3 1it dung dich méi
ngay). Nhuge diém cla dudng dua thudc ndy lIa phic tap, dé gay tai bién nhu viem tic
tinh mach (véi céc dung dich vu truong). Tai bién thudng gap 1a tut huyét dp (thudng
do tiém qué nhanh), tran dich ra ngoai mach (nguy hiém véi céc thudc cé thé gay hoai
tit mo), nhiém khudn huyét, tu mau ché tiem.

» Nhiitng thudc hay ding qua duwong tinh mach:

Cac hoat chat c6 d¢ kich ing cao, gy dau hoac hoai tir co khi tiém bip nhu
penicilin G, dung dich calci clorid, cdc dung dich wu tritong (nhu glucose 30%, trudng hop
nay 1ot nhat la dua qua tinh mach trung tdm), cdc chat dé bu thé tich dich luu hanh (céc
foai dich truyén tinh.thé, dung dich gelatin, amidon, dextran, albumin), nhii dich lipid.
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o Nhiing truong hop khéng duoc dua qua duong tinh mach:
Cac dung dich dau, hén dich.

e (Cdc cdch dica thuéce vao tinh mach:

— Tiém tinh mach truc tiép: Thude duge dung véi mot lugng nhé dung moéi (5 -
10 ml) va dugc bom théng vao tinh mach trong khoang thdi gian 3 - 7 phiit.
Day la cich dung pho bién cia dudng dua thuée nay. Nhuge diém thudng mic
phai la nguoi tiém it chi ¥ dén t6c do tiém, thudng tiém qué nhanh (< 1 phiit)
nén dé dan dén soc.

— Truyén tinh mach quang ngdn: Thuéc dugc pha lodng trong khoang 50 - 200
ml dich truyén réi truyén trong khoang 30 - 60 phit. Muc dich ctia cach ding
nay nham tranh téc dung quéd kich ng lén thanh mach cta moét s6 thudc
(licomycin, gentamicin) dan dén tut huyét ap.

— Truyén tinh mach kéo dai: Muc dich 1a dé duy tri néng do thudc trong mau
trong thoi gian dai. Lugng dich truyén dang dé pha thudc cé thé nhiéu lit, tiy
thudc quang truyén va noéng do thuéc cin duy tri. Cic thude khiang sinh hay
truyén theo kiéu nay la ampicilin, penicilin G.

Hinh 8.4. Cach dat kim tiém vao tinh mach
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Hinh 8.6. So d6 bd day truyén dich

Hinh 8.7. Cac kiéu phéi hap thudc trong truyén tinh mach [A,B,C]

2.2.2. Tiém bap
Tiém bép la cach dung phé bién nhat so véi cdc thude dua ngoai dudng tiéu héa vi
dé thuc hién hon so véi cic phuong phép tiém khac. Hau hét cac thuée & dang tiém déu
c6 thé dua qua dudng nay, dic biét day la duong wu tién cho cic loai dung dich dau, hén
dich, cic dang thudc tiém tac dung kéo dai (thuong la cic dang mudi khong tan).
o Nhitng diém cdn luu y:
— Khong duge tiém bép:

+ Nhitng chat c6 tic dung kich iimg manh t6 chiic hoac gy hoai tir, dung dich
uu truong, dung dich cé pH qué acid hoac qua kiém.

+ Néu ngudi bénh dang sir dung thuéc chéng dong mdu hodc cdc thudc tiéu fibrin.
+ Nhiing bénh nhan dang & trang thdi sdc, ¢6 hién tuong giam tudi mau ngoai vi.
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— Trong dung moi tiém bdp: ngudi ta thudng cho thém lidocain (0,5 - 0,8%)
hoac alcol benzylic (3%) trong trudng hgp tiém cédc thudc c6 do kich tng
manh, gdy dau (thi du: khdng sinh nhoém cephalosporin, amoxicilin), nhitng
truong hop nay tuyét déi khong duge dua vao tinh mach vi c6 thé din dén
ngung tim.

— Khong nén tiém > 10 ml (v6i nguoi 16n) vao mot chd vi dé gay dp-xe.

— Khong nén sit dung duwong dia thuéc nay cho tré so sinh vi co bap cla tré nhod
chua phét trién ddy da nén su hap thu thudc sé thit thudng, lai hay gay tén
thuong co. Véi déi tuong nay, duong dua thude uvu tién 1a tiém tinh mach.

— Néu thuoc tiém 6 dung méi khong phdi la meée thi khong duge dé 1au trong bom
tiém nhua (plastic), trudng hop nay t6t nhat nén dung bom tiém thiy tinh.

Ca rong ngoai
d phai phia trudc

(@]

|

Co méng lén ly ] o
|

T} - Xuong banh che

Hinh 8.8. Cé4c vi tri tiém bap
2.2.3. Tiém dudi da

Kha nang hap thu thudc clia dudng tiém dudi da cham hon so véi tiém bap va nong
do thudc trong mau ciing gir duge 1au hon, do’dé ngudi ta thudng loi dung véi nhiing
truong hop can kéo dai tic dung cta thudce, thi du tiém morphin dé giam dau trong dau do
ung thu, tiém insulin, glucagon.

Ky thuat tiém duéi da khé hon so v6i tiém bép, vi vay véi mot s6 thuée phai tiém
dudi da thudng xuyén nhu insulin, ngudi ta thuong ché ra céc loai bom tiém dac biét
(dang ngoi bit) dé dé thuc hién.

e Nhiing diém cdn luu y:
— Khong nén tiém > 1 ml vao dudi da.

— Khong ding cho bénh nhan dang & trang thai séc, c6 tén thuong moé duéi da,
c6 hién tugng kém tuéi mdu vao té chirc da.

— Nén thuong xuyén thay déi vi tri tiém: thi du tiém insulin dé tranh tiéu té
chitc m& dudi da.
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Hinh 8.9. Cac vi tri tiém dudi da

AEa St

2.2.4. Tiém trong da

Day la cach tiém dé€ thir cac phan ing di tng thudc (test penicilin), phan tng di
ing lao (tuberculin), tiém chung ngira lao (BCG). Thu6c hdp thu theo dudng nay
thuong cham. Vi tri dugc chon dé tiém thudng 12 mat truc canh tay, lung.

e Chdng chi dinh nhu d6i v6i tiém duéi da va tiém bap.
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Hinh 8.10. C4c vi tri tiém trong da

2.2.5. Cdc duong tiém khédc
Cic cdch tiém khéc it phd bién hon va chi dung chuyén biét cho moét s6 loai thuéc.
a. Tiém ngoai mang ciing (epidural):
— Thudng dung trong gy té ving, giam dau sau phiu thuat hoidc diéu tri dau
kéo dai.
— Thu6c thuong dung la lidocain 0,5 - 2%, bupivacain 0,25 - 0,5%, adrenalin
Ip. 100.000, 1p. 200.000.

Chéng chi dinh: Nhiém khudn toan than hodc tai ving tiém, r6i loan thé dich,
giam thé tich mau, c6 r6i loan dan truyén that hoic nhi-that.

Tai bién cé thé gap: Tut huyét 4p, nhiém khudn, bi tiéu tién.
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Hinh 8.11. Bua thuéc vao khoang quanh mang cimng va
Céach dinh vi dé dua thudc vao khoang quanh mang ciing

b. Tiém vao khop (intra-articulaire):
— Thuong dung dé giam dau, chéng viém khép.

— Thuéc thuong dung 1a cdc corticoid nhu triamcinolon acetonid (Kenacort

retard  80), betamethason phosphat (Betnesol), hydrocortison acetat
(Hydrocortisone Roussel).

c. Chong chi dinh:
C6 nhiém khudn & viing tiém hoac gin ché tiém, viéem khép do nhiém khuén.
d. Liew y: Phai tiém trong di€u kién tuyét déi vo khudn.

Hinh 8.12. Tiém vao & khép gdi va cac khép ban chan
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3. PUA THUOC QUA BUGNG HO HAP

Cic thuéc dua qua dudng ho hép véi tic dung toan than khong nhiéu va néu cé
cling rat dat. Dién hinh dua thuéc qua dudng nay 12 ADH (hormon chéng ddi thdo
nhat) hoac calcitonin ( biét dugc: miacalcic) dé diéu tri loang xuong.

Dang bao ché& phd bién la dang phun mu (aerosol), chii yéu dugc dung qua dudng
ho hap dé phong ngira va diéu tri bénh dudng ho6 hap: viem mili, viém hong, viém phé
quan, hen...

Khi dung qua duong ho hap, sinh kha dung cta thuéc phun mi phu thudc rét
nhiéu vao thiét bi phun mi va cach ding.

Khi dung tai khoang miii, do dugc chat dat duge do phéan tdn cao nén thudc phun
mu dé phan bs déu trén niém mac, phat huy tidc dung nhanh va bi thanh thai cham hon
dang thudc nho giot.

90% qua dudng
tiéu hoa

10% vao phéi

Hinh 8.13. Su phan bé thudc khi dung dang khi dung
Khi ding trén dudng khi - ph€ quan, su phan b6 ctia thuéc phun mi phu thudc chi
yéu vao kich thudc ti€u phan giot phan tan: Cic tiéu phan c6 khich thuéc > 10 pm thudng
léng dong 0 dudng ho hap trén, céc tiéu phan tir 0,5 -5 pm ¢6 thé xam nhap dugc vao phé

quan va phé€ nang. Céc ti€u phan dugc chét rin khong tan s& bi thanh thai do co ché "loc"
ctia phéi. Thd cham va sau lam cho cac tiéu phan thAm sau hon vao phéi.

Ngoai duong ho hdp, thuéc phun mu con duge ding tai chd trén da véi tdc dung
gay té, giam dau, che phl vét thuong...
Néu thuéc phun mu la dang hén dich hay nhil tuong thi phai lac k¥ truée khi dung.

4. KET LUAN

Dang thuéc du chat lugng t6t dén dau nhung néu dugc st dung khong dling,
cﬁng khong phat huy dugc tic dung diéu tri. Cic kién thifc lién quan dén ciu tao clia
moi dang bao ch€ la co s& dé dua ra nhitng chi dinh trong lua chon va sir dung thudc.
Nhiing hiéu biét vé linh vuc nay rat han ch€ déi véi bic si vi khong c6 trong chuemg
trinh dao tao béc si; do d6 vai trd tu van cta DSLS liic nay la rat quan trong va day
chinh 12 mot trong nhitng th€ manh ctia dugc si véi vai trd 1a chuyén gia vé thudc.
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Chuong 9

SU'DUNG THUOC TRONG BIEU TRI CHO TRE EM

MUC TIEU

1. Trinh bay ditgc nhitng khdc biér vé ditoc dong hoc & tré em so véi ngudi Ion

2. Néu dt(()‘c nhitng rhay ddi vé tinh nhay cdm trong ddp img va phdn iing bdt
thitong cia co thé tré em doi véi thuce

3. Phan tich disge 3 nguyén tdc trong sit dung thudc cho tré em.

NOI DUNG

Trong nhi khoa viéc lya chon va sir dung thuéc cé nhiéu diém khdc biét vi & giai
doan nay trong co thé tré em ¢6 nhi€u co quan chua hoan thién day dé vé chitc nang
(dic biét Ia giai doan so sinh) va ¢ nhiéu bién dong ca vé thé chat ldn tam 1y (giai
doan day thi).

Tu6i cha tré em duge chia theo cic 16p tudi khic nhau (bang 9.1).

Bang 9.1. Cac I8p tudi trong nhi khoa

Phan loai tré em Ldp tudi
S¢ sinh thi€u thang  (Premature) Sinh khi chua day 38 tuan thai
Sa sinh @b thang (Newborn, Neonate) Dudi 1 thang tudi
Tré 1 nam {Infant, Baby) Tit 1 thang dén 12 thang tudi
Tré nho (Young child) > 1 tudi dén 6 tudi
Tré 1on (Older child) > 6 tudi dén 12 tudi
Thanh thi€u niégn  (Adolescent) > 12 tudi dén 18 tudi

Cich phan loai ndy phan dnh su thdy d6i vé mat sinh hoc qua timg giai doan va
lién quan nhiéu dén viéc lya chon va sit dung thude trong nhi khoa.

V&1 muc tiéu dam bao sir dung thudc an todn hgp 1y trong diéu tri cho tré em,
chuyén dé nay cung cap nhu‘ng kién thitc lién quan dén duge dong hoc, ducc luc hoc
trong dap ting vdi thudc & tré em. Dé tit d6 ¢6 duogc nhimg quyét dmh trong lua chon
thudc, liéu dung, dang ding phu hop.

1. NHUNG KHAC BIET VE DUJC PONG HOC CUA THUOC & TRE EM SO
vGI NGUGI LON

Nhimg bi€n doi duge dong hoc x4y ra chi y&u véi tré so sinh va tré duéi 1 tudi. &
lita tudi nay, nhiéu co quan trong cd the chua hoan chinh vé mat chiic nang, do d6 qui
trinh hﬁp thu, phan ba, chuyén héa va bai xuat thude cé rat nhiéu diém khac biet véi
Ita tudi truGng thanh.
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Tit 1 tudi & lén, cdc khdc biet vé duge dong hoc so véi ngudi 16n khong nhiéu
nén anh huoéng it ¢6 ¥ nghia lam sang.

1.1. Hap thu thudc

Kha nang hip thu thudc cla co thé duge ddnh gid qua su bién d6i sinh kha dung
cla thudc, tri 36 nay rit dao dong & tré nhé.

1.1.1. Buong udng

Su khac biét vé sinh kha dung thudng chi gip & tré dudi 1 tudi. Nguyén nhéan cé
thé 1a:

— D¢ pH da day cao hon tre Ion vi lugng acid hydrocloric chua duge tiét ddy
du, hon nita & 1da tudi nay, sy co bop tdng chat chia ra khoi da day yéu, ca
hai y&u t6 nay déu anh hudng dén kha ning hap thu nhitng thudc ¢6 ban chat
acid yéu nhu phenobarbital, aspirin... hoic base yéu nhu theophylin,
cloroquin...

— Nhu dong rudt cha tré nhé manh hon tré 16n nén tdc dé di chuyén thudc trong
ong tiéu héa nhanh, lam giam thdi gian luu cla thude tai rudt, chinh vi vay,
kha nang hap thu triét dé cc thuéc cé tic dung kéo dai bi anh hudng.

Vi dy: Theodur (mét dang theophylin gidi phéng kéo dai) c6 sinh kha dung chi
khodng 50% ¢ tré duéi | tudi trong khi tri s6 nay khoang 80% & tré 18n va ngudi 16n.

— H¢ enzym phdn hidy thudc & vé dudt 6 thdng chita hodan chinh, do d6 mét s6
thudc ¢ dang ester héa nhu cloramphenicol palmitat khong tich duge gdc
ester d€ giai phong thudc ¢ dang tu do, 1am céan trd hdp thu hoat chat.

1.1.2. Buong tiém

Hé co bap tré em con nhd, lai chua duge tudi mau ddy di, do dé nén han ché
tiém bédp vi khd biét dugc chinh xdc sinh kha dung dé c¢é dwgc mot liéu thudc chinh
xdc. Vi vay, dudng dua thudc duge khuyén khich cho lita tudi ndy 1a tiém tinh mach.

1.1.3. Duong qua da

Ngoai cédc duong dua thude théng dung vira néu & phin trén, dudng dua thude
qua da ciing can dic biét dugc luu ¢ vi da tré em méng nén kha nang thdm thudc manh
hon so v&i ngudi 16n.

Céc loai thudc hap thu nhiéu qua da nhu corticoid phai than trong khi boi vi tic
dung ¢6 thé tvong duong nhu khi ding qua dudng toan than.

Khong duge xoa cic leai tinh ddu nhu mentol, long no... vao mii hoac 1én da vi
c6 thé gay tdc dung kich thich manh lén ngon soi thn kinh cam thu ddn dén ngat do
liét ho hap.

Tém lai, viéc tinh li€u, chgn dang bao ché, dudng dua thudc...nén than trong cho
doi tuong nay. Liéu lugng cho tré dudi 1 nam, dac biét 1a tré so sinh khong nén tinh
theo nhitng cong thic suy tir can nang cta ngudi 16n ma nén ding cac bang liéu luong
danh riéng cho nhi khoa (xem phan sau).
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1.2. Phan bo thuéc

Mitc d¢ phan bd thudc trong cd thé bifu thi qua chi s6 thé tich phan bs (Vd). Chi
56 Vd phu thuge nhiéu vao kha nang lién két cha thudc vai protein - huyét tuong; thé
nhung lyong albumin va globulin & la tudi ndy kém ca vé chat va vé lugng so véi tré
I6n, do d6 ty 1¢ thudc lién két thdp. Hau qua 1a néng do thudc & dang ty do trong mau
tang lén dan dén tang tdc dung va doc tinh.

Vi dur: Phenytoin c6 ty 1é lién k&t protein 12 95% & ngudi 16n trong khi & 1ré so
sinh chi 1a 70- 85%.

Dang thuoc khong lién két dé di qua hang rao sinh hoc, phan tdn dén cic mé va
do d6 Vd & tré nho 16n hon & ngudi 16n.

Tuy nhién, khong phai Vd ting trong moi trudng hgp (bang 9.2). Nhitng thuéc
c6 he¢ s6 lipid/ nude 16n ¢6 Vd it khdc biét so v6i ngudi 16n trong khi loai thudc tan
nhiéu trong nudc cé su khic biét rd rét.

Bang 9.2. So sanh thé tich phan bd cla mot s6 thube & tré em va ngudi 16n

Thuée Thé tich phén bé (I/kg)
Tré so sinh du thang Ngudi I6n
Phenobarbital 06-1,5 06-1,5
Diazepam 1.8-21 1,6 -3,2
Cigoxin 6,0-10.2 8,7-7.3
Gentamigcin 08-0,16 03-0,7
Ampicilin 0,5 0,2

1.3. Chuyén héa thuéc tai gan
Céc thudc vao co thé bi chuyén héa qua gan thudng trai qua 2 pha:

® Pha I: Bao gébm cdc phdn tng oxy héa - khi, thay phan... cdc phan ing nay &
tré so sinh (nhat 12 tré dé non) va tré dudi 1 tudi xdy ra rat y€u vi hé enzym
chuyén héa thudc chua diy dit ca vé chiic nang va s luong. Cdc hé enzym
dugc hoan thién v6i nhimg 8¢ do khdc nhau nhung phai dén ngdy thit 5 sau
khi sinh (v6i tré da thdng) dia tré méi c6 mot hé enzym day da dé chuyén
héa cdc chat nodi sinh (thi du: bilirubin). D61 véi cdc chit la nhu thudc, kha
nang chuyén héa & nhitng giai doan dau tién clia cudc doi (giai doan so sinh)
con rit han ché.

Vidu:

Hoat tinh cia cdc enzym mono-oxygenase dao dong thy theo co chat va & tré nhd
hoat tinh clia enzym nay chi bang 2 dén 40% so véi chia ngudi 16n.
]

® Pha II: Bao gém cic phan img lién hgp vdi acid acetic, sulfuric, glucuronic
hodc glycocol dé tao thanh cdc chat c6 tinh phan cuc manh, dé thai qua mat
hodc nudc tiéu.

Su hoan thién cta timg hé enzym ciing tiy thudc vao lia tudi.
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Vidu:

Cac enzym glucoronosyltransferase chiu trach nhiém lién ho‘p véi morphin,
clordmphemcol hoac bilirubin chi dat dén mitc do hoan thién nhu & ngudi 16n khi tré

tir 3 tudi trés 1én.

Vi nhung Iy do trén, t6c do chuyén héa thude & tré dudi 1 nam, dic biét 1a té
50 sinh y&u hon han so véi nguoi 16n dan t6i thoi gian bdn thai (t,,) kéo dai hon.

(bang 9.3).

Tuy nhién, sy hoan thién cic hé enzym theo lita tuéi dao dong rit manh va chua
c6 nhitng nghién ciru ddy du vé cdc quy luat nay.

V6i tr€ trén 1 thang tudi, he enzym chuyén héa thudc & pha I hoan thién kha nhanh.
Noi chung, t6c d6 khir hoat thudc & tré em tir 1 dén 8 tuéi manh hon & ngudi 16n va do dé
liéu tinh theo can nang & lda wdi nay cao hon liéu tinh cho ngudi 16n theo can ning. Vi du

v¢ thoi gian ban thdi cta diazepam trong hinh 9.1 d3 minh hoa diéu nay.

Bang 9.3. So sanh thdi gian ban thai clia mét s& thude & tré sa sinh va ngudi 16n

Thudc te ()
Tré so sinh du thang Ngusi 16n

Amoxicilin ~4 ~1
Amikacin ~B ~2
Digoxin ~ 80 ~ 35
Acid nalidixic ~ 6 ~2
Phenobarbital ~ 200 60 - 120
Phenytoin 30-60 20-40
Cac salicylat ~10 ~5
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T1/2 (h) 80 -
70 -

60 -

50

40 -
30 |
20 -

10 -

Pénon Sosinh  <Ilnam Tré em Ngudilon Ngudi cao tudi

Hinh 9.1. Su giao déng cla thdi gian ban thai theo I{a tudi clia diazepam

1.4. Bai xuat thudéc qua than

Con dudng chinh bai xuat thudc ra khoi co thé 1a than. Chic nang thén & tré so

sinh yéu hon ngudi 16n 6 rét.

Vi du: Lic méi sinh, téc do loc clia cdu than va bai ti€t qua 6ng than chi bang
33% so v6i ngudi 16n; do do, liéu lugng cua nhitng thudc bai xudt qua than dudi dang
con hoat tinh phai hiéu chinh lai. Tuy nhién, chiic nang thian hoan chinh kha nhanh va

téi 1 thang tudi thi dat t6i 50% so véi ngudi 16n.

Kha nang bai xudt thudc qua than dugc ddanh gid qua do thanh thai creatinin
(clearance- Cl). Su thay d6i do thanh thai lién quan mat thié€t dén thoi gian bén thai

(t,,) (bang 9.4).

Bang 9.4. Su lién quan gilta do thanh thai va thai gian ban thai

& mét s& nhém tudi khi st dung Azlocilin (tinh mach )

Nhom tuel ( n'll-;:g ) ( m?llph) (tﬁz)

Sa sinh thiéu thang 50 1,7 4,2

Sa sinh dd thang 100 4,7 2,7

Tré du6i 3 thang 100 8,1 1,9

Tré trén 3 thang 100 22,5 1,0

Tré trén 5 tudi 75 88,9 0,9
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T bang 9.4 ta thdy: do kha nang bai xust thudc qua than & tré em yéu nén thai
gian (6n tai clia thudc trong co thé kéo dai hon thé hién qua su tang Cl va t,,. Diéu nay
can dac bigt luu ¥ khi st dung nhimg thude c6 pham vi di€u tri hep vi dé c6 nguy co
qud liéu. Can néi rong khodng céch dua thudc dé than kip dao thai thudc ra khoi co
the, trdnh hién tegng tich liy.

Tur 9 dén 12 thang téi trd Ién, chic nang than & tré em hoat dong nhu & ngudi
[6n, vi vay khong can hiéu chinh liéu cho lita tudi niy nita.

2. NHUNG KHAC BIET VE DAP UNG VOI THUGC & TRE EM
2.1. Nhay cam ddi vdi thuéc
Tré so sinh va tré dudi 1 i rat nhay cdm d6i véi mot s6 nhém thuse. Dic didm
nay lién quan dén sy phat trién chua hodn chinh moét s§ co quan.
2.1.1. Hé thén kinh trung uong

H¢ than kinh trung wong hoan thién cham va phai dén 8 tudi méi dat mitc bing
ngudi 16n. Ben canh d6, tinh thim cla hang rao mdu-ndo ciing cao hon & nguot 1én. Vi
vay tré em & lita tudi ndy nhay cam déi véi mot s6 thude vic ché than kinh trung uong
nhu morphin, meprobamat, cloralhydrat, phenobarbital. ..

2.1.2. Hé tim mach

Hé tim mach hoan thién sém hon hé than kinh va chi mot thdi gian ngdn sau khi ra
doi, hoat dong cia tim di ngang bing ngudi lén. Tuy nhién, hoat dong ctia hé tim mach
chi bao dam duwgc nhu cdu binh thudmg, con khi gap stress hoac khi bi e ché béi thudc
mé thi dé gap hién tugng “qud tai” vi dan dén truy tim mach. Hién tugng ha huyét 4p
qud mufc de gap khi diing thuéc lgi tiéu va thudc ha hoyeét ap ngay 3 liéu diéu tri.

2.1.3. Hé théng diéu hoa than nhiét

Kha nang diéu hoa than nhiét chua hoin chinh cho dén 1 nam tudi. Nhiéu
thude ha sot ¢6 the gay bién déi than nhiét mot céch dot ngdt va gay tut nhié¢t dé qua
mic hodc nguge lai gay sot.

Bang 9.5. Thay ddi nhiét d5 co thé do thudc

Thudc Hién tugng

Aspirin va cac NSAID khac Liéu cao gay tdng nhiét do

Atropin, belladon, scopolamin... Lieu cao hosc I4p lai gay toat mé héi, lanh
chan tay

Amphetamin, ephedrin, cocain... Liéu cao - gay toat mé hdi, 6n lanh, sét

Paracetamol Li€u cac gay toat méd hai, dn lanh, sét

—Khéng histamin H1 Liéu cao gay sét

Hormon tuyén giap {L-Thyroxin) Liéu cao gay sét

Cac loai tinh dau: mentho!, long nao... B6i trén dién rong gay ha nhiét do do gian
mach & bé m3t rong
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2.1.4.Djung da

Da tré¢ em bén canh chdc nang dicu hoa nhiét d¢ chua hoan chinh con ¢6 bé mat
rong va tinh tham cao nén rat nhay cam vdi thude. Thudc c6 thé gay di ting, gay doc
khi boi 1én da.

Phan dng di ing la pho bi€n nhit va thudng & dang mé day hoac hdng ban.

Céc dang di tmg da rat khé phén biét véi cic dang di ting khong phéi do thude. Cic
thuée thudng gay di ing da 1a: cdc sulfamid, tetracyclin, penicilin, isoniazid,
ccphalosporin,  barbiturat, phenytoin, aspirin, indomethacin, iod, griseofulvin,
phenothiazin, cac khang histamin béi tai cho...

2.2. Cac tac dung khéng mong mudn bat thudng & tré em

Do dac diém vé sinh 1§ cla tré em, tic dung khéng mong muén cia thudc & I18p
tudi ndy ciing ¢6 nhitng khac biét so véi ngudi 16n.

Sau day la mot s6 thi du vé nhitng tdc dung khong mong mudn ciia thudc doi vor
e em:

— Cham 16n khi dung corticoid. tetracyclin.
— Day thi sém véi androgen.

— Tang 4p luc so ndo khi ding corticoid, vitamin A, D, acid nalidixic,
nitrofurantoin.

— Vang da véi novobiocin, sulfonamid, vitamin K.

— Loi thép va vang rang véi tetracyclin.

— Bién dang sun ti€p hop khi ding khéng sinh fluoroquinolon.

— Dé bi ngat va liét ho hép kbi diing thude gidam dau nhém opiat.

3. MOT SO DIEM CAN LUU Y KHI DUNG THUOC CHO TRE EM
3.1. Li€u lugng thudc ding cho tré em

Tre em khong chi don gidn 1a ngudi 16n thu nho. Liéu lugng thude dung cho tré
can phdl tinh tdi twdi, can nang va dién tich bé mit co thé, cin cit vio kha nang hoan
thién cia chic nang gan, than. Thudc thudng tinh liéu cho ré theo mg/kg. Nhiing
thudc rat doc nhu hod tri liéu chéng ung thu tét nhat 13 nén tinh theo mg/m? dién tich
co thé. Cach 16t nhat 1a tra cu trong tai lidu ¢ ghi lidu cha tré em di duoc kiém dinh
bang thyc (€ 1am sing.

¢ Sau day la mot s6 cong thic tinh 1i€u cho tré dua trén lieu ngudi 16n:

-Cong thirc cla Fried (ap dung cho tré dudi 1 tudi)
Tuéi TE (tinh theo thing)
Litutréem = x Liéu ngudi lén
150
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- Cong thitc cla Young {ap dung cho tré ter 1 tudi tré 1én)

Tuéi TE (tirh bing nam)
Litutré em =~ x Liéu ngudi 1én
Tudi TE (tinh bing nam) + 12

- Cdng thirc clia Clark (ap dung cho tré tir 2 tudi trd 1&n)

Can nang TE (kg)
Licutréem = x  Liéu ngudi 16n
70

* Vi tre béo phi, liéu phii tinh theo cén nang 1y tudng (CNLT)

Cong thifc tinh can nang ly tudng nhu sau:

[Chiéu cao (cm) ]’ x 1,65
CNLT =

1000

® V6i mot s6 thudc ¢6 pham vi diéu tri hep, liéu thudng duge tinh theo dién tich
hé mdt co thé (surface area, viét tér la S.A.):

Dé tinh dién tich bé mat co thé c6 thé ding todn dé West (Hinh 9.1 phan phu
luc). Todn d6 West gém ¢6 3 yéu t6: chiéu cao, can nang va dién tich bé mat ctia co
the. Gid tri K S.A 12 diém cét cha dudng thing néi chiéu cao va can nang cla cg thé.

NEu co thé tré phat trién can ddi, khong c6 bat thudng vé thé trang (chiéu cao va cin
nang). c6 the suy S.A. tir chi s can nang theo cot trong phan déng khung & todn do.

Can luu ¥ ta khong c6 mét cong thite nao cho bigt khodng cach ding thuéc thich
hop 6 tr¢ em vi kha nang thii urir thuce & tré em rat khéc nhau & cdc 16p tudi. Liéu ding
vOi timg thuGe cy thé thudng do nha san xudt dé ra va duoc ghi trong t& hudng dan sir
dung. Tuy nhién, licu khuyé&n cdo chi nén sir dung trong diéu tri khéi dau, sau dé can ci
vao ddp img lam sang va dac biét 1A mic néng do thude trong mdu dé diéu chinh lai cho
phu hop; dang ti€c 13 & nude ta hién nay, chua ¢6 bénh vién nio dinh luong ndng do
thude trong mdu khi diéu tri, do d6 theo déi lam sang 12 bién phép can thiét.

3.2. Chon ché& pham va dudng dua thudc

Viéc lya chon mot dang bao ché véi mét dudng ding phix hgp 12 mot viée lam rat
cin thiét khi diéu tri cho tré em.

3.2.1, Cdc yéu td quyét dinh trong Iua chon ché phdm thudc
— Trang thai bénh: Bénh cdp tinh, bénh man tinh, mic do nang nhe...

~ Tudi: Tré cang nhé, viéc cho uéng thudc cang khé khan...
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— Lidu phdp diéu tri phéi hop dang tién hanh: Dang phai truyén dich, dang phai
kiéng an man...

— Thoi diém dung thudc thudn loi: Tranh cdc thoi diém udng thudc khi & trudng
hoc hodc bat budc uéng trude an sang 1 gid... vi khé tuan thii. Nhimg trudng
hop nay nén chon dang thude tic dung kéo dai hoac ¢6 t,, dai, thudc khong bi
thic an lam giam hap thu.

— Khd ndng c6 sdn cia dang thude die kién

3.2.2. Mét sé duong dua thube thuong ding cho tre em
— DPudng udng

Day 1a dudng ding phd bién nhat, dé thuc hién nhét véi hdu hét cac doi tuong.
Tuy nhién vdi tré nho (dudi 5 woi), viee dung cdc dang thudc vién thudng khé khan.
Nén chon cdc dang thudc léng (siro, dung dich, hén dich uéng...). Nhuge diém cua
thusc dang udng cho tré em, dac biét & nude ta rdt khé phan li€u chinh xde theo lda
tudi. Hau hét céc ché pham déu 1a dang phan liéu cho ngudsi 16n va phai bé hoac cat
nho khi ding cho tré em. Cac dang udng dé phan liéu nhu dang dung dich, siro... lai
dat. Trong trudng hgp nay, su tham gia ctia dugc si trong viéc chon ché pham va cdch
chia liéu la rat quan trong.

- Dat tryc trang

Day la duong dung thuén lgi cho tré em, dac biét 1a tré nho (duéi 3 tudi), nhat 1
trong nhitng trudng hgp sot cao, 6m nang (tré bd an, quay khdc). Nhuge diém cia
dang thudc dat truc trang 1a khong phai thudc nao ciling ¢6 dang bao ché nay. Hon nifa,
diéu kién bao quin khé khan, dic biét 12 & nudc ta (do khi hau néng va trang bi bdo
quan lanh chua cé & moi hiéu thudc). Gia thanh dat, sinh kha dung khong 6n dinh
cling 12 mot van dé can tré cho diéu tri.

— Putong tiém

Puong tiém duge wu tién cho truong hop bénh nidng, cdp tinh va nhitng trudng
hop khong ding dudng udng dugc (hon mé, tic rudt, non, tré khong chiu udng
thuéc...). Uu diém cta duong ding nay 1 dé phan liéu chinh xéc, sinh kha dung bao
dam. Nhuoe diém 12 gid thanh diéu tri dat, khéng ty thuc hién duge, dau do tiém lam
fre 0.

Trong cac cdch tiem, tiém tinh mach la duwong ding wu tién cho tré em. Tiém bap
khong khuyén khich vi co bap tré chua phét trién ddy du nén sinh kha dung c6 thé
khong 6n dinh va ¢6 thé gay tén hai cd bap tré em. Tiém duéi da khong nén thyc hién
vi khé chinh xdc. Khi sir dung truyén tinh mach, thé tich truyén méi ian phai phit hop
vdi lita tudi va can nang dé tranh qud tai tudn hoan.

— Duong hé hdp qua dang khi dung

Khé khan khi dupg cho tré em |a chon dung cu pht hop. Viéc phéi hgp déng tac
thd khi xit thudc khéng thé 1am duge & tré nhd (dudi 8 tudi); nhilng trudng hgp nay

nén ding buéng phun. Sir dung dang phun mi Iuén cdn c¢6 ngudi giip d& cho tré,
khong nén dé ré tr lam.
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3.3. Sy tuan thu diéu tri

Véi tré em & Ifa tudi dudi 8 tudi, viéc ding thudc phii théng qua cha me hoic
ngudi bac mau, vi vay khi ké don thude, phai ghi ro rang cdch diing va yéu ciu ngudi
bao mau (cha, me, anh, chi, ngudi trong tré...) nhic lai d€ kiém tra d6 chinh xdc cda
thong tin. V&i ue trén 8 tudi, viéc udng thudc c6 thé tu Ham duge nhung t6t nhat van
nén thong qua cha me hoac bao mau dé don doc va kiém tra. Céc thong tin v€ st dung
thuéce vi vay phai 16 rang, dé hiéu, chit viét phai d& doc; cich dung thudc nén chon
cich don gian nhat, dé thyc hién nhat.

., Lam cho tr¢ em hi€u dugc 1y do phéi ding thusc, phai dung dit liéu, ding céch...
dé tré tv gidc thyc hién gép phan rat quan trong cho diéu tri thanh cong.
Viéc chon cic dang thudc ¢6 mii vi thom ngon, khong ding, dé nuét... lam cho tré
em khong c6 cam gidc sg ding thuc ciing Ia y&u 16 tang kha niing twan thu diéu tri.

4. KET LUAN

Su dung thuGc cho tré em 12 mét linh vuc khé khan doi hoi khéng chi tinh chinh
Xac ma ca kién tri, ti mi. Viéc lam dung hoac sir dung khong ding c6 thé din dén hau
qua nghiém trong vdi céc di chiing ¢6 khi theo suét cugc doi cuia tré.

Vivdy, can phdi tugn thit cdc nguyén tdc sau ddy:

. Chi ding thuéc khi that cdn thiét

Pt —

- Lua chon thudc va liéu dang phat can ¢ vio nhimg bign ddi duge dong hoc va
khic biét vé ddp tng véi thusc & timg giai doan phdt trién cha tré em.

- Phdc d6 diéu trj phai thiét 1ap hop 1y d¢ tang kha ning tuan thi diéu tri:

tad

— Don gidn (vé s6 lan dua thudc trong ngay, vé cich ding, dudng dua thudc...)
— Thoi di€m dua thuéc phit hgp (nén tranh gies ngd, gid di hoc)

Nhu vay, d€ diéu tri benh thanh céng, su c6 gang cua thiy thudc thoi chua di
n€u khong c6 sy phdi hgp cha gia dinh va ban than ngudi bénh. Day 1a mét finh vuc
ma vai tro clia ngudi duge si lam sang rit quan trong, tir khau gilp thiy thusdc chon
thuc, chon ché phdm khi ké don, dén khau huéng din va theo di ding thudc. Duge
s1 1am sang la cdu ndi giffa thay thudc vi ngudi bénh. C6 18 day 1a Iinh vuc ma néu
thi€u su tham gia cla dugc si lam sang thi kha nang diéu tri thanh cong s& bi han ché.
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Chuong 10

SU DUNG THUGC CHO NGUGI CAO TUdI

MUC TIEU

{. Trinh bay duoc nhitng khdc biét vé ditge dong hoc & nguoi cao twor so voi
ngioi on.

2. Phdn tich dwoc cdc nguyén nhén dap dén thay doi vé ddp ting voi thude &
ngUdi cao i,

3. Trinh bay ditge nhitng bién phdp han ché ADR khi diing thuéc cho ngudi cao tuoi.

4. Néu dige 5 nguyén tic khi ké don cho ngudi cao wdi.

NOQI DUNG

Xa hoi ngay cang phit trién thi ddi séng cang dugc cai thién va nhiéu bénh tat bi
day lai... D6 ciing 1a nhitng yéu 16 1am tang ty le ngudi séng the va nang cao hon mifc
tudi trung binh clia xa hoi. Néu trude kia ngudi ta goi 1Gp téi trén 60 1a ngudi gia (16p
tudi thi 3) thi ngay nay, danh tir nay chi ding cho nhitng ngudi trén 75 (I6p tudi thit
4). Tai Viet Nam, theo s6 liéu di€u tra dan s6 nam 1999, ty 1é ngudi trén 60 tudi chiém
8,2%.

Viéc kéo dai tuéi tho dat ra trach nhiém cham séc y 1€ véi 16p ngudi cao tubi véi
nhiing dic diém khéc biét vé nhiéu mat so véi 16p tuéi thanh nién va trung nién (20
dén 40 toi).

Do dac diém khdc biét vé sinh 1§ va bénh 1y & ngudi cao tudi nén viéc sir dung
thudc ciing ¢6 nhiing quy tic riéng biét danh cho 1ép tuéi nay. Chuyén dé nay de cap
dén nhimg kién thic trong sir dung thudc cho ngudi cao tudi nham bio ddm duge
nguyén tac sir dung thudc hop 1y-an toan.

1. hiHUNG THAY DOl SINH LY VA BIE'N p0I DO BENH LY & NGUGI CAO
TUO! LIEN QUAN PEN SU DUNG THUOC.
1.1. Nhimg thay déi sinh Iy & ngui cao tudi

Tusi tac anh hudng nhiéu dén sinh Iy clia co thé kéo theo su thay ddi vé hdp thx,
phan bo, chuyén hod va thdi triv cia thude (bang 10.1).
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Bang 10.1.

Céac bién d8i sinh ly & ngudi cao tudi

Théong 8 Thanh nién Ngudi cao tny_é;i
(20 - 30 tudi) {60 - B0 tuoi)
Ty 1& nudc cda co thé 61% 53 %
Ty 1é khéi co 19 % 12 %
: o - o 7
Ty 18 mo 1%%%39':0 (r{g}l) 3%?5‘;50/5’ (f:;lr?])
' Albumin/ huyét tuong 4,7 gldL 3.8 g/dL
Trong Ifong than 100 % 80 %
Déng mau qua gan 100% 55-60 %

Nhing bién déi dugc dong hoc lién quan dén tudi tac 1 do su ldo hod cha céc co
quan trong c¢o thé. Quy luat 130 hod cia tudi gia dién ra khong déng b6, déng tudi 1a
khé khan cho viéc sir dung thude & ddi tuong nay. Su thay doi duge dong hoc cua
thudc ¢ ngudi cao tudi lién quan chi y&u dén su giam dong mdau tudn hoan dén cic co
quan dan dén sy nudi dudng cdc co quan trong co thé bi giam din va d6 chinh I khdi
ngudn clia bénh tat do tudi tac.

1.2. Nhimg bién déi do bénh Iy & ngudi cao tudi
1.2.1. Tinh trang da bénh 1y 1am tang phdn tng bét loi cua thube

Ngudsi cao tudi méc nhiéu bénh mot lic, do dé phai ding nhiéu thude déng thoi.
Dicu nay dén dén nguy co gap tuong tac thude- thude va tdc dung khong mong muén
cua thude: ty 1& gap ADR & Iia tudi 60- 70 gdp doi so vdi lda tudi 30- 40.
1.2.2. Tinh trang bénh Iy gédy thay déi ddp tng cta thuéc

Céc 18n thuong man tinh ctia nhitng qud trinh bénh 1y kéo dai suét ca cudc doi
la nguyén nhan lam thay do6i dip ing vdi thude lién quan dén tudi tac. Ngudi cao
tudi nhay cdm hon v6i mot s6 tdc dung bat ldi, vi du: d& bi tut huyét 4p hon, d& bi
tram cam hon..,
1.2.3. Bénh ly danh huong dén dugc déng hoc

'C6 rdt nhiéu bién doi bénh 1y dan dén thay doi s6 phan ciia thude trong co thé nhu:
cdc ton thuong mac phai & 6ng tieu hoa (loét da day, viém ruét man tinh...), viém tuy, suy
tim, suy than, suy gan... 1am thay déi hip thu, phan b6, chuyén hod4, thai tnr thudc.

2. NHUNG KHAC BIET VE DUJC DONG HOC G NGUGI CAO TUOI

Hau qud cla nhitng bi€n d6i sinh 1y do tuéi gia hoic do bénh tat trong suét cude
doi dén duge dong hoce duge trinh bay & phén sau day.

2.1. Hap thu thudc
2.1.1. buong ubng

O ngudi cao tudi, cdc chifc ning sinh 1y clia 6ng tiéu hod déu gidm:
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Gidm t6e do thio rong da day

Giam hoat dong tiét HCl clia & bao vién & thanh da day (1am tang pH)

Giam dién tich bé mait hip thu

Giam dong mau qua tang

Nhitng yéu t§ trén cé thé din dén thay déi sinh kh& dung ctia mot s& thudc ding
theo dudng udng.

Su cham réng clia da day lam tiang thai gian luu cha thudc tai da day. Diéu nay
cé thé dan t6i tang kha nang pha huy cia cidc thudc kém bén trong moi trudmg acid
nhu ampicilin, erythromycin... hoac lam cham thai gian xuat hién tic dung cuia cac
thuéc & dang bao tan trong rudt, tang kha nang kich tng va gay loét da day cia cdc
thude chéng viém khong steroid.

Theo tudi tic, kha nang ti€t HCl cha da day bi gidam lam pH da day ting so véi
ldc con tré. Hau qua la sinh khi dung clia mét s6 nhém thu6c ¢6 ban chét acid yéu
hodc base yéu cé thé bi thay déi.

Tai rudt non, luu lugng médu giam va dién tich bé mit hdp thu giam nhung nhin
chung khong anh hudng nhiéu dén sinh kha dung ciia hau hét céc thudc vi thai gian
luwu lai rudt non tuong doi lau. Sy “lao hod” ciia niém mac rudt 1am cho sy hép thu cia
nhitng thuéc duge hap thu theo ¢o ché van chuyén tich cuc nhu sat, calci, acid amin,
vitamin... bi giam ¢on cdc thudc duge hap thu theo co ché khuyéch tan thu dong thi it
thay doi.

2.1.2. Duong tiém bép

Khéi co & ngudi cao tudi giam, dong thoi su tudi mdu cling giam nén hép thu
thudc theo dudng nay giam va khong 6n dinh.

2.1.3. buong qua da

Da ngudi cao tudi kho, thanh phn lipid gidm, khé thdm cic thuéc nén hip thu
thudce qua da giam.

Nhu vay, sinh kha dung cua thudc ding theo moi dudng dua thude (trlr dudmg
tinh mach) déu ¢é xu hudng gidm nhung hau qua cta su thay ddi néng d6 thudc trong
miu do gidm hap thu din dén thay déi dap tng lam sang thi khong déng ké.

2.2. Phian bd thudce

Nhitng thay déi trong céu tao co thé clia ngudi cao tudi anh hudng dén phan b
thudc bao géom:

— Giam hiéu suat tim

— Giam luong albumin huyét tueng

— Giam khéi ca

- Giam t6ng lugng nudc clia co thé

— Tang lugng ma trong co thé

~ al- acid glycoprotein khéng déi hoic ting nhe
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Nhimg bién doi nay dan dén sy thay déi kha nang phin bé thudc trong co thé
ngudi cao tudi.

Do ¢6 su giam lugng nude toan bd co thé, nhing thudc tan trong nudc nhu
digoxin, morphin, lithi bi giam thé tich phan bg (Vd), ting néng do trong mdu va trong
mo. Cic thude gin manh vao mo nhu digoxin s& kéo dai théi gian tic dung va thoi
gian t6n luu trong co thé.

Ti 1&¢ m& trong co thé tang lam tang thé tich phan bé cua céc thudc tan trong m&
nhu barbiturat, thiopentan, diazepam... din dén kéo dai thoi gian tdc dung, tich luy
nhiéu ¢ m6 md.

Sy giam lugng protein huyét twong, chii yéu 12 albumin do hau qué cuta su suy
giam chic nang gan din dén tang luong thudc & dang tu do c6 nghia 1a tang tac dung
dugc 1§ va doc tinh; diéu ndy thudng xay ra véi cdc thudc cé ban chit acid (1a nhitng
thudc gin vdi albumin huyét tuong nhu cimetidin, furosemid, warfarin).

Suy tim, mat nudc do ia chay hodc non nhiéu, phit do suy thin hoic ¢d trudng,
suy dinh dudng, suy than, suy gan... cling 13 nhitng nguyén nhan gay thay déi phan b&
thuéc trong co thé.

2.3. Chuyén hoa thudc tai gan
Ba yéu t6 anh hudng dén chuyén hoa thuéc tai gan bao gém:
— Giam khdi lugng gan
— Giam hoat tinh cdc enzym chuyén hod thudc.
— Giam dong médu qua gan.

Cédc yéu t§ trén c6 thé do tinh trang suy thodi & ngudi cao tudi hoic do tinh trang
bénh 1y nhu suy tim, suy gan, suy dinh duding, ung thu...

Khéi lugng gan va luu lugng mdu qua gan & ngudi cao tudi gidm nén maot s6
thudc chuyén hod qua gan s& bi kéo dai thai gian tdc dung, dé tich luy va ngo doc.

Su giam chuyén hod & gan cdn do sut giam hoat tinh ca enzym pha huy thudc &
gan, chl y€u la gidm qud trinh phd huy thudc & pha 1. Do dé nhiing thudc chuyén hod
chit y&u theo con dudng ndy nhu cdc thude chéng co giat, thudc chéng viém khong
steroid, thudc chéng dong mdu dang udng, thuée ha dudng huyét dang udng... bi kéo
dai thai gian ton tai trong co thé véi su tang t,,. Trdi lai qud trinh lién hgp & pha IT lai
khong bi anh hudng bdi tudi gia, do dé nhitng thudc bi chuyén hod chi yéu & pha nay
nhur oxazepam, lorazepam (lién hgp glucuronic), acetaminophen (lién hgp sulfuric)...
khong bi tich luy.

Céic thudce bi chuyén hod manh & vong tuan hoin dau khi qua gan c¢6 thé ting
sinh kha dung do su giam hoat tinh enzym gan, giam kich thudc gan, gidm luu lugng
mau qua gan & ngudi cao tudi. Cac thusc di duge chitng minh c6 gidm chuyén hod qua
gan lan ddu 13 chlormethiazol, labetalol, nifedipin, nitrat, propranolol, verapamil. Tac
dung lam sang cia vai thudc trong s& nay, vi du nhu tic dung ha huyét dp cia
nifedipin tang lén ddng ké & ngudi cao tudi.

Trong thuc t€, thude chuyén hod nhiéu qua gan khi diing cho ngudi cao tudi nén
giam 1/2 - 1/3 liéu va phai theo déi chit ché trong qu4 trinh diéu tri.
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2.4, Thai trir thuéc qua than
Nhiing bién déi do su 1o hod ca quan bai xuit thudc bao gém:
- Giam dong mdau qua than.
— Giam sie loc cau than.

— Giam sy tiét qua ong than.

Giam khéi tugng than.

Su gidm sit dong mdu qua than phoi hop véi su suy giam chic nang thin & nguou
cao tudi 1a nguyén nhan 1am giam do thanh thai ciia nhidu thuse. Miic dd loc cha ciu
than giam trung binh khodng 35% so vdi tuéi tré. Diéu ndy dac biét quan trong d6i véi
nhiing thuge bai xuat trén 60% & dang nguyén ven qua than va ¢é doc tinh cao nhu céc
khdng sinh nhém aminosid. cic cephalosporin, digoxin, methotrexat... Su giam do
thanh thai cua thin ciing 1a mot nguyén nhan gép phan vao su tich Iuy cua thude trong
co thé do kéo dai tip- Bang 10.2. va hinh 10.1. minh hoa su thay déi t,, clia mot s6
thuée & ngudi cao tudi.

N¢u chite ning than van con trén 67% thi khong can hiéu chinh lai lidu vi lic
nay cdc thong s6 duge dong hoc thay déi khong ding ké. Nguge lai, néu tdn thuong
chiic nang than ¢ mic do nang thi liéu thude phai duge hiéu chinh lai gidng nhu trudng
hop bénh nhan suy than.

Thay doi chitc nang than rat khdc nhau giita cdc ¢4 thé nguorl cao tudi nén cin cé
su diéu chinh liéu thich hgp cho titng bénh nhan cu thé, dua vao dd thanh thai
creatinin.

Bang 10.2. Su bién doi thai gian ban thai cda mét sé thudc & ngudi cao tudi

. tyz (h}

Thudc .

Thanh nién Ngudi cao tudi
Clodiazepoxid 15 ' 40
Diazepam | 30 60
Digoxin 30 75
Indomethacin 1.5 3.0
.“Ranamycin 2,0 5.0
Nerdiazepam 70 150
Oxazepam 10 40
Paracetamol 2,0 40
“..I;’henobarbital 60 120
Warfarin 35 60
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Anh hwéng cia tudi toi thed gian ban
thai cda thuébc thai triv qua gan
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Hinh 10.1. Thay d8i thdi gian ban thai cla thudc theo tudi

3. NHUNG THAY B3I VE PAP UNG VOI THUGC 3 NGUSI CAO TUdI
3.1. Nhitng nguyén nhan [am thay d&i dap tng véi thude & ngusi cao tudi

Tudi cing cao, su dung nap thudc cang kém. Sau day la nhitng nguyén nhan anh
hudng dén ddp tng thudc & ngusi cao tudi.

— Do sy bién déi dap itng ciia co quan dich:

Pay 1a mét nguyén nhin quan trong lhuo‘ng gap & ngudi cao twéi. Nguyén nhan ¢é
thé 1a do sy can kiét chat trung gian hod hoc & cdc sinap than kinh do bénh tat hoac tudi
tic. Mot s6 nghién ciu di cho thdy dap ung vOi mot s6 thuSc nhu benzodiazepin,
warfarin, digoxin.... thay déi & ngudi cao tuéi.

— Do sy thay déi dap itng véi thuéc tai receptor:

Dai véi mot s6 loai receptor nhyr receptor o,- adrenergic, B- adrenergic nhiéu
nghién ctu cho thdy ddp ing gidm.

— Do sit tro ciia mét s0' co ché'kiém sodt thé dich & ngudi cao tuoi:

Vi déap ung 1hé dich 1a mot hop phan rat quan trong cta toan thé cdc dap ing cla
thude nén nhimg thay déi nay dén t6i thay déi vé kiéu va cudng do ddp img clia thudc.

Nhin chung, nhitng thay déi vé dugc luc hoc & ngudi cao tudi khéng cé quy luat
10 rét v61 moi thuée: ¢6 nhitng trudng hgp ngudi cao tudi rdt nhay cdm véi thudc
nhung ciing cé trudng hop nguge lai, rdt "trg” hodc thit thudng: ldc ting lic giam.
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3.2. Anh huéng cla tudi tac dén dap ing véi mot s6 nhom thudc
— Dé bi tt huyét ap thé ditng:

Mot s6 thude nhém thude nhu thude chéng tang huyét 4p, thude chen a giao
cam, thudc tic ché giao cam cha thdn kinh trung uong, thudc chéng Parkinson, thudc
liét than... dé gay tut huyét dp thé dimg & ngudi cao tudi.

— Dé bi ngd do mdt thing bdng tu thé:

Co thé c6 thé thang bang dugc 1a nhd kha nang diéu chinh thang bang Ciing voi
tuéi tac, kha nang giir thang bing cua cd thé bi glam Chinh vi thé mot s6 nhém thudc
nhu thuée ngu, thudce an than... Jam tang ti 1& nga & ngudi cao tudi.

— Gidm diéu hoa thdan nhiét:

Kha nang di¢u hoa than nhiét cla co thé bi gldm & ngudi cao tudi. Ha nhiét bat
thuong co th€ gidp khi dung cic thudc an than gay ngl, chéng trim cim 3 vong, ché
pham thuéc phién va rugu.

— Gidm chitc ndng nhdn thitc:

He¢ théng than kinh trung uong cé su thay d6i 16n vé cdu tric va chit trung gian
hod hoc & ngudi cao tudi. Su suy giam tri nhé ma hau qua cudi cung la sur sa sit tri tué
12 bénh ly thudng gap & ngudi cao tudi. Bénh 1y nay dé tram trong thém khi ding mét
s6 nhém thude nhu thude khdng ti€t cholin (atropin), thudc ngl, thudc an than (dac
biét 1a dan chat benzodiazepin), thudc chen thu the beta.

—~ Gidm chitc ndng cdc co noi tang:

Do sy giam nhu dong da day- ruét, ngudi cao tudi dé bi tdo bén. Cic thudc
khang tiét cholin, ¢dc opiat, thudc ch6ng tram cam ba vong va khdng histamin dé gay
tdo bon hoac tic rudt & ngudi cao tudi.

Thude khéng ti€t cholin cé thé gy bi tiéu d nam gidi cao tdi, dac biét 1a nhimg
ngum bi phi dai tuyén tién liét. Réi loan chiic niang dlrorng niéu hay gip o nit glm cao tudi,
va thudc loi tiéu quai 6 thé gay ra tiéu tién khong kiém soat & nhimg dai tiuong nay.

4. MOT SO BIEU CAN LUU Y KHI DUNG THUGC CHO NGUGI CAO TUdI
4.1. Nhimg rai loan do thudc gay ra & ngusi cao tudi

Tinh trang da bénh 1y budc ngudi cao tudi phai ding nhiéu thude; tinh trang suy
ki¢t va gidm stic dé khdng doi hdi qud trinh dung thuéc phai kéo dai. Hiu qua cua viéc
dung nhiéu thudc, kéo dai lai din dén nhitng r6i loan bénh 1Y nghiém trong va vong
luan quén nay chinh 1A khé khan 1én nhat cho thiy thudc khi diéu tri.

Bang 10.3. trinh bay vé cic ADR thudng gip v6i mot s6 nhom thude hay dung o
ngum cao tudi vi bdng 10.4. trinh bay vé nhung thudc nhém khdng cholinergic gay I
lan & ngudi cao tudi s& minh hoa cho céc dac diém vira néu:
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Bang 10.3. Cac phan (ng béat igi clia thudc d3c trung
& ngudi cao tudi véi mét sé nhém thude

B Nhém thudc ADR
! Dan chat benzodiazepin I Ld 13N, ué 0ai
. ThuSc chdng trdm cdm 3 vong ¢ Ha huyét 4p tr thé, run rdy, loan nhip tim, gidm tinh tao
_ Thudc an than gay ngl L La lan, ué odi
| Thudc liét than {antidepressants) ' Ha huyét ap e thé, 13 1an, tréi loan ngoai thap
Thudc chdng tang huyét ap Ha huyét ap tu thé
Thudc phong bé thu thé beta Giam kha nang lam viéc nang

Bang 10.4. Nhimng thudc khang tiét cholin ¢é thé gay I 13n cho ngudi cao tusi

Nhém thudc - Thufic‘cu thé-
{trong ngodc la tén hiét duge)

Chéng co that Belladon, dicyclomin (Bentyf), propanthelin {Probantine)
Chdéng parkinson Benztropin (Cogentin), trihexyphenidyl (Artane}
Khang histamin Diphenhydramin, clopheniramin
Chéng tram cam’ Amitriptylin, imipramin
Chdng loan nhip tim Quinidin, disopyramid
Liét than Thioridazin, clopromazin

4.2. Nhimg tinh trang bénh |y anh hudng dén sir dung thudc

Ngudi cao tudi 14 nhém bénh nhan cé dac diém bénh 1y khéc biét v6i thanh
nién. Ngay trong ciing mot quin thé cao tdi, su ldo hod ciing khong giéng nhau &
ting 18p twéi. Do dé can xem xét nhiéu khia canh trude khi ké don.

Tinh trang da bénh ly dan dén 16i loan hoat dong cua nhiéu co quan trong co thé
va chinh di¢u ndy lam anh hudng dén su dung thudc cho ngudi cao tudi. Nhimg réi
loan hay gip la:

— Réi loan tiéu hod (140 bén), do dé ngudi cao tudi hay dung thudc nhuan trang,
di¢u nay 1am gidm hdp thu cdc thudc ding dong thoi.
— Gidm tri nhé: hay quén ding thude, nham lan liéu.

— Mat kém: doc don thudc kém, doc 1an, nhat [a khi gap nhimg don ghi chit nhd,
khé doc.

— Run tay: lam cho viéc dém giot vdi nhitng thudc uéng theo giot khé khan hoac
ling ting khi gap cic chai thudc khé mo.

— Thich lam dung thuéc, ding kéo dai qud quy dinh do tam 1y s¢ bénh tat.

— Lodng xwrong: nén ngai van dong do dau, hay ndm ké ca khi usng thudc nén
dé bi loét thuc quan vdi cdc thudc kich tng manh.

— It khdr do phan xa khdt giam ¢ woi gia: do dé it udng nudc, gay tang kha
niang ling dong thudc & thin, gay soi thin (co-trimoxazol, cic sulfamid,
vitamin C liéu cao...).
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5. CAC BIEN PHAP NHAM HAN ,CH["—:' PHAN UNG BAT LOI CUA THUOC KHI
SU DUNG CHO NGUJI CAO TUOI

5.1. Vé phia bac si ké don va dudc si1am sang

— Phdi nam ving tién sir dung thudc & bénh nhan va cdc bénh ma bénh nhan
dang diéu tri.

— Phai luru ¥ hiéu chinh nong d¢ thude trong nhing truémg hop ¢6 nguy co nhu
bénh nhan gia yéu, c6 bénh gan-than, ding nhiéu thudc déng thoi...

— Nén trénh cic thuée c6 nguy co gy twong tdc thude cao (thi du cimetidin,
erythromycin, cdc antacid...) khi phai sit dung nhiéu thuéc hoic trén bénh
nhén ¢6 bénh man tinh (hen, tang huyét 4p, tiéu dudng...).

— Neén chen cic phic dé don gian. dung thude it lin trong ngay dé€ bénh nhéan dé
thuc hién.

— Phai giai thich r6 tinh hinh bénh t4t va myc dich diéu tri, phuong hudng diéu
tri d€ bénh nhan ty gidc thuc hién ding.

— Phai luu y dén gid tién trong diéu tri vi day 14 d6i tugng ma khd nang kinh t€
han ché.

5.2. V& phia ngudi st dung
— Khong wr ¥ mua thude khi khong ¢6 chi dan cha thay thudc.
— Phai wan thi ménh lénh diéu tri, khong tr § thay déi céch diéu tri khi khong
¢6 y kién cuia thay thudc.
— Phai bao cho béc si hoac duge si khi gap cic hién tugng bat thudng x4y ra c6
lién quan dén duing thudc.

6. KET LUAN

Diéu tri cho ngudi cao tudi 1a viéc lam phic tap do sy ldo hod khong déng déu
gilta cdc cd thé va sy dép iing bat thudng véi thuse & ddi tuong nay. Khé khan 16n
nhat khi dicu tri cho 16p tuéi nay 13 khd ning tu sit dung thuc cé nhiéu han ché
trong khi suf trg gilp cua ngudi than hoac diéu dudng vién khong phai lic nio ciing
6. Hon nifa bénh 1at ¢ I6p ngudi nay thuong kéo dai va kha nang tai chinh ciia ho lai
¢6 han. Do dé d€ nang cao hiéu qua diéu tri va han ché tic dung khong mong mudn
khi sir dung thudc cho ngudi cao tuéi, vai rd ciia duge silam sang trong cac chi din
vé dling thudc, chon thudc. tuan thd y Iénh... véi d6i tuong niy rit quan trong.

Dé bao ddm hiéu qua va an toan trong didu tri cho ngudi cao twdi, can ton trong
nhitng nguyén tac sau day:

— Chi diing thudg khi that cdn thiét.

~ Han ch¢ s6 thudc trong méi dot diéu tri.

f

Nén khdi dau bang nhitng liéu thap va tang dén theo dép ting clia cd thé.
Phai luu ¥ thoi han mot dot dicu tri dé trdnh kéo dai khong cin thiét.
— bon ké phai rd rang, dé doc.
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Chuong 11

SU DUNG THUGC CHO PHU NU €O THAI
VA PHU NU THO1 KY CHO CON BU

MUC TIEU

{. Phan tich ditgc dnh huong ctia thuéc ditng cho phy nit c6 thai d6i voi thai nhi
vad tre so sinh.

2. Néu dugc nhitng ddc diém vé duoc dong hoc cvua thudc é phu nit ¢é thai.

3. Trinh bdy ditgc 4 nhém yéu 16 quyét dinh lirong thudc vao 1ré bit me khi sit
dung thudc o phu nit cho con bii.

4. Néu dugc nguyén tic chung trong sit dung thuéc cho phu nit c6 thai va dang
cho con bi.

NOI DUNG

1. SUf DUNG THUOC CHO PHU NU CO THAI

Vao nam 1961, thalidomid di bi rit khoi thi trudng sau khi cé hang loat bdo cdo
la thudc gay ra nerng di 1at bam sinh nghiém trong cho tré sg sinh cua céac ba me ding
thudc ngl nay trong thoi ky méi c¢é thai. V& sau, ti 1¢ qudi thai gay ra do thaladomid
dugc thong ké 1a 20-30%. San tham hoa thalidomid, ngudi ta nhan ra réng khi ngudi
me ding thubc, cdc thudc ¢ thé van chuyén duge qua rau thai va gay hai cho thai nhi.
Vi vay can han ché t6i da sir dung thudc trong thoi ky mang that.

Udc tinh c6 khoang 90% phu nif ¢ sir dung thuéc trong thdi ky mang thai dé
diéu tri cdc bénh man tinh nhu viém khdp dang thap, dong kinh... hay cdc triéu ching,
céc benh thuong gap khi mang thai nhu non, budn non, nhiém khudn tiét niéu..

Khoang 2 - 3% s6 tré ra doi bi di tat bam sinh, trong s6 dé khoang 5% (twong
duong khoang 0,1% t10ng $6 tré) cb nguyén nhén 1a do thudc. Trong s6 hon 1000 thude
ting duoc col la ¢d nguy co gy qudi thai, chi ¢6 khoang 30 thude duge chimg minh 1a
thuc su ¢6 hai vdi thai nhi.

Mot s6 vi du vé céac thude gay quai thai dugc liét ké trong bang 11.1.

Bang 11.1. M6t s8 thudc gay quai thai khi dung cho phu nlt mang thai

i i Lithi
Valproic acid ‘
Misoprostol
Androgen P :
Cyclophasphamid Pemmllarnm
Diethylstilbestrol Phenytoin
Etretinat Te"acycifn .
inoi Thalidomid
Isotretinoin These »
in va di : udc dc ché& enzym
Coumarin va dan chat chuyén dang angiotenein
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Ng0d1 vi¢c chiu anh hudng cua thudc khi con nidm trong bung me, mot s6 tré so
sinh ¢6 thé chiu tdc dung bit lgi cla nhitng thudc ding cho ngudi me & giai doan cudi
thai k¥ hoac khi chuyén da.

1.1. Anh hudng cha thudc dai véi thai nhi

Thudc diing cho me ¢6 thé gay tdc dung truc ti€p hoic gidn tiép trén thai nhi.
Khi ngudi me mang thai diing thude, cc thudc ¢6 thé van chuyén dugc qua rau thaj
Va0 vong tuan hoan cia thai. Loi dung diéu nay doi khi thudc c6 thé duge dung cho
nguti me dé diéu tri nhng r0i loan ciia thai nhi. Vi du: flecainid ding cho me dé xir
tri nhip tim nhanh cia thai; corticoid dung cho me dé€ kich thich phdi thai nhi hoin
thién nhanh trong truémg hgp c6 nguy co dé non.

Tuy nhién van dé diang luu tdm khi diing thudc cho phu nit cé thai 13 thude vao
duge vong tudn hodn cla thai va gy hai cho thai nhi. Vi di: ngudi me ding liéu cao
corticoid (predmsolon trén IOmg/ngdy) ¢ thé gay e ché tuyen thugng thin cia thai.
Thai nhi cling ¢ thé chiu anh hudng cha thudc mot cich glan ti€p nhu khi dung thudc
chéng tang huyét dp cho ngudi me, huyél 4p clia me bi gidm qud manh s& gay thigu
oxy cho thai nhi. Céc tidc dung loai nay thudng phu thuje lifu va ¢é thé dv dodn trude.

Trong nhiéu trudng hgp, anh hudng cla thudc lén thai nhi khOng phu thugc vio
licu, khong thé dy dodn truée va thudng lién quan dén dic diém di truyén clia thai nhi.

Tac dung ¢6 hai ciia thuée d6i véi thai nhi khi dimg cho ngudi me phu thudc vio
cdc yéu 16 nhu: ban chat va co ché gay téc dung c6 hai clia thudc; lidu lugng va thdi
gian dung thudc ctta ngudi me; kha nang van chuyén thudc tir me vio thai nhi; kha
nang thai trir thude ra khoi co thé me va thai nhi; dic diém di truyén ciia thai nhi va
giai doan phat trién cta thai khi ngudi me ding thude.

G day chung 101 s& phan tich k¥ 2 yé€u t6 1a kha nang van chuyén thuéc tir me
vao thai nhi va thdi diém diing thude trong thai ky.

1.1.1. Vdn chuyén thuéc qua rau thai

Hau hét cic chat hod hoc (thude, chat doc) déu qua duge rau thai & mic d6 khic
nhau va xam nhap vao vong tudn hoan cla thai nhi. Cc chit dugc van chuyén theo 2
chiéu, nhung chii yéu la tr me sang thai nhi. Da s§ cic chat qua rau thai theo kiéu
khuéch tén théng thudng, chi c6 mot vai chat theo con dudng van chuyén tich cuc.

Cac y€u t6 dnh hudng t6i viéc van chuyén thudc qua rau thai gém cé:
— Tinh chdt hod, Iy ciia thuoc:

Ciing giéng nhu sy khuéch tan qua cdc mang sinh hoc khéc, kha nang khuéch tan
cla thude qua rau thai phu thudc tinh tan trong lipid va mirc d¢ ion hod cha thudc.
Nhimg thudc tan nhiéu trong lipid qua rau thai rit t6t, vi du: thiopental ding gay mé
cho me trong lic mé Jay thai tham qua rau thai rit nhanh va c6 thé gay budn ngt hay
ngimg thd & tré so sinh. Céc thudc ion hod nhiéu & pH sinh 1y s& khé qua rau thai, v
du: d- tubocurarin (cing hay ding trong md 14y thai) th&m rit cham qua rau thai va
dat ndng d6 rat thap trong thai nhi.
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Tinh mach rén

Béng mach va
tinh mach nhau thai

Nai bam ciia day rén

Hinh 11.1. Hinh &nh tuan hoan nhau thai

— Phadn e luong:

Ciing quyét dinh mitc do va t6c do qua rau thai cua thuéc. Céc thude c6 phan tir
lugng 250- 500 dé qua rau thai, kha nang khuéch tan chi phu thuoc tinh tan trong lipid
va muc do ion hod cla thude. Céc thude c6 phan ti lugng 500 - 1000 khé qua rau thai
hon, con néu ¢6 phan tir lugng trén 1000, thudce qua rau thai rat it.

— Ty l¢ lién két voi protein cuia thudc:

Yéu t6 nay it anh hudng téi su van chuyen qua rau thai cta nhitng thudc tan rat
nhi€u trong lipid, nhung lai anh hudng ddﬂg ké t6i nhitng thuéc kém tan trong lipid va
bi ion hod & pH sinh ly. Chi phéan thuéc & dang tu do méi qua rau thai nén cic thude cé
ti 1¢ lién két vGi protein cao s& khé qua. Mot s6 thusc nhu:  sulfonamid, barbituric,
phenytoin... ¢6 xu huéng gén véi protein huyét tuong cia me manh hon cta thai nhi
do protein thai nhi ¢6 di luc gan kém ciing it qua rau thai.

— Chénh léch nong dé thudc giita mau me va thai:

Mitc do, t6c do qua rau thai cua thudc ti 1¢ thuan véi chénh léch nong do giita
mau me va thai. Nong do thude dat dugc trong huyét thanh thai nhi va nuéc 6i khi tiém
truc ti€p vao tinh mach ngudi me cao hon khi tiém truyén lién tuc, khi tiém nhac lai
nhleu lan cao hon khi chi tiém mot liéu duy nhat.

1.1.2. Thoi diém dung thudc trong thai ky

Céc chat c6é kha nang gy qudi thai it khi gdy ra mot di tat duy nhat. Thong
1ercmg, mot loat cdc di tat s€ xay ra tuong dng véi nhitng bd phéan co thé thai nhi dang
phat trién manh vao thoi diém ngudi me dung thudc.

Ké tir liic tring dugc thu tinh, thai ky s& kéo dai trong 38 tudn va dugc chia ra
lam 3 giai doan: tién phoi, phoi va thai.
1.1.2.1. Thoi ky tién phéi (hay pha phan doan)

Kéo dai 17 ngay sau khi tring dugc thu tinh, thudng khOng nhay cam vdi cic

yé€u td c6 hai vi cdc t€ bao chua bit dau biét hoa. Poc tinh ctia thuéc déi véi thai nhi
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tudn theo quy luat "tat ca hoac khong c6 gi”, tic 1a phéi bao chét hoic ti€p tuc phat
tri¢n hoan toan binh thudng. Chinh vi vy, cdc bat thuong vé hinh théi cha thai hiém
khi xdy ra, trir trudng hop thdi gian bdn thai clia thusc kéo dai va thudc con tiép tuc
anh hudng 16i thai ky phoi.
1.1.2.2. Thoi ky phéi

Tir ngay thit 18 dén ngay thit 56: hau hét cdc co quan cha co thé thai nhi duoc
hinh thanh trong thoi k¥ ndy. Sy tao hinh xay ra rat nhanh vi céc t€ bao dang nhéan lén
rat manh. O giai doan nay d nhay cam ciia thai nhi véi doc tinh cla thudc 13 1én nhat.

Dung thude trong giai doan nay c6 thé gay ra nhiing bat thudng nang né vé hinh thai
cho dua tré.

M0di co quan c6 mot giai doan nhat dinh nhay cdm nhét véi doc tinh ctia thudc
(bang 11.2).

Bang 11.2. Cac thdi ky nhay cam trong qua trinh phat trién cla thai nhi

! Ca quan Thﬁi)k)‘! nhay ?cém cao Théi ky nhay c;'Slm it hon
(tuan tudi cua thai) {tuan tudi cua thai)
Thén kinh trung uong 3-5 6 - lac sinh
Tim 3-6 6-8
Tay 4-7 8
Chan 4-7 8
Mat 4-8 8 - luc sinh
Rang 6-8 9-16
Vém miéng 6-9 9-12
Tai 4-10 10-17
B6 phén sinh duc ngoai 7-12 12 - l(ic sinh

1.1.2.3. ThOi ky thai

Tir tudn 8-9 tr¢ di kéo dai t6i lic sinh. Trong thdi ky nay, cic bé phan trong co
the (i€p tuc phdt tri€n va hoan thién. Thai it nhay cam hon véi céc chit doc. Cic chat
c6 hai cho thai nhi thudng chi lam gidm tinh hoan thién vé& cdu triic va chifc ning clia
cdc ¢ quan. Cdc bo phan cha co thé thai nhi cdn nguy co cao la hé thin kinh trung
uong, mat, rang, tai va bo phan sinh duc ngoai. Vi du: Co quan sinh duc ngoai hinh
thanh ti tudn thd 7 va hoan thién cho ti ltic sinh, néu ngudr me dung danazol, méot
thude ¢6 hoat tinh androgen yé&u vao bét cit lic nio trong khi mang thai ciling c6 thé
gay nam hoa thai nhi ni.

1.2. Anh hudng cta thuéc ding cho phu nir ¢ thai ddi vdi tré sau khi sinh

Tré sa sinh cé thé phai chiu tic dung bat Igi cla thudc ding cho ngudi me khi
mang thai. Do kha ning thai trit thusc cda tré so sinh rét kém, mot sG thudc cé thé bi
tich luy ding ké va gay doc cho tré. Vi vay cdn dac biét chd ¥ tdi mot s8 thudc khi
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dung cho phu nit ¢6 thai gan ngay sinh. Vi di; Thudc chéng trdm cdm va thudc an thin
ding cho me phai duge gidm li€u tir tir cho ti lic gdn sinh dé han ché€ r6i loan thén
kinh do doc tinh tryc ti€p clia thude trén tré s sinh dong thoi han ché tdc dung "cai
thudc”. Mot s6 thusc khong thé gidm liéu tix (it & me nhw: methadon, lithi... s&€ gay ra
tac dung cai thudc rit nang n€ & tré va can duge diéu tri thich hop bing thudc ngd heic
thudc thay thé.

1.3. Dic diém duge déng hoc cha thude & phu nif ¢6 thai
1.3.1. H4p thu thudc

Nhu dong da day - ruét giam; da day me giam tiét 40% acid, dac biét 1a & thai k¥
1 va 2 la nhimg 1y do lam anh hudng dén hdp thu clia mot s thude khi diing theo
dudng udng.

Do mang thai thong khi phé& nang va luu thong mdu & phéi ting 30%; niém mac
mii dé bi sung huyét; luu lwong mau & da tang 1am cho hdp thu & da va niém mac
manh hon, vi vay can than trong khi dang thudc dudng ho hap, boi ngoai da hay dit
am dao cho phu nif ¢6 thai vi hap thu thuéc ¢6 thé ting.

Do gidn mach tai ché, luong mdu vio ¢o van va su twdi mdu vio mod ngoai bién
tang, hip thu thude khi tieém bap tang. Cudi thai k¥, ludng mau cham han & chi dudi
do tang dp luc thuy tinh ¢ hé tinh mach, lic nay néu tiém vao viing mong, dii, thudc
s€ hap thu khong déu; tiém bap & tay, vai, thudc s& hap thu t6t hon.

1.3.2. Phan bé thudc

Thé tich mdu cla me tang khodng 20% ¢ giita thai k¥, khoang 50% & cuéi thai
ky va trd vé thé tich binh thudng sau khi sinh.

Su md rong ving dich khi c6 thai 1am tang thé tich phan b6 cha nhiéu thude, dic
biét 1a nhitng thudc tan nhiéu trong nudc va phan bé nhiéu & dich ngoai bao; hau qua
dan dén thay ddi néng do thude trong huyét twong clia ngudi me. Do dé cé thé cdn
tang li¢u v6i nhing thudc ¢6 pham vi diéu tri hep va theo ddi can than khi diéu tri;
phai hiéu chinh lai liéu dung cho ngudi me sau khi sinh.

Mac di ¢6 su tang tao albumin huyét thanh nhung do thé tich néi bao va noi
mach tang nén ndng d¢ albumin van giam so véi binh thudng. Nong do protein huyét
thanh giam khoang 10g/L trong thoi ky mang thai. Tuy nhién thudng khong phai hiéu
chinh liéu do nguyén nhan nay.

Lugng m& tang khoang 3 - 4 kg trong thai k¥ mang thai. Lugng m& déng vai trd
nhu mét kho chia du trit véi cdc thude tan nhiéu trong lipid nén din dén su tang thé
tich phan b6 cia mét s6 nhém thudc nhu thude ngh, thude gy mé... gay ra tinh trang
ngl li bl sau gdy mé hoac sau khi dung thudc an than gay ngh & ngudi me.

1.3.3. Bai xuat thudéc

Trong khoang vai tudn ddu thai k¥, té¢ do loc ciia cdu than tang khodng 50% va
ti€p tuc tang cho t6i sau khi sinh, vi viy do thanh thai ctia cdc thudc thai trir cha yéu
qua thian & dang khong bién ddi ting, vi du: Lithi, khdng sinh nhém betalactam.
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Chuyén hod qua gan ctia mot s6 thudc tang ding ké do tic dung cim img enzym
gan cua progesteron ndi sinh, nhung anh huéng tén timg thudc khé du dodn trudc.

To6m lai: Khi ¢6 thai, duge dong hoc cflia thudc & ngudi phu nif ¢6 nhiéu thay déi
phic tap. Vé nguyén tic, liéu lugng thude dung cho phu nit ¢ thai vao bit ci thoi
diém nio ciing phai ¢ liéu thdp nhat ¢6 hiéu qua dé giam thiéu nguy co gay doc cho
thai nhi. Tuy nhién, c¢6 trudng hop phéi tang liéu do dic diém duge dong hoc & phu nit
c6 thai ¢6 nhitng khéc biét hodc do inh hudng cta tinh trang mang thai lam cho mot s&
bénh ning thém. Vi vay viéc dicu chinh liéu lugng thudc khi dung cho phu ni ¢6 thai
phai dugc luu ¥, cin duva vao ddp dng lam sang cla bénh nhan, t6t nhat 1a dua vao
noéng do thude & dang e do trong mau.

1.4. Phén loai murc dé an toan thuéc ding cho phu nir cé thai

C6 nhi¢u cdch phan loai thudc diing cho phu nit ¢6 thai. Nguyén tic chung cla
mot cdch phan loai déu dua trén nguy co cla thude doi véi thai nhi khi sir dung cho
nguoi me.

Sau day la hai cdch phan loai thudng gip.
1.4.1. Cdch phdén loai cua My

Co quan quan ly thudc va thyc phdm My (FDA) da xép thudc thanh 5 loai:

Loai A:

Cdc nghién citu ¢ kiém sodt cho thdy khéng cé nguy co. Céc nghién ciu ¢6 kiém
s0dt vGi s luong du 16n trén phu nit ¢6 thai chimg minh 14 khéng 1am ting nguy co thai
bat thutmg khi diing cho ngudi me mang thai tai bat cit thdi diém no cla thai k.

Loai B:

Khong 6 bdng chitng vé nguy co trén ngiedi. Thude c¢é nguy co gay tic hai cho
bao thai tren dong vat nhung cdc nghién ciu c6 kiém sodt va di 16n khong chiing minh
dugc nguy co khi ding trén ngudi; hoac thude khong ¢6 nguy co trén dong vat nhung
chua di nghién ciru tin cay dé ching minh an toan cho ngudi.

Loai C:

C6 nguy co cho bdo thai. Nghién ciu trén ngudi chua dit nhung nghién citu trén
dong vat chitng minh ¢6 nguy co gy tdn hai hoac khuyét tat cho bao thai; hoac chua
¢0 nghién cttu trén dong vat va nghién cu trén ngudi ciing chua ddy da.

Loai D:

Chdc chdn ¢6 nguy co cho bao thai. Cic dit liéu nghién ciu hodc dit lidu sau khi
thudc da duoc luu hanh trén thi trudng cho thdy thuéc cé nguy co gay tic hai cho bio
thai, tuy nhién 1gi ich diéu tri vugt troi nguy co rli ro. Thudc dugce chip nhan dé diéu
tri trong nhitng trudng hop bénh nang de doa tinh mang ngudi me va khong thé tim
dugc thude thay the an toan hon.

]

Loai X:

Chong chi dinh cho phu nit cé thai. Tit ca moi nghién citu trén dong vat, trén
nguoi, cac dit liéu thu thap sau khi thuée luu hanh trén thi trudng déu khing dinh tic
hai cho bao thai cha thude va lgi ich diéu tri khéng vugt troi nguy co rii ro.
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Vi du: Cang mot nhém thude tri loét da diy - td traing nhung cdc antacid dugce
x€p loai A: cimetidin, famotidin dugc xép loai B; pantoprazol dugc xép loai C con
misoprostol duge xép loai X.

1.4.2. Cdch phién loai cua Australia

Hoi déng ddnh gid thudc cia Australia phan loai céc thudc nhu sau:

Loai A:

Thuée da dung rong rdi cho phu nit ¢ thai va phu nit trong d6 tudi sinh san,
duge ching minh ta khong lam tang ty 1€ di tat hay gay ra nhiing tic dung c6 hai truc
ti€p hoac gidn ti€p cho thai nhi.

Vi du: Amoxicilin, erythromycin, nystatin...

Loai Bl:

Thude méi duge ding cho mot 56 luang ¢6 han phu nif ¢6 thai va phu nit trong
d6 tudi sinh san. thay 13 khong [am tang ty 1é dj tat hay gay ra nhitng tac dung c6 hai
truc ti€p hoac gidn ti€p cho thai nhi. Cdc nghién cu trén sic vat khong thay bing
ching lam tang tac dung huy hoai vai thai.

Vi du: Cephazolin, cdc cephalosporin th& hé 2, 3, azithromycin, roxithromycin...
Loai B2 :

Thuéc mdi duge dung cho mét 6 lugng ¢6 han phu nit ¢6 thai va phu nif trong
dé tudi sinh san, thay 1a khéng lam tang ty & dj tat hay giy ra nhimg tac dung ¢6 hai
tryc 1i€p hoéc gidn ti€p cho thai nhi. Nghién ciu trén sic vat chua ddy di hoac nhimg
di liéu da ¢6 cho thay thude khong 1am ting tdc dung huy hoai véi that.

Vi dy: Cephalosporin the h¢ 4, dicloxacilin, metronidazol, vancomycin, pyrazinamid...
Loai B3 :

Thuoe mdi duge ding cho mot s6 lucmg ¢d han phu nir ¢6 thai va phu nit trong
do tudi sinh sin, thdy la khong lam tang ty 1¢ di tat hay gy ra nhitg tdc dung c6 hai
truc 1i€p hoac gidn ti€p cho thai nhi. Nghién cttu trén sic vat thay c6 bing ching lam
tang tic dung huy hoai véi thai, nhung nhitng tdc dung ndy duoc coi la khéong rd rét
doi vai nguoi.

Vi di: Amphotericin. itraconazol, quinolon, clarithromycin, imipenem...

Loai C:

Cac thuoc do tdc dung duoc 1y cd thé gay ra tac dung c6 hai cho thai nhi va tré
so sinh, nhung khong gay di tat. Cic tac dung nay cé thé phuc héi dugc.

Vidy: Acid fusidic, cdc sulfamid (trir sulfasalazin) ¢6 thé gay vang da nhan nio
0 tr¢ 50 sinh trong thing dau tién do day bilirubin khoi lién két v6i albumin, vi vay cin
tranh diing cédc thude nay trong thang cudi cba thai ky. Rifampicin gay chay mau do
giam prothrombin & tré so sinh va ba me khi dung thuée gdn ngay sinh dac biét trong
nhifng tuan cudi thai ky, cén tiém vitamin K cho ca me va con.

168
http://tieulun.hopto.org



Loai D:

Cac thude bi nghi ngd hoac bi cho ring lam tang 1y 1¢ di 1at hay huy hoai khéng
phyc hoi cho thai ngudi. Céc thude niy ciing c6 thé cé nhimg tic dung dugc 1§ ¢6 hai.
Can tham khao thém théng tin trude khi quyét dinh ding.

Vi du. Tetracyclin, doxycyclin, aminosid, fluconazol...

Loai X:

Thudc ¢6 nguy co cao gay huy hoai vinh vién cho thai nhi. Khéng duge dung
cho phu nif ¢6 thai hoac ¢ thé ¢6 thai.

Vi du; Dienoestrol, isotretinoin, misoprostol, ribavirin...

Sir dung cdch phan loai nao tuy quyét dinh cha nhi sin xuat. Tuy nhién theo ca 2
ciach phan loai trén ching ta déu nhan thdy: nhdm A la nhém an toan nhdt va nhém X
la nhdm thucc nguy hiém nhdt dicoe chong chi dinh tuyét doi trong moi truong hop
mung thai.

Cédc ch€ pham chita tir 2 hoat chit trd lén dugc x€p loai theo hoat chat ¢é nguy co
cao hon.

1.5. Cac nguyén tic sir dung thudc cho phu nir ¢é thai

(I). Han ch€ t6i da ding thuéc, nén lya chon cic phuong phip ¢iéu tri khong
dung thudc.

(2). Tranh khong ding thuge trong 3 thing dau thai k.
(3). Ding thude véi liéu thap nhat ¢6 hicu qua véi thoi gian ngan nhat.

(4). Lua chen thude da duge ching minh 12 an toan, tranh ding nhing thuée ch-
ua duge sir dung rong rdi cho phu nit ¢ thai

2. SUDUNG THUOC G PHU NU THOI KY CHO CON BU

Cang ngay ngudi ta cang nhan thitc 13 Ioi ich cha viéc cho tré bi sira me. Cho tré
bt sita me, tr¢ s&€ khoé manh, tang siic dé khang, thong minh hon, déng thoi ngudi me
chéng tré lai vée ddng cdl, gidm nguy co ung thur vit, cd tir cung... Tuy nhién khi ding
thudc cho phu nit cho con bu, thude 6 thé duoc bai tiét vio sia v gay hai cho dita tré
b me. Chinh vi vay, viéc ding thudc & phu nif cho con ba ciing ¢dn duge quan tam
ding mic dé lam sao dat duge muc tiéu diéu tri bénh cho me, déng thoi tranh cho daa
tré bi "dung" va chiu tic dung bat lgi clia thuée ma van dam bao duy tri cho tré bi me.

Mot s6 vi du vé cdc thudc chong chi dinh ding cho phu nif cho con bi dwoc liet
k¢ trong bang 11.3.
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Bang 11.3. Cac thudc chdng chi dinh ding cho phu nif thai ky cho con bu

! Amphetamin

Amiodaron

Bromocriptin

Isoniazid
Lithium
Methotrexat

Carbimazol Metronidazol
Cyclophosphamid Phenobarbital
Cyclosporin Theophylin
Ergotamin Propylthiouracil
Ethosuximid

2.1. Cac yéu to quyét dinh lugng thudc vao tré khi st dung thude 8 phu
nir cho con ba

Khi dung thudc cho phu nit dang cho con bi, c6 mot s6 yéu 16 cén can nhic dé
dam bdo viéc diéu tri 1a hgp 1y va an toan cho ¢a ngudi me va dia tré. Can phai luu
tam t6i lugng thudc ti€t vio sita me va lugng thudc thuc t€ dita tré nudt vio bung. Diéu
nay lién quan dén 4 nhém yéu to:

2.1.1. Viéc dung thudc cua ngudi me

Loai thudc duoc dung, lidu, dudng dua thude va dac diém duge dong hoc clia me
la cdc y€u (8 quyét dinh lugng thudc tiém tang c6 thé duge thai trir vao sita.
2.1.2. Viéc bai tiét sira cua nguoi me

Tuy thudc vao lugng sita ngudi me tiét ra, lugng thudc 6 trong sita dé tré nudt
vao bung rat khic nhau.

Thanh phan va pH clia sita me s€ dnh hudng dén lugng thudc cé trong sita. Thanh
phdn sita me ¢6 nude, lipid, protein, lactose... Thanh phdn sita thay d6i gilta cac cd the
va ngay trong timg c4 thé & nhitng thdi diém khic nhau. Sita non it lipid, gidu protein
hon sita chinh thiic. Trong mot ngay, sita tiét vao budi sdng giau lipid hon budi chiéu.

2.1.3. Tinh chét hod Iy cua thudc

Thudc vao sita cht yéu theo co ché khuéch tan thu dong qua nhiing 16 trén mang
biéu mo tuyén vi. Ngoai ra ¢6 mot phin theo co ch€ van chuyén tich cyc nhd chét
mang. Sira ¢6 thanh phén lipid nhiéu hon, protein it hon va pH thap hon so véi huyét
tuong (pH cua sita khoang 7,0).

Céc dic tinh cua thude ¢ anh hudng dén lugng thude bai ti€t vao siia la: pK,, tinh tan
trong lipid, phan nt lwong va khd nang lién két vai protein huyét tiomg cia thudc:

* pKa:

pKa cla moi thuée 12 tri s& phan 4nh ty 1& thudc bi ion hod & pH sinh 1y. Do pH
cua sita thdp hon pH huyét tuong, nén sita giong nhu mot by ion véi cic thube ¢d ban
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chit base. O trang thai can bing, néng d¢ céc thudc c6 ban chét base trong sita cé thé
cao hon trong huyét tuong. Nguge lai cdc thudc ¢6 ban chat acid sé rat khé vao siva.

Vi dy. Erythromycin base (pK,= 8,8) ¢6 ty s6 nong do thudc trong sita/huyét tuong 1a
7,0; penicilin cé ban chat acid (pK,= 2,7) thi ty s6 nay 13 0,2.

= Tinh tan trong lipid:

Céc thudc tan trong lipid dé hoa tan vao thanh phdn lipid trong sita, nh&f vay ting
mirc doé va tée do bai tiét vao sita.

» Phdn ut heong:

Thudce c6 phan tir lugng nho dé khuéch tdn vio sifa hon. Cic thuée ¢6 phan tir
lugng 16n vi du nhu heparin vao sita khong ddng ké.

* Khd ndng lién két vdi protein huyét wong:

Vi trong sifa c6 it protein hon trong huyét tuong, cdc thudc lién két nhiéu véi

protein huyét tuong s& bi gii lai trong mdu me (vi du nhu warfarin). Néng do cic
thudc nay trong sita vi thé thudng thap.

2.1.4. Viéc bu me cua tré

Lchmg thude vao tré bid me khi dung cho ngudi me khong chi phu thuoc vio cdce
y€u 16 & trén ma con duge quyét dinh bdi luong sita tré thuc bi. Vi vay thoi diém cho
tré bl me ciing can dugc tinh dén. Néu tré bd me vio thoi diém thuée dang dat noéng
dé 16t da trong mau me thi lugng thude vio tré sé cao. Néu cho tré bi ngay trudc khi
ngudi me dung licu thude tiép theo, lugng thude vao tré sé it hon.

2.2. Cac thudc anh hudng dén kha ning bai tiét sira

Viéc tiét sita dugce di€u hoad béng prolactin. Bai ti€t sira s& giam n€u lugng
prolactin trong mau giam hoac s6 lugng thy thé prolactin glam Hai loai thuéc anh
huong t6i san xudt sita 1a cdc hormon sinh duc nir va thudc ¢6 hoat tinh dopamin.

Estrogen 1a hormon hay duge sir dung & phu nit va ¢6 anh hucmg 161 bai tiét sira.
Khi dung cho phu nit dang cho con b, thude vao sita rédt it nhung ¢6 téc dung tc ché
thu thé prolactin & giai doan sém 1im gidm bai tiét sita. Vi vay phu nit cho con bi
khong nén ding thudc trdnh thai ¢6 chifa estrogen.

Céc thude c6 tinh dong van & thu thé dopamin (thi du bromocriptin) c6 tic dung
lam giam san xudt sifa.

Thudc loi ti€u thiazid va cac chat déi khdng serotonin (thi du cyproheptadin)
cung kim him bai tiét sita.

Bang 11.4 12 vi du vé mét s6 thudc lam gidm su tiét sira.

Bang 11.4. Cac thudc kim ham bai tiét sira

Androgen ‘ Bromocriptin
Clomiphen citrat Lgi tiéu thiazid
IMAO Levodopa

Dan ch&t ndm cua lod mach Vitamin B, liéu cao
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Mot s6 thude lai cé tac dung kich thich bai tiét sita dé 1a thude déi khing thu
thé dopamin. Metoclopramid va domperidon 13 nhitng thudc da duogc sit dung trong
lam sang v6i tac dung nay dugce chi dinh cho nhitng ba me cia tré dé thiu thing, tré
om yéu...

2.3. Nguyén tac trong str dung thudc & phu nir dang cho con b

Trong thoi gian nuéi con bang sita me, viéc dung thuSc & ngudi me phai hét sic
than trong dé tranh gay hiu qua cho con. Trong thyc t&, s6 thudc cdm ding han trong
khi cho con bt khéng nhi¢u, nhung khi ké don va phat thuée cho me, thdy thudc va
duge s1can ¢é phan xa nghi dén su thai thudc qua sita.

N6i chung nhimg thudc an toan cho tré so sinh va tré nho thi dung cho phu nit
cho con bii cling an toan. Nhimg thudc khong hap thu khi dung dudng udéng & ngudi
lén cling s€ khong hip thu & tr¢ blii me. Vi vady nhimg thudc nhu aminoglycosid,
vancomycin, heparin, insulin... dugc coi 12 an toan khi dung cho phu nit cho con ba.

Khi st dung thudc & phu nit cho con b, cdn tudn thit sdu nguvén tdc sau:

N

(1). Han ché'16i da dung thudc.

(2). Chon thudc an toan cho tré bii me, thuéc cé ty Ié ndng do sitalhuyét twong
thdp, thdi triv nhanh.

(3). Trdnh diing thuéc liéu cao, nén dung trong thoi gian ngdn nhdt va nging
ngay khi dat hiéu qua.

(4). Thoi diém ditng thuée nén chon ngay sau khi cho tré bt xong.

(5). Néu khong ditge phép cho tré bi me trong khi ding thuoce, cdn vdt sita bo di
va diing sita ngoadi thay thé. Sau khi ngitng thudc can cho thém mot thoi glan
thich hgp (4 lan t,,) roi mdi cho tré bit lai.

(6). Cdn nhdc loi ichinguy co cho cd me va con tride khi quyét dinh ding thuoc.

3. KET LUAN

Str dung thude cho phu nif ¢6 thai hodc phu nit dang nudi con bang sita me déu
phai rat than trong vi hau qud dé lai s& ¢é thé anh huéng trim trong dén ca cudc doi
cha tré trong tuong lai. Chinh vi vy, mdi chuyén luan vé thude déu c6 muc: "Véi phu
nit ¢é thai va dang cho con bit". Cac béc s va duge si déu phai tuan thi nguyén tic
“doc k¥ cdc chi dan triede khi ditng” trude khi ké don hoidc phét thude.
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Chuong 12

NGUYEN TAC SU DUNG muﬁ;c KHANG SINH
VA KHANG KHUAN

MUC TIEU

1. Phdn tich duoc 4 nguyén tdc sir dung khdng sinh trong diéu tri, cho vi du
minh hoa.

2. Phdn tich diege 3 nguyén tdc sit dung khdng sinh trong dy phong nhiém khudn
sau phdu thudt, cho vi du minh hoa.

NOI DUNG

Cic thude khing sinh va khing khudn 12 mot nhém thudc d€ diéu tri khi nhiém
vi khudn, dat duge tdc dung & néng do rét thép, it anh hudng dén co thé ngudi bénh.
Chiing ta da biét khdng sinh 13 nhiing chat kim hoac diét vi khudn c6 nguén gdc vi sinh
vat (xa khuan, ndm, méc...), ngdy nay nhidu chat téng hop toan phén cling dugc diing
v6i muc dich nay va hiéu qua diét khudn ciing dat duoc & néng d¢ thap hon nhiéu so
vdi cdc chit hoa tri liéu trude Kia.

Bén canh d6 c6 nhitng nhém chat truée kia khong duoc ding dé diét vi khudn
nhung ngay nay dugc phat hién ra tic dung diét vi khuén nhu cdc din chdt 5 nitro
imidazol. Nhu vay danh muc cha céc thudc diéu tri nhiém khuin ngay dugc md roéng.
Do do, viéc trang bi cho sinh vién Duge nhitng nguyén tic cd ban khi sir dung khang
sinh va cdc thudc khdng khudn 1a viec 1am khong thé thiéu duoc dé tao cho cic duge
s1 tuong lai nhitng thoi quen 5t trong nghé nghiép sau nay.

Nhimg kién thic ndy ciing sé gitip cdc duoc si c6 dii trinh d6 ¢& van cho cac bic
sT di¢u tri trong viéc lua chon va phéi hop thudc khi ké don.

Trong thyc hanh tai bénh vién, s6 Iugng khang sinh diing dé dv phong cho phau
thudt cling chi€m mét ty 1¢ cao va viée chan chinh lai nhitng phin lam chua diing hién
nay tai bénh vién s€ gép phén khéng nhd vao viéc nang cao hiéu qua st dung va tiét
kiém thudc.

Do théi quen, ching ta thudng goi nhém nay chi véi mot danh tir: khang sinh.
Trong bai nay dé€ dé goi, ching t6i ciing dang tr khéng sinh dé chi nhém thudc niy.

Can cit vao myc tiéu trén, trong chuong nay chiing t6i dé cap dén 2 vin dé:

~ Nhimng nguyén tac co ban sir dung khéng sinh trong diéu tri.

— Nhiing nguyén tac co ban s& dung khéng sinh trong du phong nhiém khuin
sau phau thuat, :
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1. NHUNG NGUYEN TAC SU DUNG KHANG SINH TRONG PIEU TR
C6 4 nguyén tic st dung khdng sinh trong dicu tri:
(1). Chi sir dung khéng sinh khi ¢6 nhiém khuén
(2). Phai biét lua chon khdng sinh hop 1y
(3). Phai biét nguyén tic phoi hop khéng sinh
(4). Phai sit dung khang sinh ding thdi gian qui dinh

1.1. Chi sir dung khang sinh khi cé nhiém khuan

Cic tdc nhan gay bénh cho ngudi ¢6 thé 14 virus, vi khudn, ndm, sinh vat don bao
hodc k¥ sinh vat (giun, sdn...). Cic khdng sinh thong dung chi ¢é tac dung voi vi
khudn, rat it khdng sinh c6 tac dung véi virus, nim gay bénh, sinh vat don bao. Mbi
nhém khang sinh lai chi ¢6 téc dung véi mot s6 loai vi khudn nhét dinh; do d6, trude
khi quyét dinh sit dung mot loai khang sinh nao dé cdn phai lam qua cdc budGe sau day:

1.1.1. Tham kham lam sang

Bao gbém viéc do nhiét d6 bénh nhan, phong van va khdm bénh. Day 1a budc
quan trong nhét va phai 1am trong moi trudng hop.

Vi s6t 1a ddu hiéu dién hinh khi ¢6 nhiém khudn nén viéc do nhiét d6 gép phén
quan trong dé khang dinh nhiém khudn. S6t do vi khudn thudng gay tang than nhiét
trén 39°C trong khi s&t do virus chi ¢6 nhiét do khoang 38 - 38,5°C.

Nhitng trirong hop ngoai lé:

— Nhiém khuén & bénh nhan suy gidm mién dich, bénh nhan qua gia yéu... ¢

thé chi sét nhe.

~ Trii lai, nhiém virus nhu bénh quai bi, thily dau, s&t xuit huyét, bai liét... ¢6

thé tang than nhiét téi trén 39°C.

Tham khdm lam sang vi phong van bénh nhan giip thay thudc du dodn tic nhan
gdy bénh qua dudng tham nhap ca vi khudn, qua cdc ddu hiéu dic trung...

1.1.2. Cdc xét nghiém 1adm sang thudng quy
Bao g6m cong thic mau, X quang va cic chi s6 sinh héa s& gép phan khang dinh

chin dodn cha thay thuéc.

1.1.3. Tim vi khudn gdy bénh

Pay la bién phap chinh xéc nhat dé tim ra tic nhan gay bénh nhung khong ph?i
moi trudng hop déu cdn. Chi trong tredng hop nhiém khudn rdt nang nhu nhi€ém khuan
m4u, viéem mang ndo, thuong han... khi ma tham khdm 1am sang khéng tim thiy dau
hi¢u dic trung hoic nhiém khudn mic phai & bénh vién, & bénh nhan suy giam mién
dich khong ¢6 s6t hay chi s6t nhe.

Viéc phan lap vi khudn gay bénh khong phai & dau ciing 1am duoc, lai phdi mat
thdi gian va tén kém nén mac dau chinh xéc nhung chi xép hang thi 2, sau tham kham
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lam sang. Néu bénh nhén tir tuyén dudi chuyén 1én, da phan da sir dung khang sinh thi
tham kham lam sang va lam cdc xét nghiém thudng qui la co ban. Trong trudng hop
nay, viée sir dung khang sinh phé rong va ph6i hop khdng sinh dé diéu tri 1a hgp 1y va

céan thiét.

1.2, Phai biét lyra chon khang sinh hgp ly

Lya chon khédng sinh phu thuoc 3 yéu t6:

— Vi khuan gay bénh
— Vi tri nhiém khuin
— Co dia bénh nhan

1.2.1. Lua chon khédng sinh phai pht hop vdi vi khuan gdy bénh

Béng 12.1. Mét s6 vi du vé dinh hudng mam bénh theo vi tri nhidm khusn

Vi tri nhiém khuin

Loai vi khuan gay bénh thuong gip

Viém hong dé

Streptococcus pyogenes ( nhém A )

Viém amydal

Staphylococcus, Streptococcus, Ky khi

Viém tai gita cdp c¢6 chay mi
3 tré em

H.influenza (+++), S.pneumonie (++), S.aureus, Enferobacteries

Nhidm khudn rang miéng

Streptococcus, Actinomyces, Ky khi

Nhiém khudn ho hdp duéi
méac phai d cdng déng

S.pneumonie (50%), H.influenzae, S.aureus, Klebsiella
pnemonie, Mycoplasma, Legionella pneumophyla, Clamydia
pneumonie, Moxarella cataralis

Nhiém khudn hé hdp dudi
mac phai d bénh vién

Vi khudn G(-): 60%-80%, chli y8u: Kiebsiella, Serratia...

- Néu cé aat noi khi quan: Pseudomonas, Acinetobacter,
Staphylococcus.

Viém bang quang chua ¢o
bién chimng

E. coli (80%), Proteus mirabilis,
Klebsiella.

Nhiém khuén tiét niéu c6 bién
ching mac phai & bénh vién.,

Klebsiella, Enterobacter, Serratia, Pseudomonas, Proteus
indoi (+), Citrobacter, Providencia

Trimg ¢4, chdc 14, mun ma..

Staphylococcus (++) Steptococcus pyogenes

Tir bang 12.1. chiing ta thdy, thy theo vi tri nhiém khufn, ngudi thay thudc cé thé

dy dodn kha nang nhiém loai vi khudn nao va can ci vao phé khéng sinh ma lva chon
cho thich hgp. Can nhé rang phé khang sinh trong céc tai liéu chi d& tham khéo vi do
nhdy cam cla vi khudn thy thudc timg viing; dé sir dung khéng sinh hop 1y phai biét do
nhay cam cha khang sinh 1ai dia phuong cir tri.

Danh gid d¢ nhay cdm cha vi khudn v6i khang sinh t6t nhdt 1a dua vao khéng
sinh do; tuy nhién, viéc nay khong phéi co s& diéu tri ndo ciling ¢6 thé lam duoc, hon:.
nita néu lam duoc thi két qua phan lap vi khudn va 1am khéng sinh dé thudng phai che
nhi¢u ngay. Nhu vay tham khdm lam sang dé dinh huéng mam bénh vi cin ot vaodo
nhdy cam cla vi khudn do cdc chuong trinh gidm sat tinh khdng thuéc Quée: gia (&

175
http://tieulun.hopto.org



Viét Nam ta ASTS) hoac do chinh phong xét nghiém vi sinh chGa bénh vién cong bo 1a
viéc lam kha thi hon ¢ trong diéu tri khéi ddu, sau d6 néu cé két qua thi sé diéu chinh
lai néu qua trinh diéu tri khong dat nhu mong muén.

1.2.2. Lua chon khang sinh theo vi tri nhiém khuan

Mudn diéu tri thanh coéng, khdng sinh phai thim dugc vdo 6 nhiém khudn, nhu
vay ngudi thdy thudc phai nim vimg cdc dac tinh duge dong hoc cia thude mdi c6 thé
chon duge khdng sinh thich hop.

Bang 12.2 trinh bay kha ning thim vio mot s6 co quan v 16 chifc chia khang sinh:

Bang 12.2. Kha nang tham uu tién cla mét s6 khang sinh
Va0 cac ¢d quan va té chic

Cd quan, t3 chirc Khang sinh

Mat Ampicilin, tetracyclin, rifampicin, cefoperazon, ceftriaxon, nafcilin,
: erythromygin...

L Erythromycin, cloramphenicol,
Tuyén tién liét ] ]
co-trimoxazol, fluoroquinoton, C3G...

Lincomycin, clindamycin, rifampicin,
flucroguinolen, C1G, C2G, C3G...

Tiét niéu Thiamphenicol, spectinomygin, tobramycin, fluoroquinolon...

Xudng - khdp

] , Penicilin G, cloramphenicol, rifampicin,
Dich nao tuy
co-frimoxazol, C3G...

Ghicha: CA1G, C2G, C3G la cephalosporin thé hé 1,2 va 3.

Trong cdc 18 chitc khé tham, ddng lwu ¥ nhat la dich ndo tuy do su can tré cla
hang rao mdu-ndo. Hang rdo nay binh thuong rat khé thadm thuéc; kha nang thim sé
dugc céi thién hon khi bi viém. Bang 12.3 cho biét cu thé hon vé kha nang thidm cila
khdng sinh vao dich ndo tuy.

Bang 12.3. Kha nang thdm cila khang sinh vao dich ndo tuy

* Pat nong do diéu tri trong dich nio tuy ca khi mang nédo khéng viém:

Co-trimoxazol, cloramphenicol, rifampicin, metronidazol

* Pat ndng dd diéu tr trong dich ndo tuy chi khi mang nao bj viém:

Penicilin G, nafcilin, piperacilin, ampicilin + sulbactam, ticarcilin + acid clavulanic,
cefotaxim, cefiriaxon, ceftazidim, imipenem, meropenem, vancomycin, mezlocilin,
aztreonam, ofloxacin, ciprofloxacin.

* Khéng dat ndng dd diéu trj trong dich nao tuy ké ca khi mang nao bj viém:
Aminoglycozid, cefoperazon, clindamycin, C1G, C2G

Ghi chi1: +'nghia 1a ca khi ding don déc (-) hodc khi diing dang phéi hgp (+) véi cac chat
khang beta-lactamase. :
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Muén dat duge hiéu qua diéu tri thi khdng sinh phai ¢é 2 dac tinh:
— C6 hoat luc cao védi vi khudn gdy bénh.
— Thdm 1t vao 16 chitc nhiém bénh.

Tuy nhién, khong phéi trudng hop nao cling chon duge khang sinh dat duoc ca 2
dac tinh trén.

Vidu:

Trong di€u tri viem ming ndo do P.aeruginosa, cic khing sinh ¢é tac dung tét
ién vi khuan nay nhu gentamicin, amikacin, colistin... lai khong c6 kha nang thim qua
hang rao mdu- ndo, nhiing trudng hop nhu vay phdi ph6i hgp thém véi khing sinh
thim t6t qua hang rao mdu — ndo hodc tiém khang sinh vira néu thing vao ong song
(liéu luong nho hon rit nhidu so véi tiem bép).

— Nhimg trudng hop nhiém khudn tiéu héa nang, dac biét & ngudi gia yéu, tré nho
c6 nguy co mét nude cao hodc ngudi suy gidm mién dich ¢ thé sit dung khéng
sinh dudng udng loai ft hdp thu qua ruét. Nhugc di€ém ca khdng sinh loai ndy
la d¢ gay loan khudn ruét, nang hon ¢6 thé gay viem ruodt két mang gia (nguy
hi€m nhat khi ding nhém lincosamid), do dé khéng nén dung kéo dai.

— Nhiém khuan da vd moé mém nén tan dung thuSc sat khudn sau khi da lam
sach veét thuong bang phau thuat loai bd té chic hoai tir hoac mé dan luu ma
va boi cdc khdng sinh tai ché. Cic dung dich sdt khudn da thudng ding la
chlorohexidin, iod hitu co, bac sulfadiazin... Cic khing sinh boi tai chéd
thudng gap la colistin, framycetin, neomycin, polymycin-B...

- V&i nhiém khudn tai- mili- hong, ¢6 thé dung céc dang khang sinh phun tai
chd (acrosol) hodc cdc thudc sét khu_fin & dang sdc miéng, dang vién ngam
hodc cdc loal dung dich khdng sinh dé nhd truc tiép vao tai, mdi...

Vidu:

— Amphotericin, vién 10 mg dang ngam d€ diéu tri viém miéng do ndm candida.

— Dactarin (miconazol) dang gel gié vao ché loét & miéng do ndm.

— Betadin 1% pha lodng gap déi véi nude d€ sic miéng.

— Dung dich chlorhexidin 0,1%, neomycin 0,5% dé sat khudn tai ch.

Cha y:

— Cac khdng sinh nhé tai thudng c6 doc tinh cao, do d6 trude khi nhd phai
khdm tai k¥ vi néu thing mang nhi thi c6 thé gay diéc.

— Khong nén ngam céc dang vién nén dung cho dudng udéng vi t4 duge khong
thich hgp d€ dan thudc sau xuéng cic 16p niém mac dudi; hon nita mot s6
khdng sinh kich #ng manh c¢6 kha ning gy loét tai ché.

— Vi nhiém khudn am dao, ngoai viée skt dung céc khing sinh toan than, dang
dat tai chd c6 vai trd rat quan trong vi véi nhitng nhiém khudn nhe ¢6 thé chi
cdn ding cdc dang nay 1a di. Trong trudmg hop ndy cling phai sir dung céc
dang bao' ch€ dung dé dat hodc bom, nhé..., khong nén tity tién dua vio am
dao cdc dang thuéc khong san xuat vi muc dich nay vi hiéu qua kém va dé
£ay loét.
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— Vi nhiém khuén mat, nén tin dung khéng sinh nhé hodc tra mét, béi vao mi
mat (chita viém mi mat) va ciing chi duge phép ding cdc dang san xudt vi
muc dich ndy. Ciling c¢6 thé dua vao mit qua dudng tiém dudi két mac
(subconjonctival) nhung phai thyc hién tai bénh vién vdi sy gitp d& cua nhan
vién y €.

1.2.3. Lua chon khang sinh theo co dia bénh nhéan

Nhitng khdc biét vé sinh 1y & tré nhé, ngudi cao tudi hodc & phu nir c6 thai ...
déu ¢6 anh hudng dén duge dong hoc chia khdng sinh. Nhitng thay ddi bénh 1y nhu suy
giam mién dich, bénh gan, than nang lAm gidm ro rét chuyén héa va bai xuit thudc
gay tang mét cdch bt thudng néng do khéng sinh ¢6 thé din t&i ngd doc va tang tac
dung phu.

Cac trang thdi bénh 1y khic nhiur bénh nhan bi bénh nhuge co, thiéu men G6PD...
déu c6 thé lam nang thém cdc tai bién vi tic dung phu clia thusc. Néu bénh nhan Ia
phu nit ¢6 thai hoac dang cho con bii thi hau qua ciia cic tic dung phu c6 thé anh
hudng ca dén thai nhi hoic dia con.

Khdng sinh la mot trong nhitng nhém thude cé nguy co gy di ing rat cao, do d6
cdc bénh nhan ¢d ¢o dia di ing la nhitng ngudi can dac biét luu §.

Vi nhitng 1V do viva néu, viéc lua chon khing sinh theo cd thé ngudi bénh cling 1a
mot van d¢ rit quan trong cla nguyén tic sir dung khing sinh. Sau day ching toi s¢
trinh bay vé sir dung khang sinh cho moét 56 d6i tugng dac biét.

Khdng sinh voi tré em

Cac khang sinh phai chéng chi dinh véi tré em khong nhiéu nhung hiu hét déu
phai hiéu chinh lai li€u theo 1¢a tuoi.

Nhém khidng sinh can lueu § nhat khi sit dung cho tre dé non va tré so sinh la
aminosid (gentamicin, amikacin...), glycopeptid (vancomycin), polypeptid (colistin) vi
day la nhitng khdng sinh ¢é kha nang phan bd nhi€u trong pha nudc nén khuéch tin rat
rong d cdc lira tudi nay.

Bang 12.4 trinh bay vé chi dinh va chong chi dinh cda mot s& khdng sinh thong
dung cho nhi khoa.

Khang sinh véi nguéi cao tuoi

N6i chung, viéc sir dung khang sinh cho ngudi cao tudi khong khic nhiéu véi dai
tirong binh thudng, trir mér s6' diém can hae ¥ sau:

— Do su suy giam chic ning gan - than nén su chuyén héa va bai xudt thudc
déu véu hon binh thudng, do d6 cén phdi hiéu chinh lai licu caa nhiing
khang sinh bi chuyén héa nhiéu qua gan hoac bii xuét chli yéu qua thin &
dang con hoat tinh.

— Doty I¢ di tmg véi khdng sinh cao hon binh thudmg (ngudi trén 65 tudi cé ty
1€ di dng véi khang sinh nhém beta - lactamin téi 20%), do dé6 cian hét sic
than trong khi sir dung khang sinh, nhat 1a dung qua dudng tiém.
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— Do bi nhi¢u bénh nén thudng phdi ding cing mot lic nhiéu thudc, do d6 kha
nang gap tuong tdc thubc cao hon binh thudng, vi vay phai than trong dé tranh
cdc wong tac gay tang doc tinh hoac tdc dung phu.

Bang 12.4. S{r dung khang sinh cho tré em & cac |ta tudi

Khang sinh Trédénon | Sdsinh 1 théang - 3 tudi Trén 3 tudi
Aminosid + + + +
Beta-lactamin + + + +
Oxacilin va dan chat 0 0 + +
Colistin + + + +
Co-trimoxazol 0 0 * +
Cyclin 0 0 0 cho > 8 tudi
Lincosamid 0 0 + +
Macrolid + + + +
FPhenicol 0 _ _ +
Quinolon 0 0 0 cho > 15 tudi
Rifampicin + + + +
INH + + + +
Vancomycin + + + +

Ghichg:  + dudc dung 0 khong duge dung

Vidu:

— Furosemid dung dong thai véi cdc khdng sinh nhém aminosid sé tang nguy co
gay suy than hoac diéc.

— Cic khdng sinh nhém macrolid 1am tang néng dé cta nifedipin trong mdu,
din dén nguy co qud liéu thudc chéng tang huyét ap.

Khang sinh véi phu nit cé6 thai

Néi chung, khong ¢6 chdng chi dinh tuyét d6i doi véi phu nir cé thai. Trong
trudng hop nhiém khuian nang de doa dén tinh mang thi viéc can nhac lu6n uu tién cho
ngudh me. Vi du: Trong diéu tri lao, rifampicin vin ¢4 thé st dung vdi su glam sat chat
che chirc nang gan khi cén thiét.

Tuy nhien, cic khing sinh ¢6 doc tinh cao nhung c6 thé dé& dang thay thé bing
khdng sinh khdc thi nén trinh tuvét d6i; thi du cloramphenicol, tetracyclin, co-
trimoxazol...

Khdng sinh véi bénh nhan suy thdn

Nhimg khang sinh ¢6 doc tinh cao v6i than 1a nhitng khédng sinh chua bi chuyén
hod khi qua gan hodc chi bi chuyén hod véi ty 1& nhé.

Kha nang gay doc véi than ciia mét s6 khang sinh duogc trinh bay & bang 12.6.
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Bang 12.5. S{r dung khang sinh & phu nif c6 thai

Khang sinh 3 thang dau 3 thang giira 3 thang cudi
Aminosid 0 0 0
Penicillin G + + +
Pen.M + + 0
Pen.A + + +
Cephalosporin + + +
Co-trimoxazol 0 0 0
Cyclin 0 0 0
Phenicol 0 0 0
Lincosamid 0 0 0
Macrolid + + +
Quinolon 0 0 1]
Vancomycin + + +
Rifampicin 0 0 0
Ethambutol + + +
Isoniazid + + +
Pyrazinamid 0 0 1]
Colistin + + +

Ghi chit: (0) khéng duge ding,  (+) duwoe ditng
{Theo Mouton Y. 1994)

Bang 12.6. Muc 36 doc vdi than clia mot sé khang sinh

Khang sinh Mic do doc vdi than

Aminosid ++
Beta-lactamin 0
Cyclin thé hé | +
Cyclin thé hé || 0
Phenicol 0
Sulfamid +
Colistin ++
Acid fusidic

Fosfomycin 0
Vancomycin ++
5-nitre imidazol 0
Cephaloridin® ++

Ghi chi: (0) khong gap ho3ic chua cé bao céo
(+} ddc (++) rt doc

(*) chat nay hién nay da rat khéi thi trudng vi doc tinh qué cao trén than,
dac biét khi phdi hgp véi cac aminosid.
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D¢ giam doc tinh cha khdng sinh véi trudng hgp bénh nhan suy than, nén chon
cac khdng sinh chuyén héa cht yéu qua gan; néu khong thuc hién duge ma phai sir
dung khdng sinh dgc v6i than thi phai hiéu chinh lai liéu khdng sinh (xem chuong
"Dugc dong hoc - cdc thong s6 sit dung trong lam sang").

Mot diéu can luu ¥ nita khi cho bénh nhan suy than ding khdng sinh ¢é natri
trong thanh phan thi can tinh lugng ion natri c6 trong ché pham dé han ché luong natri

dua vao hang ngay.

Vi du: Trong 1.000.000 UI benzylpenicilin Na ¢6 chita 48 mg natri ~ 2,1 mEq

Na®, can phai tinh dén lugng Na* nay dé gidm lugng dua vio hang ngay.

Khang sinh véi bénh nhdn suy gidmn chite ndng gan

Nhitng khdng sinh chuyén hod qua gan > 70% la nhiing khéng sinh ¢6 doc tinh
cao v8i co quan nay (bang 12.7).

Bang 12.7. Nhimng khang sinh bj chuyén héa & gan > 70%

Fusidic acid Clindamycin Rifampicin
Amphotericin Pefloxacin Synergistin
Griseofulvin Acid nalidixic Clortetracyclin
Ketoconazol Acid oxolanic Metronidazol
Cloramphenicol Rosoxacin

Bang 12.8. Nhitng khang sinh it bi chuyén hoéa & gan

Céac aminosid
Cac tetracyclin
Cac penicilin
Thiamphenicol
Fosfomycin

Vancomycin

Céc cephalosporin, trir:
Cephalothin, cefotaxim
Mét s6 quinolon :
Acid pipemidic
Ofloxacin
Norfloxacin

Gan 13 co quan chuyén héa thudc quan trong nhat ctia co thé. Su suy gidm chic
nang gan kéo theo nhimg thay déi cic thong s6 duge dong hoc cha khéng sinh nhur:

— Tdng sinh khd dung clia mét s6 khing sinh ding theo dudng udng din dén
tang nong dé khang sinh trong mau. Piéu ndy thé hién rd & nhimng khang sinh
chiv anh hudng manh ctia vong tudn hoan ddu (1* -pass) nhut cdc penicilin
nhom A, cdc fluoroquinolon, ketoconazol... va cdc khdng sinh bi chuyén héa
qua gan manh (.> 70%}) (bang 12.7).

— Kéo dai thoi gian badn thdi (1,,) ciia thudc: Toc do chuyén héa thudc & gan
gidm do hé enzym chuyén héa thudc & gan bi tén thuong; dong thdi do chic
nang gan gidm nén qud trinh sdn xuat va bai ti€t mat ciing bj cham lai dén t6i
thdi gian tuan hoan cta dang thudc con hoat tinh trong mau kéo dii hon binh
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thudng. Hau qua cua qua trinh nay lam cho thoi gian tdc dung clia khdng sinh
kéo dai hon va doc tinh ciing tang theo. Trong trudng hop niay dé bio dim an
toan cho diéu tri, nén thay bing cdc khang sinh cting nhém nhung it chiu anh
hudng ctia su thay ddi chiic nang gan tic 13 cde chat it bi chuyén héa & gan
{bang 12.8).

Vidu:

Trong s6 cdc fluoroquinolon thi pefloxacin bi chuyén héa manh khi qua gan con
ofloxacin lai chi bi chuyén héa khoang 5 - 10%; & bénh nhan xd gan, t,, cha pefloxacin ting
hon binh thudng 3 - 5 14n trong khi d6 chi s6 nay khong thay déi & ofloxacin.

 Trong trudng hgp khong c6 khing sinh cing nhém ddp ting diéu kién nay thi ¢6
thé chon mot khdang sinh cé phé tuong duong nhung it bi chuyén héa khi qua gan
(bang 12.8)
Khdng sinh voi nguoi ¢o co dia di img

Di ung v6i khéng sinh rat da dang. Bang 12.9 trinh bay moét sé biéu hién di tng
thuong gap véi khang sinh.

Bang 12.9. M6t s8 bidu hién di Ung vdi khang sinh

Biéu hién 1 2 3| 4 |5] 6 7 8 9 10| M1
Sdc qua man ++ + + + + + +
Ban dd, phu Quinck ++ + + [+ |+ + + + +
Man cdm vdi anh sang 4+ + 4 |+
Di (ng, mién dich té& bao +++ Fara | + +
Sot +++ +++ |+ + + + +
Bénh than + + +
Ghi chit: + itgap +++ thudng gap

1. Cac penicillin 4. Cyclin 7. Rifampicin 10. Quinolon

2. Cac cephalosporin 5. Macrolid 8. Lincosamid 11. Sulfamid

3. Aminosid 6. Phenicol 9. Vancomycin

D1 tng thuc sy v&i khdng sinh rdt it. Da phan di dng lién quan dén d¢ tinh khiet
cua khdng sinh, vi vay cac khang sinh ¢ nguén géc téng hop va ban téng hop it gap di
ttng hon cdc san pham chiét xuat tir mdi truong nudi cdy vi sinh vat.

C6 nhi€u kha ning gap di ting chéo giita cdc nhém khidng sinh ¢6 ciu tric hoa
hoc tuong . Vi du: ty 1e di ding chéo giiva penicilin vi cephalosporin tir 5 dén 15%; do
dé n€u da gap di dng v6i mot khdng sinh nio d6 thi tét nhat nén thay bing mét khéng
sinh khdc ho, con n€u van phai dung thi phai c¢6 bién phip gidm sit chat ché dé xa 1y
tai bién kip thdi néu x4y ra.

1.3. Phéi hgp khang sinh phai hgp Iy
Muc dich phai hop khédng sinh 1a:
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1.3.1. Tang tac dung lén cdc chung dé khdng manh
Trudng hop nay duge sir dung che diéu tri nhiém khudn mac phai & bénh vién hoac
nhimg trudng hop bénh da chuyén thanh man tinh do diéu tri nhiéu lan khong khoi.
Vidu:
~ Phoi hop oxacillin v6i gentamicin trong diéu tri S.aureus di giam nhay cam
vdi Pen.M.
— Phoi hgp amikacin vai ciprofloxacin trong di€u tri P.aeruginosa da khang véi
gentamicin.
— Phoi hgp Pen.A véi cdc chat tc ch€ men beta-lactamase (acid clavulanic,
sulbactam, tazobactam...) d& khoi phuc lai phé cha cdc khang sinh lén cdc
chiing vi khuén dé khédng tict beta-lactamase.

1.3.2. Giam kha ndng khadng thudc hodc trdnh tao nhing chung vi khudn
dé khdng

Phoi hop khang sinh véi muc dich nay thudng duge dp dung khi diéu tri cic
nhiém khuan kéo dai.

Vi du:

Phéi hop khing sinh trong diéu tri lao, viém mang trong tim, viém xuong...

1.3.3. NGi réng phd tdc dung cua khang sinh

— Noirgng lén vi khudn ky khi: Da s6 cac khdng sinh thong dung khong c6 tdc
dung hoac tdc dung yéu lén cdc vi khuan ky khi, dac biét 1a cic chiing ky khi
G (-) nhu B. fragilis, do d6 viéc phéi hop khing sinh chli yéu dé diét vi khuan
ky khi v&i cic nhiém khuan c6 nguy co nhiém ky khi cao. Vi di: Phéi hop
metronidazol véi cdc khing sinh khdc trong cic nhiém khudn ving bung,
ving chau vi metronidazol 12 thudc diét vi khudn ky khi manh thudc nhém 5
nitro-imidazol.

— Ngoai muc dich trén, viée ndi réng phé thiong khong cdn thiél vi:

+ Da c6 nhiéu loai khing sinh phd rong va céc dang ché phdm phéi hop sén.

+ Néu tu ¥ phéi hop ¢6 thé gap nhitng twong tdc bét 1gi do khéng nam viing co
ché tac dung. Vi du: Phéi hgp erythromycin véi lincomycin, erythromycin
vai cloramphenicol hoac streptomycin véi tetracyclin déu dan téi giam tic
dung khang khudn.

+ Khi phéi hgp cic khang sinh tiém, xu hudng chung hay tron 1an thude trong
cing mot bom tiém, dé dan t6i twong ky. Vi du: Tron lan Penicilin G hoac
ampicilin v&i gentamicin ; trdon ln lincomycin véi gentamicin déu gy
tuong ky.

1.3.4. Nhilng truong hop phéi hop cén trénh
Phoi hop cén tranh duge coi 1a chdng chi dinh. Trong trudng hop bit budc phai
phoi hop thi phai ¢6 céc bién phép theo ddi chit ché dé xit 1y tai bién kip thoi.
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Bang 12.10. Nhiing tuong tac bat Igi khi phéi hop khang sinh

Khang sinh ( A) Thudc phdi hgp (B) Hau qud
Amphotericin B Téng doc tinh trén than
Cephalothin "
Cephaloridin -
Cyclosporin "
Aminosid Vancomycin "
Thudc chdng déng mau Tang thoi gian prothrombin
Ether & thuéc mém cd cura Ngat hoac liét hd hdp
Cac NSAID Tang doc tinh trén than
Furosemid, etacrinic acid Tang doc tinh trén tai
Cac aminosid khac Tang déc tinh trén tai va than
Cephalaridin Furosemid Tang déc tinh trén than
Cac penicilin Céc chat chen beta Tang nguy ¢d choang phan vé
Pen.A Allopurinol Téng ty lé di tmg da
Ergotamin va dan chat Hoai tif chi
Macrolid Astemisol, terfenadin Loan nhip that, xodn dinh
(trir spiramycin) Thude tranh thai Viém gan, & mat
Theophylin Co giat, ngat (qua liéu B}
Thudc chong déng mau AVK Chéay mau (qua liéu B)
Thudc chéng déng kinh Co giat (qua liéu B)
Erythromycin Thudc chéng loan nhip Loan nhip 2 ti vong
Lactobionat (.V)
Muéi sat, vit.B,, Giadm tac dung tao mau cla B
Cloramphenicol Paracetamol Than trong vdi tré em (™ A)
Sulfonamid Tang dbc tinh trén hé tac mau
Lincosamid Thudc mém cd cura D& ngat ho#c liét ho hap
Theophylin Ngat, co giat (4 B)
Fluoroquinolon : Cimetidin B lam tang ndng d6 A
(trir ofloxacin va cac | Theophylin A lam tang ndng do B
ggi‘) it chuyén hod qua | warfarin A lam tang néng dd B
Tetracyclin Retinoid (tac dung toan than) Nguy cd tang ap IUc so néo
Doxycyclin Digoxin Tang néng d6 digoxin
Céc chat chen beta A lam giam tac dung clia B
Rifampicin Thudc tranh thai dang uéng A lam gidm tac dung ctia B
Warfarin A lam giam tac dung clia B
Khang sinh Kim loai da héa trj (Al, Mg...) B lam gidm hap thu A
néi chung Glucocorticoid B&i nhiém ndm khi dling kéo dai
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1.4. Phai sir dung khang sinh dung thai gian qui dinh

Khéng c6 qui dinh cu thé vé do dai clia dot diéu tri véi moi loai nhiém khudn
nhung nguyén idc chung la:

Sir dung khing sinh dén khi hét vi khudn trong co thé + 2-3 ngay & ngudi binh
thudng va + 5-7 ngay & bénh nhan suy giam mién dich.

Thuc (€ it khi ¢6 di€u kién cay vi khudn sau khi diéu tri, do dé coi 13 hét vi khuin
khi bénh nhén gidm sét, trang thai co thé cai thién: an ngd tét hon, tinh tdo...

Vi nhiém khuan nhe, dot diéu tri thudng kéo dai khoang 7 dén 10 ngay, nhung
v6i nhiém khuan nang, nhiém khuin & nhing 1§ chitc ma khang sinh khé tham nhap
(mang tim, mang néo, Xuong...) thi dot diéu tri kéo dai hon; riéng véi bénh lao, phéc
d6 ngin ngay ciing phai kéo dii t6i 8 thing.

Ngay nay, v6i sy xudt hién nhiéu khédng sinh hoidc cdc dang ché phém cé thoi
gian ban thai kéo dai da cho phép giam duge ddng k€ s6 13n ding thude trong dot diéu
tri, lam dé dang hon cho viéc tuan thii diéu tri ciia bénh nhan.

Vidu:

~ Dung doxycyclin trong di€u tri nhiém khudn dudng ho hip do Ricketrsia,
Mycoplasma va cdc vi khuan noi bao khdc chi cdn mot dot diéu tri kéo dai 3
ngay trong khi n€u diing céc tetracyclin ¢6 dién phai mat it nh4t 7- 10 ngay.

— Dung ceftriaxon d¢ diéu tr bénh thuong han, liéu 1- 2 g/ldn, dot 5 ngay thay
cho dung cloramphenicol 30 - 50 mg/kg méi ngay, kéo dai 14 ngly.

Diéu tri "chép nhodng”’

Dé diéu trj mot s6 dang nhiém khudn tiét niéu, sinh duc chua c6 bién chiimg nhu
viém bang quang, ni¢u dao, lau... ¢6 thé sir dung cdc khang sinh thai manh qua nudc
ti€u & dang con hoat tinh nhu pefloxacin, spectinomycin (trobicin) mot liéu duy nhét 12
du tam sach & nhiém khudn.

Can phan biét "diéu tri chdp nhodng" (traitements-minute) véi kiéu diéu tri mot
litu duy nhat (administations-minute): loai thit nhat chi cin sir dung khang sinh ¢4 thoi
gian tic dung ngdn nhung ¢4 hoat tinh cao khi thai trir qua dudng tiét niéu, con loai
thit hai ding cdc khang sinh c6 thoi gian bén thai dii, c¢6 kha nang tap trung vgi néng
d cao tai noi nhiém khudn. Trudng hop thi 2, thuc chét tuy thuée chi dung mot liéu
duy nhat nhung néng do thudc gilt duge rat lau trong co thé, ¢6 khi téi vai ngay hoac
nhiéu tuin 1€

Vidu:

— Diéu tri "chdp nhodng™: diéu tri lau véi 1 lidu duy nhit 2g spectinomycin
(trobicin).

— Diéu tri mot liéu duy nhit: ding benzathin-Pen.G (penicillin "cham"), 1 mii
duy nhét 1.200.000 UI trong dot thap khdp cip dé ngin ngira viem mang
trong tim.
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2. NHUNG NGUYEN TAC SU DUNG KHANG SINH DY PHONG NHIEM
KHUAN TRONG PHAU THUAT

Str dung khdng sinh trong trudng hogp ndy nhdm ngin chan qud trinh nhiém
khuan cé thé x4y ra cho ngudi bénh sau phiu thuat. Trong diéu kién clia nudc ta hién
nay, viéc sit dung khéng sinh du phong khi phiu thuét 12 bit bude vi diéu kién vé sinh
moi trudng kém, kha nang vo triing ciia phong maé va tiét tring dung cu, béng, gac, do
quan.., khong phéi lic nao cling bdo dam; vi 1y do d6 ngay ca vdi cdc loai phdu thuat
duoc x€p vao loai " phdu thuat sach” nhu phau thuart tim, phau thuat than kinh, phau
thuat chinh hinh, mé dé qua dudng bung... thi nguy co nhiém khudn van rdt cao va
viéc st dung khdng sinh vin cdn thiét. Tuy nhién, trén thuc € do thoi diém dua thudc
khong diing, lua chon khdng sinh khong thich hop nén cdc thdy thude sir dung khang
sinh hién nay theo phdc dé diéu tri chit khéng phai du phong:

— DPua khang sinh sau mé, khi qua trinh nhiém khudn da xAy ra.

— Chua coi trong viéc lua chon khdng sinh theo loai phdu thuat nén hiéu qua
that thudng.

— Dung khéng sinh kéo dai theo nguyén tac diéu tri (7 - 10 ngay).

V1 nhitng 1¥ do trén, phdn huéng dan sir dung khdng sinh du phdng nhiém
khudn sau phau thuat 12 mot phan khong thé thi€u dugce trong cdc nguyén tic sir
dung khdng sinh hop 1y, gép phin nang cao hiéu qua diéu tri va giam chi phi khong
ciin thiél vé khang sinh trong céc bénh vién hién nay.

Cé 3 nguyén tdc cin ndm vimg khi sir dung khdng sinh du phong nhiém khuén
trong phau that:

(). Thot diém dica thude phdi ding

— Nhat thiét phai dua khdng sinh trude hic rach dao nhung khong tiém sém hon
2 gidr so v3i thai diém mé.

(2). Chon khdng sinh phai diing

~ Nén chon loai phé di rong, ¢6 téc dung duge l1én hau hét tdc nhan gay bénh
hay gap nhat trong loai phdu thuat dé.

— Thoi gian ban thai khong qua ngan dé ¢6 thé giam duge s6 18n dua thudc.
— Phai tham 16t vao té chiic ¢in phiu thuat.

(3}). D¢ dai cria dot diéu i phdi ditng

— Khong kéo dai qua 24 gidy sau md .

— Trong da s6 trudng hop, chi cdn 1 dén 2 liéu 1a du.

2.1. Thai diém dua thuéc phai dung

Thoi diém dua thudc lién quan chat ché dén dudng dua thudc: c6 thé dua thudc
theo dudng tiém bdp, tiém tinh mach, dat truc traing hoic udng ning dwong tinh mach
duge khuyén khich hon ca. Tuy nhién dit dua bing dudng nio ciing
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"Nhat thiét phdi d‘;ta khang sinh triwoc lic rach dao nhung khong tiém sém hon 2
iy so voi thot diém mo

Pé dat duoce diéu n:‘zy, thoi diém dua thudc tuy thuoe dudng dung.

2.1.1. Tiém tinh mach

Tot nhat 1a dua thude sau khoi m¢e, dac biét trong phau thuat tim - mach; tuy
nhién ciing ¢6 thé dua trude thdi dlem mo khoang 1/2 gi® dén 1 gid néu 1 loai khang
sinh phai truyén tinh mach quing ngan (metronidazol, aminozid...).

2.1.2. Tiém bép

Dé thuc hién, tuong déi an todn nhung ¢6 nhuge di€ém 1 mic thuse trong mau
sau khi tiém bip thudng chi bing 1/3 dén 1/2 so v6i tiém tinh mach v thdi diém thudc
¢o tac dung cham hon (bang 12.11). Néu dua bing dudng nay, nén tiém trudc khi phiu
thuat tir 1/2 gio dén 1 gid.

Bang 12.11. Su giao dong ndng dé cefazolin trong huyét thanh theo dudng dua thusc

C (pg/ml) 5 min. 15 min. 30 min. 1h 2h 4h
Tiém bap (1) - - 60,1 63,8 54,3 293
Tiém finhmach (1g) 188,4 135,8 106,8 73,7 45,6 16,5

Ciut y : V&i phau thuat mo dé, khdng sinh chi nén tiém sau khi di cap day rén.
2.1.3. Duong truc trang

C6 thé sir dung dat truc trang metronidazol cho cdc phiu thuit ving chau va
ving bung (dai trang, truc trang, tir cung.. ) Trong diéu kién nuéc ta, dang thuéc dan
{suppositorium) khong phé bi€n, lai bio quan khé nén dudng nay it sir dung.

Neéu dat truc trang, thoi diém dgt thudc phdi trice lic mé 2 gio.
2.1.4. Bbuong udng

Chi nén ding khéng sinh dudng uéng trong cic trudng hop md phién dé sit
khuan rudt chuan bi cho phau thuat dudng tiéu héa. Khing sinh dugc uéng vio ngay
hom truge. Trong trudng hop nay, nén chon cdc khang sinh it hdp thu nhu neomycin.
Chi nén coi lleu phip khang sinh nay 13 hé trg va vin nén ding khdng sinh tiém ngay
truée khi mé dé bao ddm néng do khdng sinh trong mau cao nhét ldc rach dao.

Cic khang sinh nhém fluoroquinolon ¢6 sinh kha dung t5t (F > 80%), c6 thé
thich hop cho viéc thdy thé khdng sinh tiém trong phdLI thuat ti€t niéu nhung cho dén
thoi diém hién nay van chura ¢6 ¥ kién théng nhat vé vin dé nay vi cdc nha diéu tri lo
ngai kha nang dung lan tran ¢6 thé din dén nguy co khdng thudc.

Tom lai: Dug khdng sinh truce khi mé la bdt buéc.

Da chon dudng dua thude nao thi nguyén tac chung véan la bdo ddm khdng sinh
¢4 nong do cao nhdt liic rach dao. Néu lam duge nhu vay, hiéu qua khdng sinh s& phat
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huy t6i da vao lic kha nang tham nhép vao co thé cta vi khudn cao nhit, ngan chin
kip thoi khong cho vi khudn kip dén nhiing té chifc xa vét mé (ty 1é nhiém khudn cdc
viing xa vét md cao gdp 4 - 5 14n tai vét mé, hay gap nhat 1a nhiém khudn than, phéi).

Nén nhé rang, néu dua khing sinh chdm hon 3 gidr sau khi mo thi hiéu qud du
phong khong con nita, lac nay viéc sit dung khang sinh phdi theo nguyén tic diéu tri
nghia la phai diing liéu cao, kéo dai, gay 16n kém va hai cho sitc khoe bénh nhan.

Chui y:

— Khong duge dd khang sinh tryc 1i€p vao vét mé; 1am nhu vay cd thé gay loét

do tac dung kich ting cla thudc va 1am cham qud trinh 1én seo cha vét md.

— Ul tién ding khang sinh tai ché chi trong phdu thuat mat vi khing sinh toin
than rat it thim qua dich nhdn cau. Trong trudng hop nay, phai skt dung cdc
dang bao ché danh dé nhé mat.

2.2. Chon khang sinh phai dang

— Nén chon loai phé du rong, ¢6 tic dung dugce 1én hdu hét tic nhan gay bénh
hay gap nhdt trong loai phiu thuat dé.

— Thai gian ban thai khong qua ngin dé c6 thé giam duge s6 14n dua thudc.

— Phai tham 16t vao 16 chife cdn phau thuat.

2.2.1. Vé phé tdc dung cua khdng sinh

Mai loai phau thuat ¢6 mot hinh dnh vi khudn khéc nhau. Nén chon loai phé da
rong, cé tdc dung duogc 1én hdu hét tic nhin giy bénh hay gip nhét trong loai phau
thuat dé (bang 12.12).

Bang 12.12. Mot s8 vi du vé Iua chon khang sinh
du phong nhiém khuan trong phau thuat

s . e g ? Khang sinh c6 thé chon
Loai phau thuat Vi khuan c¢é thé gap (Ligu 1 14n)
Tai - mili - hong S.aureus, S.epidermidis + CiGhoacC2G 1g
i Ky khi 0 miéng
S.aureus, S.epidermidis + C1Ghoac C2G 1g
. E.coli va truc khudn rudt hosc:
Tim - mach , . .
i G (-) khac, Corynebacterium + Vancomycin 1q
Chinh hinh S.aureus + C1G, C2G 1 g ho3c:
S. epidermidis + Vancomycin 14g.
- S.aureus, E.coli va tryc khuén
Tui mat, rudt G(-) khac, Cau khudn rudt,
Gng mat Clostridia , + C1G hoac C2G 1¢
- Ky khi {(néu cé tic mat)
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Bang 12.12 (1iép)

Khéng sinh cé thé chon
(Li@u 1 1an)
+ Udng vao ngay hém trude:
E.coli va tryc khudn rudt G(-) | Neomycin + erythromycin *

Loai phau thuat Vi khuédn ¢o thé gip

Dai trang - khac + Tiém trudc khi phau thuat:
Tryc trang Cau khuan ruot Cefoxitin (19) hodc cefotetan
Ky khi, dac biét 1a B.fragilis 1 g hoac phdi hop:

C1G 1g + metronidazol 0,5g
+ Metronidazol 500 mg hodc:

Ruét thira E.coli va truc khudn rudt »
chua va G (), KyKhi, cu khudn rupt - | T Cefoxitn (1-29)
T KA, rue Mot liu duy nhat
E. coli va trgc khudn G (-) khac, | + C1G hodc C2G 1 g hodc:
San - phu khoa cau khudn ruét, Ky khi, Lién ciu Metronidazol 500 mg
nhém B

Ghi chii:

- CIG, C2G, C3G: Ky hiéu cua cephalosporin thé h¢ 1,2,3.

(*) Trong phau thuat dai trang - truc trang, néu du kién m3 vao lic 8 gid sing thi
chieu ngay hom trude, sau khi rira ruét, khdang sinh s& duoe udng vao lic 1 gig, 2 gidy
va 11 gi dém, méi loai trong bang uéng 1 gam.

Tu bang 12.12. ching ta nhan thay:

— U tién trong du phong phéu thuat 1a céc cephalosporin thé hé mot hoac hai
(CIG, C2G). Céc cephalosporin thudng dung nhit 14 cefazolin, cefotetan,
cefoxitin. Hai chdt sau tdc dong 16t véi vi khudn ky khi.

~ Khong thidy khuyén cdo ding cephalosporin thé hé ba (C3G), 1y do 1a:

+ Tdc nhan gay bénh pho bién trong moi loai phiu thuat 13 tu cdu (S. aureus)
va/hodc E. coli. Vi céc loai vi khudn ndy, chi cin C1G hodc C2G 13 di. C3G
c6 pho rit rong trén vi khudn G (-), khong chi 1én E.coli ma con nhiéu vi khuin
G (- ) khac nhu Klebsiella, Proteus indol (+)... do dé khon g can thiét.

+ Cephalosporin th€ hé ba 13 nhém khang sinh quy dugc ding nhiéu cho
nhiém khin méc phai & bénh vién, néu sir dung cho du phong sé dé tao kha
nang khang va lam mat di “mot vii khi quy bdu” cho diéu tri khi méc phai
cdc nhiém khuan de doa tinh mang (nhiém khudn huyét, viém mang nio...).

= Khi bénh nhén c6 di tng v6i khdng sinh betalactamin thi khang sinh duge thay
th€ 12 cap gentamicin 1,5 mg/kg + clindamycin 600 mg. Nhu vay cap phéi hop
nay chi la lya chon hang 2, khong phai 1a lua chon wu tién. Trong bang 14y vi
du vé gentamicin nhung trong nhiing trudng hop khic c6 thé diing mot trong
nhiing khing sinh khdc thugc nhém aminozid tuy tinh hinh thyc t€ vé d¢ khang
thuSc va khang sinh ¢6 sin tai co s&. O nuéc ta hay ding lincomycin nhung
khdng sinh nay yéu hon clindamycin, dac biét trén vi khudn ky khi, do d6 nén
ding clindamycin nhu phac d6 & nhiéu nudc khuyén cdo.
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Céc khdng sinh trong bang chi 14 nhimg vi du thudng quy. Tuy ting loai phiu
thuat, danh muc lua chon khang sinh phong phii hon nhiéu, dic biét con phdi can nhac
dén cdc nguy co nhiém khuén cu thé cho timg trudng hop, vi du néu nguy c¢o nhiém Ky
khi cao thi bo sung metronidazol, nguy co nhiém truc khuidn md xanh (P. geruginosa)
thi phai thém cdc khdng sinh dic hiéu vé6i vi khuan nay nhu nhém fluoroquinolon,
ceftazidim... Vé lua chon khdng sinh cho phiu thuat ¢6 thé tham khao cdc bai gidng
cho moi chuyén nganh ngoat khoa vé linh vuc nay.

2.2.2. Vé dé dai tdc dung cua khédng sinh

Nén chon loai ¢6 thoi gian ban thai (t,,) khong qué ngan dé€ co thé giam dudc s6
lan dua thudce. Tiéu chudn ndy rat quan trong vdi cdc loai phdu thuat kéo dai.

Vidu:

Trong cédc loai cephalosporin thé hé 1 (C1G) thi cefazolin ¢6 t,;, dai hon han
cephalothin, do d6 khoang cich dua thudc ¢6 thé tir 8 - 12 gid / lan, tham chi vdi
cdc foai phau thuat ngin va khi nang nhiém khong cao thi chi cin dua mot liéu duy
nhat. N¢u dung cephalothin thi phai lap lai sau 6 gi¢ / lan.

Cung vi 1¥ do nay nén penicilin G hoac ampicilin it duge dung cho muc dich du
phong phau thuat vi thdi gian ban thai qud ngan ( < 1 gi®).

2.2.3. Vé kha nang khuyéch tan vao t6 chuc cdn phau thuat

Khéng sinh phai thim t6t vao t6 chirc cdn phau thuat. Pac tinh nay rat quan
trong khi (i€n hinh phiu thuit tai cdc 16 chifc ma khdng sinh khé tham nhu tuyén tién
liét, xwong, mat...

Vidu .

— Phau thuat tuyén tién liét khéng nén chon khdng sinh nhém aminosid ma nén
chon nhém fluoroquinolon, macrolid hoac co-trimoxazol .

— Phau thuat xuong-khdp hoac 1ap bo phan gia (chan, tay, khdp...) thi nén chon
C1G, C2G, lincosamid, fluoroquinolon...

~ Trong phau thut mat, kha nang khuyé&ch tan ctia khing sinh vao dich nhan cau
rat khé khan, do d6 viéc dung cic loai khing sinh nhd tai chd hoac tiém canh
nhin ciu s& cho hiéu qua chéc chin hon.

2.3. D6 dai cua dgt diéu tri phai dung
~ Khéng kéo dai qud 24 giey san mo .
~ Trong da s6 trieong hop, chi can 1 dén 2 liéu la dit.

Ve nguyén tic, chi sit dung khdng sinh dén khi hét nguy co thaim nhép cua vi
khudn gay bénh. Vi liéu ddu tien duge dung lic khdi mé nén sau khi mé xong chi cin
dung ti€p 1 - 2 li€u nia 1a di. Khong nén dang kKhing sinh kéo dai sau m8 vi s€ lam
bénh nhan mét moi, kém an, do d6 lau phuc héi va con gay tdn kém vé tai chinh.

86 ldn ding thudc tiy thudce vao loai phdu thudt, dé dai ciia cuéc md, t,, ciia
khdng sinh chon.
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— Lodai phau thudi:

Cic loai phau thuat thong thudng chi cdn dung khong qud 24 gid sau mo. Riéng
phau thudt tim mach tuy la phau thuat sach nhung néu bi nhiém khuan thi s& gay hau
qua rat nghiém trong, do d6 nhiéu ¥ kién cho rang nén dung cho t6i khi rit bo hét cic
Ong thong hoac kéo dai 161 48 gid sau mé (vidn dé nay con nhiéu quan diém khéc
nhau). Cdc loai phau thuat chi tién hanh trong thoi gian ngan nhu mé dinh san nam -

nit, mé d¢, cit ruot thita chua bin ching, cat budu tuyén giap... chi can diong 1 liéu
dity nhat.

Can luu y rfmg viéc quyét dinh dung khidng sinh kéo dii bao lau phu thudc nhiéu
vao tay nghé cha bic si phdu thuat, vao thuc trang cua vung phdu thudt (da nhiém
khuan chua ?), vao thé trang cia bénh nhan (gid yéu, suy giam mién dich 7).

— D¢ dai cita cude mo:

Quy dinh trén chi dé dy phong cho céc cudc md ngan (duéi 2 gid). Néu cude md
kéo dai trén 2 gio thi ngay trong khi mé da phéi ditng them khdng sinh va do dai cho

du phong bang khdng sinh khong phai 1 24 gid nita ma thudng phai kéo dai nhu mot
li¢u trinh diéu tri.

— T, ciia khdng sinh chon:

Néu ¢é duoc nhung khang sinh ¢6 1,, dai thl s6 1an dua thudc s€ giam bdt va
di€u nay s& rit ¢6 ich néu d6 1a nhing cudc mé kéo dai tren 2 gio. Tuy nhién viéc
lruyen khing sinh lai khong dugc khuyén khich vi néng dé dat duoc thap va viéc
truyén s€ gay trd ngai cho cudc md.

3. KET LUAN

Thuoc khdng sinh va khdng khudn 12 mot trong nhlmg nhém thuée duge st dung
nhiéu nhat trong diéu tri vd du phong tai bénh vién. Viec sir dung hgp 1y nhém thuéc
nay khong nhlmg gop phan vao viéc ning cao chat lugng di€u tri ma cdn lam giam
duge d.mg ké chi phi cho diéu trj. Tuy nhién, can nhd rang khing sinh chi 1a moét trong
nhi€u yéu tS gép phdn lam giam ty 1& nhiém khuin chd khéng phai la bién phdp duy
nhat. Céc bién phap ning cao chat lugng vé sinh bénh vién, tiét trung dung cu va bong
bang, quin do, v¢ sinh ¢4 nhan coa bénh nhan va dac biét 13 trinh d6 chuyén moén cia
bdc si. tay nghé cha phéu thuat vién déng mot vai trod rét quan trong.

Nhu vay, dé giam chi ph1 khdng thude, can thuc hién déng bo nhiéu bién phap va

ngudi gop phan thuc hién viéc nay 1a ci tap thé nhan vién y 1€ trong bénh vién chif
khong thé chi mot c4 nhan.
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Chuong 13

NGUYEN TAC SUDUNG VITAMIN VA CHAT KHOANG

MUC TIEU
1. Trinh bay duge cdc nguyén nhdn gdy thiéu vitamin, chdt khodng va cédch
khdc phuc.
2. Trinh bay dugc cdc nguyén nhan gdy thita vitamin, chdt khodng va cdch
khdc pluc.
NO! DUNG

Vitamin va chat khodng la nhitng y€u t6 cdn thiél cho siic khée mdi ngudi, ciing
giong nhu rau, qua, thit, cd, ngii céc... Pay la nhitng hop phan khong thé thi€u duac
cho ddi s6ng nhung so vé6i thue pham va ngii cdc thi s6 lugng cdn thiét rdt nhd nén con
goi la vi chdt dinh duGng. Diém gidng nhau giita vitamin va hormon 14 ca 2 loai déu
thuéc nhém chét ¢ hoat tinh sinh hgc cao nhung hormon thi duge co thé tao ra con
vitamin thi duge dua tlr ngoai vio theo thic an (trong da s& trudng hop).

Cac vitamin va chidt khoang thudng duoc bin nhu nhimg thusc khong ké don
duéi nhi€u dang don 1¢ hoac phéi hop, véi cac ham lugng khdc nhau da gay khéng it
ling ting cho ngudi skt dung. Ciing do duge bdn tu do tran lan va tuyén truyén khéng
chinh xdc vé tdc dung nén trong thuc ¢ di tao ra sy lam dung, gdy nhifng tai bién
nghiém trong do thira vi chat.

Xuat phat tir cac dac diém trén, chuyén dé nay nhim cung cip mot s6 thong tin
can thiét, gitp cdc duge si ¢6 di khd nang tu vén cho ngudi dung va bdc sT diéu tri
trong viéc lua chon va sit dung thudc gép phan vio viéc nang cao hiéu qua diéu tri dé
dat muc tieu " hi¢u qua - an toan - kinh t€ " trong sir dung vi chit dudi dang thuéc.

1. NHU CAU HANG NGAY VE VITAMIN VA CHAT KHOANG

Nhu cau hang ngay vé vitamin va chét khodng d6i v6i ngudi binh thudng duge
ghi trong bang 13.1. S6 liéu nay dya theo tiéu chdn clia vién han lam khoa hoc My va
dugc " Cuc Thuc phdm va Thudc " (FDA) cia My 14y lam thong tin dé lya chon bd
sung vi chat dinh duSng hién nay. Tiéu chuin nay dugc nhiéu nudc st dung, dac biét
la cdc nudc ndi ti€ng Anh. Tiéu chuan cha Phap ciing twong tu, chi khic nhau chiit it &
mot vai vitamin (A, Bj,...) nhung khéng sai khic déng ké. Viét Nam khong ¢6 s6 liéu
riéng trong linh vuc nay, do d6 chiing t6i dung tiéu chuén ctia My cho dé hoa nhap véi
cédc nuée trong khu vuc.
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Bang 13.1. Liéu khuyén cao bd sung vitamin va chat khoang hang ngay ( US- RDA)

Vi Famim va chat Pon Vi Dch'Li_1 Tu 1-4 Trén 4 tudi va Cé thai va
khoang ’ tudi tudi ngudi lén cho con bi
Vitamin A U 1.500 2.500 5.000 8.000
- B 0] 400 400 400 400
- E 0] 5 10 30 30
- C mg 35 40 60 60
- B, mg 0.5 0,7 1,5 1,7
- B, mg 0,6 0,8 1,7 2
- B, {PP) mg 8 g 20 20
- Bs mg 0,4 0,7 2 25
- By, ug 20 3 6 8
Afolic  (Bg) myg 0,1 0,2 0.4 0.8
| Biotin ~ (8,) mg 0.5 0,15 0,3 0.3
A.pantotenic (B;) mg 3 5 10 10
Calci {Ca) mg 600 800 1.000 1.300
Sat {Fe) mg 15 10 18 18
Phosphor (P) mg 500 800 1.000 1.300
lod {1 ug 45 70 150 150
Magnesi (Mg) mg 70 200 400 450
Kém (Zn) mg 5 B 15 15
Pong (Cuw) mg 0,6 1 2 2

S& lugng ghi trong bang thoa man cho nhu cau mei déi tugng & cdc nhém tudi
tuong dng theo tiéu chuan clia My (UD) viét tat 13 US - RDA (US- Recommended
Daily Allowancges).

Thyc ra nhu cau hang ngay cin dua vao theo thiic an (Recommanded Dietary
Allowances) thap hon lugng ¢6 trong biang nhung su chénh léch giita viéc bé sung duéi
dang thudc so véi yéu cau bé sung tir thuc phdm chi gap véi hai vitamin:

~ Vitamin A: nhu cdu bé sung duéi dang thudc 1a 5.000 UL con b sung theo thuc
pham chi 3.300 (UT)

Vitamin B,, nhu cdu bé sung dudi dang thudc 1a 6ug, con bd sung theo thyc
pham chi 2pg.
Con véi cac vitamin khdc hai miic nay khong khdc nhau.

Lugng ghi trong bang 13.1 dugc coi 1 tiéu chuin dé bd sung khi thigu vitamin
va chat khodng va duge cdc nha bao ché ding lam co s& dé san xuit cdc ché phim
multivitamin.
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Trong s6 cdc vitamin, vit.K it gap trong cdc ch& chdm hén hop vi thuc t€ luong
vit.K can cho nhu cdu hang ngay c¢6 thé bao dam nhd he vi khuédn dudng ruot. BG sung
vitamin nay chi can thiét d6i vdi tré so sinh vi & d6i tuong nay hé vi khuin dudng ruot
chua phat trién ddy di hodc vdi bénh nhan sir dung kéo dai khang sinh dudng uong
nén hé vi khuan duang rudt bi hiy hoai. Do vitamin K duge du trif trong gan nén viéc
bo sung cung don gidn : ding 1 liu 0,5 - 1 mg qua dudng tiém bip. Viéc cho thém
vitamin nay vao ch€ phdm multivitamin khong ¢6 lgi do nguy co gay taing dong mdu &
bénh nhan cé bénh tim - mach.

V&i cdc nguyén t6 vi lugng 1a khodng chat, 6 mot s6 khéng cé trong bang nhu:
Mangan, fluor, crom, molypden bdi vi thuc chat rat it khi bi thi€u; do dé v6i nhimg
chat nay, ngudi ta chi céng bo nhiing s6 liéu vé pham vi an toan cho phép dé tranh dua
thira (bang 13.2)

Bang 13.2. Pham vi an toan cho phép ddi v&i mdt sa chat khoang( Liéu hang ngay )

Tudi Mangan Fluor Crom Molypden
{(nd@m) (mg) (mg) (ng) (ng)
<1 06- 1 02 -1 20 - 60 20-40
1-3 1 - 15 05 -1,5 20 - 80 25-50
4-6 15- 2 1 -25 30-120 30-75
7-10 2 -3 1.5 - 25 50 - 200 50 - 150
> 11 2 -5 15 -256 50 - 200 75 - 250

Vi fluor, cdc ché pham multivitamin it b6 sung chat nay vi né duoc bd sung vao
nguon nuée sinh hoat cin ¢t vao mitc do thi€u cua ting viing, néng do thich hop trong
nude tir 0,3 dén 0,7 ppm hoac thém vio thusc danh ring.

2. THIEU VITAMIN VA CHAT KHOANG
2.1. Nguyén nhan thiéu

Céc vitamin va chat khodng ludn ¢é sén trong ngil céc va thuc phdm ( gao, mi,
thit, ¢4, tning , sita, rau, qua...), vi vy déi véi nhitng ngudi khong ¢6 qud trinh réi loan
hap thu & dudng tiéu héa ( ia chdy, tic mat, viem tuy, loét da diy- t4 trang...) va khong
an kiéng, ¢6 ch€ d6 an can d6i vdi thuc pham dam bao chét luong thi khong bao gid
thi€u va khong cin bé sung.

Thi€u cdc chat ndy c6 thé do nhitng nguyén nhan sau :

2.1.1. Do cung cép thiéu

Ciéc nguyén nhén lién quan dén viéc dua khong du vitamin va chét khodng vao
cd thé bao gém:

— Chdt lwegng thuc phdm khéng bdo ddam:

+ Ngii cc dé lau ngay hodc bi méc s& gidm luong cdc vitamin nhém B ¢6
trong 16p vé do clia hat (gao, mi..). Rau qua da, héo hoic bdo quén lanh lau
ngay lam giam ham lugng vitamin C.
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+ Khau ch€ bién khong ding ciing ¢é thé lam gidm luong vitamin mic du
chat lugng thuc pham ban ddu t6t. Vi du: cdc vitamin nhém B va C déu dé
hong trong moi trudng kiém, khi ti€p xic véi kim loai, nhiét d6 cao hoac
cdc chat oxy hda. N&i chung, cic vitamin tan trong nudc dé bi hong hon
céc vitamin tan trong ddu va khong cé du trit trong co thé nén dé gap hién
turgng thi€u hon.

— Do chdr ddr va nguén nutdc ¢ tirng dia phuong: Ving nii da voi gay thira calci
nhung lai thi€u iod do chdt ndy bi can trd hdp thu khi dua cing calci. Chat dat
va nudc ¢ mot s6 ving ¢é ham lugng iod hodc fluor thap gay bénh budu cé
dia phuong , hong rang...

— Do dn kiéng: An kiéng do tap tuc ton gido gay thi€u mot s6 vi chit ¢6 nguén
goc tr thue phdm dong vat nhu vitamin B,,, vitamin D, sét .., cdn an kiéng dé
giam can thi thi€u gan nhu toan bd vi chat vi ché€ do dinh dudng ngh&o nan.

- Nghién ritou: Nguoi nghién rugu ¢6 bita an thi€u ca vé chét va lugng; thém
vao dé, ethanol tir rugu ding kéo dai giy t6n hai dudng tiéu héa, gidm kha
nang hdp thu cic vitamin nhém B. Nghién rugu gay xo gan din dén gidm kha
nang du trit vitamin cta gan, gay tic mat lam giam hdp thu vitamin tan trong
dau, thi€u albumin lam gidm hdp thu vitamin A...

2.1.2. Do réi loan hép thu

— Suy dinh dudng, ia chay kéo dai, nghién rugu, taic mat...déu lam gidm hép thu
cac chdt, trong d6 ¢ vi chat dinh dudng.

-0 ngum cao tudi, su thi€u vi chat 1a do sy giam chifc nang clia hé tiéu héa:
giam sy ti¢t dich vi, dich mat, dich tuy...va sy hoat dong kém hiéu qua cia cdc
co ch& hap thu tich cuc qua niém mac rudt. Thém vao d6, do nhu déng ruot
yéu, hay bi tdo bén nén cic bénh nhan cao tudi thusng ding thudc nhuin
trang k€o dai cling 14 mdt nguyén nhan can teé hip thu cdc chat.

~ R6i loan hap thu ¢6 thé do mot s6 bénh dudng tiéu héa nhu viém tuy, tic mat,
lo€t da day- ta trang...

2.1.3. Do nhu cdu co thé tang nhung cung cép khong du

Phu nit ¢é thai, cho con b, thi€u nién tuéi dﬁy thi hodc bénh nhan sau 6m day,
sau mo, nhiém khudn kéo dai...déu cé nhu cdu vé vi chat dinh dudng ting hon binh
thuong. Nhitng trudng hop nay néu duge bd sung t6t bang ché do in udng thi khong
cin dung thém vitamin dang thude. Usng hoac tiém vitamin chi cdn khi khéng an dugc
do ro1 loan tiéu héa hodc an khéng di ( do mét moi, chdn an...).

2.1.4. Cac nguyén nhén gady thidu dac biét khédc

¢ Bénh nhin dupc nudi dudng nhan tao hoan toan theo dudng tiém (TPN).

Vi cac chat dinh duéng chi don thuén 12 hgp phén cung cap protein, glucid, lipid,
lai ¢6 d6 tinh khi€t cao do doi hoi cla dudng dua thudc nén khong hé ¢6 vitamin va
chat khodng; trong trudng hop ndy phédi dua hén hgp ca vitamin va chét khoang thi
cac chat dua vao mdi chuyén héa duoc.
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» Bénh nhan c6 khuyét tat di truyén. Vi du cac trudng hop sau:

+ €01 xuong do thi€u men 1 a-hydroxylase & than . Trudng hop nay hi€m gip
nhung néu gap thi rat khé diéu tri va phai ding vitamin D liéu rét cao.

+ Bénh thi€u hut y&u t6 noi (dé hap thu B,,) do di truyén din dén nhiing thoai
trién & he than kinh phdi hop véi thi€u mau , bénh gap & tré nhd mot vai
thédng sau khi sinh. Truong hop nay phai dung Biz dudng tiém dé diéu tri.

® Tré so sinh, dic biét 13 so sinh thigu thidng hay thigu vitamin K. Do d6, dé tranh
nguy co xuft huyét ndo, ngudi ta tiém vitamin K1 cho cdc chdu méi lot long.

» Thiéu do tuong tac thudc;

— Cic chat lam giém hap thu vitamin: thudc khang folat (sulfamid,
methotrexat...) lam giam hap thu vitamin nhém B do cin trd co ché van
chuyén tich cuc qua niém mac rudt; thuéc nhuan trang dang ddu khodng (ddu
parafin ), thu6e giam toan da day (antacid) cdn trd hdp thu cdc vitamin A.

— Do su canh tranh khi hap thu. Biéu nay xdy ra do lam dung cic dang thudc
nay & lieu cao, nhu cédc trudong hop sau:

+ Liéu cao vitamin E dan dén su can kiét dur trit vitamin A hoic giam hdp thu
vitamin

+ Thira Molybden gy tang dao thai déng (Cu), thira k&m (Zn) can trd hédp thu
va sir dung Cu va Fe.

2.2, Xir tri khi thiu vitamin va chat khoéng
Phat hign nguyén nhan gay thiéu va loai bd né 1a viéc phai lam ddu tién.
Vidu:

— Neéu thi€u do r6i loan hdp thu thi phéi diéu tri cdc bénh lién quan (ia chay, suy
gan, tic mat...).

— Thi€u do cung cip khong dii cho nhu cdu thi phdi tang cudng thém khiu phin
an hodc st dung thém vitamin va chat khodng khi thi€u tram trong. .

Viéc bo sung vitamin va chat khodng hcp 1y nhat la phai 14y tir thyc phdm vi dé
12 nguén cung cdp ddy da vi can d6i nhat. BS sung dudi dang thude chi khi thiéu tram
trong hodc trong trudng hop chua c6 dicu kién stta déi lai ché d6 an, thi du bénh nhan
thiéu vitamin A, thi€u sit & bénh nhan ngheo, nerng ngum ma hop phan dinh dudng
chit yéu 1a ngdl ¢6¢ va rau. Trchmg hop thi€u iod & mot s§ dia phuong do dac diém dia
Iy ciing phai bu iod theo dang mudi trén iod.

Tat ca cdc yéu t6 gay thi€u vitamin va chit khodng di néu trén gay ra nhing réi
loan chuyén héa cdc chat. Thudng thi it ¢6 hién tuong thi€éu don doc mot chat trir
nguyén nhan thi€u do khuyeét tar di lruyen hoac do tuomg tdc thudc, vi vay viéc bd sung
vitamin du6i dang hén hop ¢6 hiéu qua hon diing cdc chét don 1&. Ty & phdi hop cla
cdc cong thifc khdc nhau nén khi lya chon phéi can cit vao nguyén nhan gdy thi€u dé
bé sung cho phit hop (xem muc 4. Lua chon ché phdm).
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3. THUA VITAMIN VA CHAT KHOANG
3.1. Nguyén nhan gay thira va hau qua
3.1.1. Thira do ché dé an

= €06 mot s6 tai liéu mo ta hién tugng thira vitamin A, tham chi ca ngo doc cla
thé dan phuong bic (gin Bic cuc) do #n gan gdu trang.

— Thira beta-caroten do an kéo dai nhitng thuc pham giau chat nay thé hién bing
hién tugng nhudém vang da, nh& d6 nhing trudng hgp nay it nguy hiém vi
ngudi sir dung ty dong bod thic dn dé.

N6i chung, thira vitamin do an udng it gap vi cd thé ¢6 co ché tu diéu chinh trong
qud trinh hap thu qua dudng tiéu héda.

3.1.2. Thira do lam dung vitamin va chét khodng dudi dang thudc

Day Ia nguyén nhan hing dau hay gip nhat . Can nhéc lai ring nhimg ngudi
khoe manh, khong cé réi loan hdp thu va an vé6i ché do an di céc chat thi khong bao
210 phai ding thém vitamin hoac chat khodng duéi dang thusc. Néu nhitng dai tuong
nay thuctn‘g xuy€n udng vitamin , dac biét la vitamin tan trong ddu ( A, D) thi dé gap
cdc 1ot loan do thira vitamin.

o Mot 5O nguyén nhdan dan dén thiva vitamin:

— Tré duéi 1 nam wdi duge cho in bang cdc hén hgp thay thé sita me ¢ bd sung
vitamin D & liéu khong thich hgp véi Iia wdi c6 thé bi thira vitamin ndy. Viéc bo
sung thuong xuyén vitamin D véi liéu > 400 TU/ ngay cho tré dudi 1 nam khoe
manh 14 viéc 1am nguy hiém vi din dén tang mic Ca/ mdu, thim chi con c6 thé
gay suy thin va tir vong.

— Tré cm dudi 4 tudi thudng xuyén uéng vitamin A cé ham lugng > 5.000 1U/
ngay c6 thé bi ngd doc man tinh véi trieu chitng dau xuong, ban do, viem da
tréc vay, viem miéng.... Néu ding liéu vitamin A = 100.000 U/ ngay c6 thé
gay phéng thép, co giat, ting dp luc so ndo & tré nho.

— Phu nit ¢6 that ding kéo dai vitamin A > 5.000 IU/ ngay trong khi vdn an
udng day du va hap thu t8t s& ¢6 nguy co thita vitamin A, gay quai thai.

— Vitamin C tuy thuéc nhém tan trong nuée nhung khi diing thudng xuyén, dic
biét & lidu cao ciing gay khong it tai bién : ia chdy, 16et dudng tiéu héa, viem
dudng ti€t ni¢u, va dic biét 13 s6i than (ty 1€ gap cao & bénh nhan ¢é tién si
bénh nay). Dz_mg tiém tinh mach gdy gidm sic bén héng cdu, it ngan thai
gian déng mdu ..

— Cac che phdm vitamin B (hon hcrp 3B) liéu cao giy thira vitamin B6 véi céc
biéu hién roi loan than kinh cam gidc, thira vitamin B,, véi triéu chtrng thira
coban (Co) gay tang san tuyén gidp, bénh ¢o tim va tang héng cdu qua muc.

® Mot 86 nguyén whdn ddn dén thita nguyén t6'vi liong:

— Thira sat (Fc) Ngé doc sat g tré & tré dudi 5 twéi khd phé bién do uéng qud
liéu, hiu qua dan dén tir vong.
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—~ Thira lod (L): Sk dung trén 6 mg/ ngay s€ gay dc ché hoat déng cua tuyén
gidp, gay nhugc nang gidp. Néu ngudi me mang thai bd sung lod khong hgp
1y , gay thira Iod thi hau qua s& xdy ra véi thai nhi : nhugc ning giap & tré so
sinh, sinh ra tré dan d6n nhu khi thi€u nguyén t6 nay hoic gay phi dai tuyén
gidp bam sinh.

— Viéc dua thita mét vi chit nao d6 ciing gay ra su thi€u mot vi chit khéc theo
co ch€ canh tranh.

— Su thua cac nguyén té vi luong gay hau qua nghiém trong hon so vdi thira
vitamin vi ching c¢6 pham vi diéu tri hep.

3.2. Cac bién phap tranh thira vitamin va chat khoang

¥1 hién tugng thira da phan do sir dung cdc chdt nay dudi dang thude khong hop
ly, do d6 nhiing ki€¢n thic vé sir dung nhém thudc nay sé gép phan nang cao tinh an
toan trong diéu tri.

— Thdan trong khi sit dung cdc ché phdm cé ham lugng > 5 ldn US - RDA. Trong
trucmg hop can dua khi thyc sy ¢6 hién tugng thi€u mot chdt nao dé thi tot
nhit nén dung dang don 1é dé tranh hién tugng thira cac vitamin tan trong ddu.

— Khi ding thudc ¢ dang hén hop vitamin va chdt khodng phdi phdan biét cdc
cong thitc danh cho ré dudi 1 di, cho tré dudi 4 tudi va cho nguwdi lém. Cong
thitc danh cho ngudi 16n thudng dugc tinh cho Iia tudi tir 11 tudi trd Ién.

— Trong nuoi dubng nhdn tao hoan toan ngoai diong tiéu héa (TPN), viéc b
sung vitamin 1a bat budgc dé€ duy tri khi nang chuyén héa cic chit nhung liéu
lugng chét can dua phai duge tinh todn dua trén tinh trang bénh 1y cha timg
bénh nhan. C6 thé dung nhimg 6ng hén hop vitamin va chit khoing déng san
hodc 14y riéng 1¢ timg chat réi phéi hop theo ty 1¢ mong mudn. Cic cong thite
tinh todn dugc trinh bay trong phin "Nudi dudng nhan tao" trong chuong trinh
cao hoc.

— Bénh nhan thdm tich méu chi nén bé sung hén hop vitamin tan trong nidc vi
trong trudng hop nay vitamin tan trong dau khong bi mat trong qud trinh
thim tich.

— Duong dica thudc wu tién trong moi truong hop la duong udng vi trdnh duge
nguy co thira nhd qud trinh tu diéu chinh khi hap thu cua 6ng tiéu hod thong
qua chdt mang (carrier). Dudng tiém chi dung trong trudng hop co ché hip
thu qua Ong tiéu héa bi tén thuong (nén nhiéu, ia chay...) hoac khi can bé
sung gap vi chit, trong nudi dudng nhéan tao ngodi dudng tiéu héa (TPN).

4. LUA CHON CAC GHE PHAM

4.1. Cac ché pham chira vitamin

Céc ché phim chia vitamin ¢6 thanh phin va ham lugng rat da dang nhung tam
thoi ¢6 thé phan lam 2 loai sau:
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4.1.1. Cac loai vitamin don 1é

Uu diém cia loai nay 1A gid ré vd phi hop véi truong hop chi thi€u mot loai
vitamin nao dé. Vi dy. véi céic loai vitamin dé héng do ché bién hoic bio quan thuc
phdm nhu vitamin B, B,, C; hoac thidu do khuyét it di truyén gay thi€u vitamin D,
vitamin Bj,... (xem phu luc vé dac tinh cdc vitamin).

Loai don I¢ ¢dn phuc vu cho mue dich diéu tri vdi tac dung dic hiéu c6 thé
khéng lién quan dén cong dung cia vitamin. V{ du: vitamin PP dudt dang acid
nicotinic licu cao dé giam lipid mdu, vitamin B,, dudi dang hydroxocobalamin ding
trong giai doéc cyanur...

Trén thi trudng c6 nhiéu dang vitamin don 1& ¢6 ham llro‘ng cao hon nhu cau
hang ngay (RDA) . Sir dung cac dang vitamin don 1é thudng re tién hon dung cdc ché
pham phéi hgp nhung chi cé hiéu quéa khi biét chic chin chi thigu nguyén t6 d6. Ciing
c6 nhimg trudng hop sl dung vitamin hoan todn v6i muc dich khéc, vi du. vitamin B,,
dudi dang hydroxocobalamin véi liéu rdt cao (0,1g/kg , tiém tinh mach) duoc dung dé
giai doc cyanua (diéu tri phdi hop).

4.1.2. Cdc loai vitamin phéi hop
o C6 rdt nhidu kiéu phoi hop:
— Phdi hop ddy da cdc thanh phin nhu bang 13.1.
— Phdi hop chi cdc loai vitamin tan trong ddu
— Phdi hop chi cdc loai vitamin tan trong nude
s Ham lugng ciia méi chdt trong cong thitc ciing rdt khdc nhau:
— Ham lugng theo tiéu chuan bang 13.1 .

— Ham lugng cao gdp hang chuc, thaim chi hang tram hodc hang nghin lan so
véi tiéu chudn & bang 13.1.

e Muc dich phéi hop ciing rdt khdc nhau:
— Da phin la d€ bu vitamin khi thi€u tram trong.
— Tuy nhién ciing ¢ nhién kifu phdi hop hoan toan dé diéu i véi muc dich
khong lién quan dén tic dung trén chuyén hod. Vi du: hén hop 3B (B, + B, +
B,,) ham lugng cao con ding dé gidm dau trong céc trucmg hgp dau cé lién

quan dén t6n thuong day than kinh, hén hop céc vitamin c6 tdc dung chéng
gdc ty do (antioxidant) nhu A + E + C diing véi téc dung chéng 130 hoa...

— Cdc loai ham lugng cao dic biét nguy hiém khi diing kéo dai do kha nang tich
tuy hodc do tac dung phu.

4.2. Cac ché& pham chira chit khoang

Phan 1én cdc chat khodng rat sdn ¢6 trong thién nhién (nudc udng, thifc an) va
vai trd sinh 1y thuong di k&m véi vitamin. Tuy nhién, so v6i vitamin, pham vi an toan
cia chat khodng, dac biét 1a nguyén 5 vi lugng rat hep. Ciing vi 1y do nay, trong céc
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ché pham ¢6 chira chat khodng thudng phéi hop vdi cde vitamin. Diéu ddng hu ¥ 13
cdc chat khodng khi dung don doc ¢6 ham lugng khé cao nén khi str dung phai rat than
trong vi nhitng nham 1an dé dan t6i tai bién dang ti€c, tham chi ¢6 thé tir vong.

Nhitng chat khodng ¢6 nhu cau hang ngay trén 100mg dugc goi la nguyén to
da luogng

Nhitng chat khoing ¢6 nhu ciu hang ngay dudi 100mg duge goi la nguyén to
v1 luong.

Sau day la nhing diém can luu ¥ khi sit dung céc ché pham khodng chat ¢6 chita
calcl va sat:

4.2.1. Calci (Ca)

Calci 1 thanh phan co ban trong cdu tao ciia xuong, cé vai trd quan trong trong
hoat déng cua than kinh va co c¢o, 1a mot trong nhitng v&u t6 dong mau.

Thitc an hang ngay ¢é di calci cho nhu cdu co thé. Nguén calci tir sita 12 phong
phu nhalt va dé hdp thu hon ca.

Lugng calci trong mdu duge dicu hoa bdi vitamin D va hormon can gidp (PTH)
dé gir muc calei huyét hang dinh tir 8.5 — 10,5mg/ml

Thiéu calci c6 the gap ¢ tdi day thi, phu nit ¢6 thai. cho con bi; nhiing truéng
hop nay nhu cdu ¢6 the tang 161 50%, dung corticoid (ting thai calci), ngudi cao tudi
hoac dung kéo dai antacid (giam hép thu calci).

Thi€u calci ¢ap tinh gay co giat kiéu tetani; thi€u trudng dién gay cdi xwong (&
tré em) va xop xuong (O ngudi 16n).

Thira calci thudng do lam dung thude. Ddu hiéu tang calci huyét bat ddu xuat
hién khi lugng calci dua vio co thé trén 4g/ngay (RDA = 1g). Niru thira it ¢6 thé giai
quvét bang cdch giam calci trong ché do an, tang cudng an chit xo vh udéng nhiéu
nudc. Thira kéo dai hay gap khi cling calci carbonat; triéu chimg: day hoi, mét méi,
chdn an. nang hon ¢6 thé tang huyét dp, phu, kich dong, soi tiét niéu.

Ché phdam:

— Calci clorid (¢c6 27% calci). dang tiém tinh mach hoac uéng. Nhuoc diém 1a
kich {ing manh. Dang dé diéu tri ching co giat kiéu tetani do thiéu ning cin
gidp, céc bénh di dng do co dia hoidc do thudc. Co ché tac dung chua rd, cd 1€
do tac dung kich thich thugng than ti€t adrenalin (khi tiém tinh mach) hoac do
giam tinh thdm thanh manh.

— Calct lactat (¢6 13% calet), chi dung dudng udng. Ngoai tic dung cung cép
calci, ch€ pham nay cdn c6 tac dung sat khuin dudng rudt do tao acid lactic

— Calci carbonat: cho nhiéu calci nhat nhung chi ding dé trung hoa dich vi
trong bénh loét da day, t4 trang.

— Culci gluconar (¢6 9% calci) dé cung cdp calci, ¢6 dang udng va tiem.
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4.2.2. S&t (Fe)

Sat 14 thanh phdn clia men ho hdp t&€ bao (men cytocrom), cta hemoglobin va
myoglobin. Dang phd bién trong ty nhién 13 sit oxy hod (Fe*™*), dé hap thu dugc phai
chuyén thanh dang khit (Fe™).

Trong thuc pham ngudn géc dong vat, sit ton tai dudi dang hem (Fe++), dé hap
thu hon st trong thue vat 5 l4n. Trdi vdi cdc nguyén 16 vi lugng khéc, sit ¢é rat it
trong sifa. ddc biét 14 sita bo (0,1mg/100ml sita). Céc ngudn thuc phdm gidu st 1a: dau
tuong (}lmg). gan lon (12mg), gan bo (10mg) trong 100g thuc pham.

Nhirng ddéi wong dé bi thi€u sat thuong 1a: tré em nuoi hoadn toan bing sita bo,
phu nif ¢6 thai, ngudi an kiéng, an chay hoac ap khong dit nhu cdu (sau 6m nang, tudi
day thi).

Thira sdt:

Ngo doc sat ¢ tré em dudi 5 tudi gap kha phé bién do lam dung thudc. Céc triéu
chitng ngéd doc bao gém: non, ia chay. hoal ti rudt (néu usng), sé¢ qua man (tiém).

Gidi doc:
Rira da day bang NaHCO, % dé loai bo sit trong 6ng tiéu hod

Tiem Deferoxamin dé loai sat ra khoi co thé do co ché tao chelat ctia thudc nay
v@il sat.

Ché phdm:

Sat dugc dung dé chira thi€e méu do thi€u sét, chil y&u & dang cic mudi sit IT vi
dang nay dé hap thu:

— Sat (II) fumarat ¢6 65mg Fe/200mg ché phim

— Sat (II) gluconat c6 35mg/Fe/300mg ché phz’im

— Sat (ID glycin sulfai ¢6 40mg Fe/225mg ché phdm

— Sat (II) sucinat ¢6 35mg Fe/100mg ché phim

— Sat (II) sulfat ¢6 60mg Fe/300mg ché€ pham, néu dang khan thi 60mg/200mg.

Ngoai cdc dang sat don doc ndi trén con ¢é cdc dang sit phéi hop v6i mot s6 vi
chat khic nhu vitamin C, B,, Cu, As... ¢ kién vé cic dang phdi hop 1a loi hay hai con
chua thong nhat.

4.3. Cac ch& pham phai hgp vitamin vdi chat khoang

Céc dang ch¢ pham phéi hop loai nay thudng duge ding trong nhitng trudng hop
thieu do cung cap khéng di: do thuc phdm khong bdo dam chat lugng hoac cung c4p
khong du nhu ciu, do nuéi dudng nhan tao ngoai dudng tiéu héa kéo dai...

Thanh phan va ham lugng céc ché phdm loai nay cling rit da dang, do d6 viéc lua
chon phdi can cif vao muc dich diéu tri dé tang hiéu qua va trdnh ngo doc do qua liéu.
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Tat ca cdc nguyén t6 vi lugng déu ¢6 pham vi diéu tri hep va su thira nguyén td vi
lugng rat dé dan dén tir vong, do d6 khi sir dung can luu §:

— Chi chon nhiing cong thitc ¢6 chit khodng khi thyc sy ¢é bang ching thiéu.

— Néu dung cong thic hén hop, chi nén chon nhimg céng thitc ¢6 ham lugng
chat khodng < 1 US. RDA.

— Khi cén b6 sung nhitng lugng chat khodng 16n thi nén diing dang don doc dé
tranh thira cdc vi chdt khdc. Vi du hay gap nh4t 14 bl iod hoic sat.

— Céc cong thic ¢6 chita iod nén trdnh ding cho nhitng déi tuong dd duge tiém
dau iod hoac bd sung iod thudng xuyén qua thyc phdm (mudi iod) vi ham
luong iod trong cac cong thifc thudng 14 1 RDA (150 mcg).

— Kém (Zn) ¢6 trong nhiing ch& pham ding diéu tri cdc bénh t6n thuong da
(viém da, tritng cd...) nhd téc dung kich thich téng hop protein, ting lién seo.
Khong nén diing kéo dai cdc dang ché pham nay vi dé gy thira k&m, hau qua
khong chi 1a cdc tdc dung phu do Zn giy ra ma con anh hudng dén Cu va Fe :
Zn ngan can sy hap thu va sit dung hai nguyén t6 nay, dan dén thiéu mdu.

5. KET LUAN

Vitamin va chat khodng thuc su 1a con dao hai ludi. Mit khong thé phd nhan
duge clia nhém chét nay 1a gép phan rat dic luc vao chuyén hod cédc chat va phuc héi
nhanh chéng cédc tén thuong do thi€u. Tuy nhién do hoat tinh sinh hoc manh nhung Iai
duge sir dung rat bira bai vi hdu hét 1a thude ban khong cdn don (OTC) nén di anh
huong khong nhd dén doi sdng clha nhan dan. Nhimg kién thitc trén hy vong sé gitp
cho duge st 1am sang dam nhan duge vai trd te van nham 1ap lai trat tu trong viéc st
dung vitamin va chdt khodng.
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1. VITAMIN

Phuy luc 1

T0M TAT MOT SO DAC DIEM CUA NHUNG VITAMIN
VA CHAT KHOANG THONG DUNG

Bang 13.3. Tém tat d&c diém clha mdt sd vitamin théng dung

Vitamin Tén héa hoc Nguén gac Pon vi Vai tro sinh Iy
Retinol Dong vat, thucvét, |1 ER = 1 meg | Tao séc 18 vang mac, biét
A Tién chat - tan/dau retinol = 3,3 IU | hoa cac té bac bidu md,
beta-caroten hoac tao xuang
= B mcg
betacaroten
D Cholecaiciferol{D.) | Da ngudi, nam | 1 mcg caciferol = | Tao xudng, diéu hoad mic
Ergocalciferol (D,} | Mmen; 401U calci trong mau
tan/dau
E Tocoferol Dél.l t[]u'lc vat, mam | mg d,a-tocoferol Chéng cac gdc tu do
{ o -tocoferol ) ngu €oc, = 401U
tan/dau
K Phylloguinon (K,) Thuc vat, vi khuan | meg phylloguinon Tham gia tdng hdp
Menaquinon (K.} rudt; prothrombin va cac yéu té
tan/dau déng mau & gan
B, Ngi ¢6c, dong vat; | mg Chuyén hoa hydrocarbon,
Thiamin tan/nudc acid amin, tham gia truyén dat
xung tac than kinh tai xi-nap
B, Ngii coc, dong vat, | mg Coenzym cho qua frinh
. . tan/nudc chuyén hoa carbonhydrat,
Riboflavin acid amin. Dinh dudng da va
niém mac
PP Acid nicotinic Ngi c8c, dong vat: | mg Giop cho su tao mau, suf
(By) Nicotinamid tan/nudc toan ven niém mac
B, Aid pantotenic Ngi c8c, ddong vat; | mg Céau tao coenzym A
tan/nudc
Pyridoxin Ngl cdc, dong vat; Chuyén hoa acid amin,
B Pyridoxal tanhudc mg tryptophan thanh serotonin
Pyridoxamin
B, Biotin Ngi cc"):c, déng vat; mg Qhuyé’n hod hydracarbon,
tanfnudc lipid
B, Acid folic Béng vat; tan/nudc | meg Tac mau, tai tac méd gan
B.. Béng vat; tan/nudc | mcg Tao mau, tai tac md gan,
Cobalamin coenzym cla men t8ng hop
acid nucleic va myelin
C Thuye vat; Tan/nudc | mg Téng hdp collagen & xuong,

Acid ascorbic

rang, mach mau, chéng céc
goc tu do
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2. CHAT KHOANG

Bang 13.4. Tom tat dac didm mot s6 chat khoang théng dung

Tén héa hec | Ky hiéu US.RDA Vai tré sinh ly
Calci Ca 1.000 mg Tao xudng. Hoat dfng than kinh-ca. Bong mau
Phosphor P 1.000 mg Tao xuong. Thanh phan cla mot s6 men. Hé
dém clia mau.
Magnesi Mg 400 mg Hoat ddng than kinh. Co cd. Cé trong dich ndi bao.
136 - 145 Gilt can bang ap Iuc thdm thau, can bang acid-
Natri Na mEgL base: Qlup té bac hoat dong. Co6 trong dich
ngoai bao
13- 36 mmol | Giif can bing acid- base.Tham gia vac hoat
. ddng cd tim, ¢ van, than kinh.Cé trong dich noi
Kali K :
bao.
Clor Cl Gifng Na Gilf can bang dién giai, acid- base.Anion cla
dich ngoai bao.
Sulfur S Khéng xac dinh | Hap phan clia mét s& vitamin (B,, biotin) va acid amin
Sat " Fe 18 mg Tham gia nhiéu hé men oxy héa khit. Thanh t8
ctia hem, myoglobin
Kém * Zn 15 myg Thanh phan clla men dehydrogenase, carbonic
anhydrase.
Can cho su téng hdp acid nucleic, glucid,
protein. Gilt cho su toan ven cdia mo.
lod 1 150 ng Thanh phan cla hormon tuyén giap
Tao md lién két, hemoglobin. C6 chitc nang
Péng Cu 2 mg trong hoat ddng cua than kinhtrung udng.
Fluor F 150 - 800 kg | Cau truc cla rang. Tham gia tao xugng
80 - 120 ug Cofactor clla nhiéu men & gan{ arginase,
phosphatase kiém). Can cho hoat djng cla
Mangan Mn tuyén yén, gan, than, xuong.
30-100 pg | Coenzym cla glutathion-peroxydase. Phéi hop
Selen Se véi vit.E trong tac dung chdng cac gdc tuf do
Crom Cr Khéng biét Tham gia chuyén héa glucose: cofactor trong
phie hap insulin
Cobalt Co Khéng biét | Thanh phan cla B,,. Chirc nang khac trong dinh
dudng chua rd.
Khongbiét. | C6 & xuong, gan, than.Thanh phan cda nhiéu
Molybden Mo Cho phép Lnxerzj:aé(gnlhm-oxydase, sulfit-oxidase, aldehyd-
150-500 pg ydase...
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Chuong 14

NGUYEN TAC SU DUNG GLUCOCORTICOID

MUC TIEU

1. Phan tich dwgc mdt lién quan giita tdc dung va tde dung khéng mong mudn
chia nhdm gluococorticoid

2. Trinh bay duge cdce bién phdp khdc phyc tdc dung khéng mong mudn ciia
ghmcoco; ticoid

3. Phdn tich dugce cdc nguyén tdac lia chon glucocorticoid trong diéu tri. Cho vi
du minh hoa.

NOI DUNG

Glucocorticoid (GC) 1a mot trong hai nhém hormon dugc tiét ra & vo thugng
than, ¢ vai trd quan trong trong diéu hoa chuyén hoa cdc chét. GC dugc coi 1a nhém
hormon ¢ lién quan truc ti€p dén cac hoat dong c6 tinh chat sinh mang ciia co thé bai
Vi sy suy gidm mic hormon hodc suy giam hoat dong cha tuyén sé de doa su song.
Hormon thién nhién do co thé tiét ra thuge nhém nay la hydrocortison (cortisol).

Ngoai vai tro trén chuyén hod céc chét, hormon nhém ndy con ¢6 nhiéu tdc dung
khdc nhu tic dung chéng viém, chéng di g, c ch€ mién dich...théng qua co ché tic
ch€ enzym phospholipase A2 va mot s6 cytokin. Céng nghé tdng hop hod dugc d3 tao
ra dugc nhung dan chat loai nay ¢o tac dung chdng viém va ic ch€ mién dich manh
hon che phdm thién nhién v giam hodc 1am ma4t hin tac dung gilt mudi - nuéc nén
pham vi d4p dung clia cdc dan chét loai nay tr& nén rit rong rii; cdc dp dung diéu tri
khong, chi b6 hep trong pham vi tdc dung clia mot chat thay thé hormon ma cdn duge
su dung v&i nhiéu tic dung khdc nhu tic dung chéng viém, chéng di ing, chdng thai
ghép co quan.. .va diéu dang luu ¥ 1a khi dung voi nhitng muc dich nay thi liéu thudng
cao hon li¢u thay thé nhiéu lin, do dd cic nguy co gap tic dung khéng mong mudn
nhi¢u hon liéu thay thé. Nhimg kién thdc trong phén nay nhim gilp cho viéc sir dung
nhém thude nay hop 1y, an toan hon.

1. NHIP SINH LY CUA SU TIET HYDROCORTISON

Nhip sinh 1¥ cita qué trinh tiét hydrocortison HC, dugc thé hién trong hinh 14.1.

Hydrocortison (HC) hay con goi 1a cortisol thuéc nhém glucocortlcmd (GO), la
hormon dugc 1i€t ra tir phdn vo cla tuy€n thugng than. Cortison l1a sin phidm chuyén
hod ciia HC & gan, con tat ca cdc chat hién ding 1am thudc trén thi trudng hién nay

nhu prednlson (cortancyl), prednisolon (hydrotancyl), dexamethason (pred F )... déu 12
ché pham tdng hop.
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12 m.n. Gam, 12n. Gp.m, 12 m.n,
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Plasma 170HCS {meg/100 mi)
)

[

Hinh 14.1, Su giao déng mic hydrocortison trong ngay

C6 3 yéu t6 anh huong dén kha nang ti€t hormon nay cia tuyén thuong thin la:

1.1. Nhjp ngay- dém

Vao khodng nira dém, lugng HC trong mau giam tdi miic khong do duge; mic
nay tang dan tir 3- 4 h sdng va dat cao nhdt vao lic thic day ( ~ 20 pg/ dL tde la ~ 540
mmol/ L). Luong hormon tiét ra tir nita dém cho dén Iic nay chiém khoang 1/2 téng s6
hormon tiét trong ngay. Mitc hormon gilt cao cho dén giita trua va giam dan khi vé
chiéu. Mitc hormon trong huyét thanh Iiic 4h chiéu khoang 10 pg/ dL va thap nhat vao
khoang 3- 4h sau khi ngu { ~ 3 pg/ dL ). Nho nhip sinh hoc ndy, tuyén thugng than sé
dugc nghi v¢ dém; néu mic hormon vin tiép tuc cao vio thdi gian nay, thi du nhu ta
dua GC vao cudi budi chiéu) thi tuyén thugng than sé bi tc ché lien tuc vi chitc nang
tuyén s€ bi giam manh sau khi ngimg thuéc. D6 13 co s& cho viéc quy dinh uéng GC
chi nén udng 1 ldn vao budi sdng hoac ché do diéu tri cach ngay véi nhing trudng hop
phai ding kéo dai nhi€u thing.

1.2. Anh hudng cla cac yé&u t& bat Igi (stress)

Khi géap cdc di¢u kién bat 10i trong cudc séng nhu bi déi, s6t cao, nhiém khudn,
phau thuat.v.v.. hodc cde stress tam Iy nhu dau buén, tic gidn... mic HC cé thé ting
161 40- 60 pg/ dL. Trong nhitng diéu kién nay, néu chitc ning tuyén thuong than 6t thi
s& c6 kha nang ting hoat dong dé dap (ng nhu cdu; nguoc lai néu thugng than bi suy
thi khong dép vng néi, tham chi mot stresss manh c¢6 thé 1a nguyén nhan gay suy
thuong than cap néu chic nang hoat dong trudc d6 di bi suy gidm. Su thiéu hut
hormon dot ngdt ¢6 thé dan dén tir vong do cdc co quan phuc vu cho chiic nang song
nhu tim, ndo, than...bi nglmg do thi€u niang lugng. Suy thugng thin thudng gap sau khi
diing GC liéu cao, kéo dai.

Chic néng thuong than chi tré vé binh thudng duge sau 3 - 4 thdng, tham chi t6i
I nam sau khi ngimg GC. D4 13 nguyén nhan tai sao phai qui dinh theo d6i chat ché
bénh nhan cho tGi 1 nam ké tir khi ngimg diéu tri. Trong thdi gian nay, néu gap cic
stress thi nhat thi€t phai cho dung iai GC véi liéu di dung trudc khi ngliing thudc.
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1.3. Su tdng kéo dai mirc glucocorticoid trong méu

Sy tang lugng HC c6 thé xdy ra khi gap trang thdi cudng thuong than do u
thuong than. u tuyén yén va gay ra bénh Cushing. Khi diing GC liu cao kéo dai cling
gap Cushing do thudc.

Khi di€u tri bang GL liéu cao kéo dai, nhip sinh 1y cfia sir tiét hormon bi mat do
truc dui doi- tuyén yén bi tic ché trién mién bdi lidu cao clia hormon; dé la 1y do bat
budc phai gidm licu tir tir khi mudn nging diéu tri dé tao lai mot su thich tng dan cla
tuyén sau mot thoi gian nghi dai. Tuy nhién, néu diing mot liéu cao nhung chi trong
thdi gian ngan (1 vai liéu) hoac nhimg liéu khoang dudi 20 mg/ ngay tinh theo
prednisolon trong thdi gian dudi 3 tudn thi {t xdy ra hién tuong suy thuong than dot
ngot va do d6 <6 thé ngimg ngay, khong cén giam liéu tir tir. Vi nhimg trudng hop
phai di¢u tri kéo dai nhiéu thdng thi du liéu thap vin phai gidm liéu trudc khi ngung
diéu tri. ’

2. TAC DUNG CUA GLUCOCORTICOID BOI V31 CO THE
2.1. Tac dung trén chuyén hoa cac chat

GC anh hudng nhiéu nhét trén chuyén hod glucose: tang tao glycogen tai gan,
tang tong hop glucose tir nhidu ngudn, dac biét Ia tir cic acid amin, mat khdc ngan can
viéc chuyén glucose vao trong t€ bio va do d6 gidm sir dung glucose & cdc t6 chiic
ngoai vi; dieu nay gidp cho co thé tiét kiém tiéu thu ning lugng & cdc mo ngoai vi dé
uut tién cho cdc co quan sinh mang tai trung tam trong trudng hop phai tang khén cap
luong glucose cho céc t8 chiic nay nhung chinh diéu nay lai gay hau qua tang dudng
huy€t khi diéu tri bing nhém thuéc nay, gay bénh dii dudng do thude (diabet steroid).
Véi chuyén hod protein, GC ngin can téng hop protein tir cdc acid amin, thiic day viéc
chuyén cdc acid amin vao chu trinh téng hop glucose nhu dd néu trén: hau qua giy
tang di hod protein, tang ham lugng nito thai ra theo nudc ti€u va dan dén teo co, cham
lién seo khi ding GC kéo dai. Véi lipid, GC tiang phan huy lipid tir cic mé m& nén
tang giai phong glycerol va acid béo vao mau. Tuy nhién, khi thita GC thi lai téng lang
dong m&. Su roi loan phin b6 md trong bénh Cushing hién tai vdn chua gidi thich
duge. GC anh hudng lén can bang dién giai hodc qua tdc dong lén thy thé
mineralocorticoid (c6 tde dung gifi Na' va nudc, ting bai xuat K*), hodc qua tdc déng
len thu thé glucocorticoid (gdy tang stic loc cdu than, ting cung luong tim). Véi Ca™,
GC ngén can hap thu Ca*™ & ruot, tang sy hoa tan Ca** tix Xwong, ngan can su huy dong
Ca™ tir mdu vao xuong va tang dio thai Ca* qua than, do dé anh hudng dén sy tao
xuong. Cic GC ¢6 chita Fluor nhu dexamethason khong tdc dung lén thu thé
mineralocorticoid, do d6 khong gay & muGi-nude.

2.2. Tac dung trén mé lién két

GC trc che hinh thanh 1€ bao sgi, gidm tao collagen, giam sy hinh thanh mo lién
két. Tdc dung nay ciing 14 hau qua cda sy tic ché tdng hop protein. Hau qua cta qué
trinh nay 14 1am cham lién seo va 1am méng da va mat collagen trong t3 chitc xuong.
Trong diéu tri cé sir dung téc dung nay trong xit 1y seo 161 hoiic ngan cén su phét trién
clia to chic siing trong mot s bénh vé da.
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2.3. Tac dung trén su tao mau

GC it anh huéng dén su tao héng cau va nong do hemoglobin @ liéu sinh 1y
nhung lai ting héng cau khi diing lidu cao hodc khi bi Cushing va giam héng cau trong
hoi chitng Addison. Nguyén nhan ¢6 1& do 4nh hudng lén chuyén hod androgen.

Vai bach cau: lam tang bach cau da nhan, nhu’ng lai rdt ngdn ddi song cua bach
cdu (gidm t ,, clia bach cdu), giam sy tao lympho va chirc nang hoat dong cla bach
cdu (giam sif thodt bach cdu khoi 1ong mach, giam sy di chuyén clia bach ciu dén t8
chic viém).

Cic tdc dung nay thuong duge diing trong diéu\ tri ung thu bach ciu hoac lam
tang nhanh lugng héng ciu sau xa tri va hod tri liéu di€u tri ung thu.

2.4. Tac dung chdng viém

Pay 12 tac dung dugc luu ¥ nhat [am cho cdc ché phdm loai nay dugc dp dung
rong rii vugt ra ngoai khuon khd st dung hormon. Tac dung chéng viém ciha GC
ciing tuong ty nhu nhém thudc chéng viem ciu tric phi steroid nhung vé co ché tic
dung c6 khic nhau- GC it¢ ch€ su hinh thanh viém & giai doan sm hon nhém chéng
viem phi steroid, ngay tir giai doan giai phéng cdc acid béo tir cdc phospholipid cua
mang té bao.

Téc dung nay con duge tang cudng nhd tic dung giam tinh tham thanh mach, uc
ché su di chuyén cla bach cau dén 16 chiic viém va {ic ché cic phan tng mién dich-dj
ing, do d6 GC khong chi c6 tic dung chéng viém ma con ngén chan su xuat hién
viém. Tac dung nay dugc dung trong d1eu tri nhilng trucmg hdp viem gdy de doa tinh
mang nhu phi ndo, phu phfn cap, viém nap thanh quan & tre em, pha Quinck ¢ thanh
quan... hoiac cac lrcmg thai viem co lién quan dén co ché mién dich- di tng nhu viém
khép. Khi boi ngoai, tde dung chéng viém con duge hd trg bdi tac dung co mach tai
chd cha ché phiam loai nay. Cic GC tdng hgp, dac biét loai c¢é gan fluor nhu
dexamethason, betametason... ¢6 tac dung manh hon HC (bang 14.1).

2.5. Tac dung trén hé mién dich

GC anh hudng chl y&u lén cdc ddp ung mién dich kiéu t€ bao (Ilympho T) nhiéu
hon kiéu mién dich dich thé (lympho B). .

GC con e ché€ sy san xuil ra cdc interferon mién dich - mot san phém cua
lympho T hoat hod. Thuc chat tic dung trén hé mién dich cia GC nham ngan can viéc
phan ting qua mifc clia co thé trude mot tic dong clia y&u t6 ngoai lai dé bao veé co thé.
Tac dung nay dugce dp dung trong ghép co quan dé ngan can sy thai ghép hoac diéu tri
cdc bénh lién quan dén co ché mién dich nhu bénh than hu nhiém md, Lupus ban do,
hen, hoac phdi hgp trong xir 1y sé¢ quia mén do thudc.

Mat trdi clia tdic dung nay & giam sitc dé khdng clia co thé, do d6 ting kha nang
nhiém tring, nhiém nam.

2.6. Cac tac dung khac

Céc tic dung kich thich than kinh trung uong, tang cucmg tiét dich vi, gay tang
huyét p... chi nguy hiém khi ding liéu cao. Cic tic dung nay khong dugc 4p dung trong
diéu tri ma trd thanh tdc dung khoéng mong mudn.

Bang 14.1 cho hinh anh so sinh d6 manh cia cdc ch€ phdm so véi HC va céc
muc 1iéu khi chuyén d8i tit ché phdm nay sang ché€ pham khdc trong diéu tri.
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Bang 14.1. So sanh hoat iuc clia mét s8 glucocorticoid thong dung

Tén quéc t& tn BDbTD Ch?’ng GiE’f MI:'I'C sinh Lif‘inu chéng
(h (h) viégm Na ly (mg) viém {mgy)
Hydrocortison 1,5 8-12 1 1 20 80
Cortison 0,5 8-12 0.8 0,8 25 100
Prednison 1,0 12- 36 4 0,8 5 20
Prednisolon 25 12- 36 4 0,8 5 20
I metyl-prednisolon 2.5 12-36 50 0,5 4 15
Triamcinolon 35 12-36 5,0 0 4 15
Dexamethason 35 3G-72 25 0 0,75 3
Betamethason 50 36-72 25 0 0,75 3
Ghi chi:

— DDTD: D¢ dai tic dung (chinh 1a t,, sinh hoc) cin cif vao DDTD, ngudi ta
chia corticoid tam 3 phém:

+ Tdc dung ngén: 8 -12h
+ Tac dung trung binh: 12 - 36h
+ Téc dyng dai: 36 - 72h

— Mic sinh ly: lugng GC céan cho 24h
— Choéng viém, gilt Na™: con s6 trong c6t ndy 12 so sanh cudng do tic dung cla céc

glucocorticoid (GC) v6i hydrocortison néu coi cudng do cha hydrocortison la 1.

3. CHIi BINH VA LUA CHON THUGC
3.1. Diéu trj thay thé khi thiéu hormon
Thudng dung khi suy thugng than c4p hoic man tinh.

Vi¢c dung hormon trong trudng hop nay ciling chi dé x{r Iy triéu ching, do dé
vin dé co ban van phai tim nguyén nhan dé€ giai quyét thi méi cho phép khong phai
diing kéo dai.

3.1.1. VGi suy thuong thdn man

Liéu dung can cif vdo ddp iing & ting bénh nhin vi ¢ gang ding & mikc thdp
nhat ¢6 tdc dung. Thudng thi mic liéu trong trucmg hop nay la 20- 30 mg HC mdi
ngay tuong u'ng voi lugng HC tiét trong ngay; phai phéi hgp thém mot
mineralocorticoid nhu fiudrocortison (0,1- 0,2 mg/ ngay).

Nen ding ché do diéu tri cich ngay bang cich ting liéu mot ngay lén gdp doi va
ngay ti€p theo sé€ nghi; lam nhu vay s& han ché dugc suy thuong than khi ngimg diéu tri.
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3.1.2. Voi suy thuong thén cép

Liéu diing thudng cao hon. vi du 100 mg HC lic ddu, sau d6 cach 8h lap lai 1 lan
cho dén khi triéu ching duge cai thién. Diéu quan trong 1a phai két hop b dién giai,
nudc va glucose.

Ché& phdm sit dung nén chon chinh dang hormon thién nhién la HC va dudng dua
thuoéc 1a tiem tinh mach vi khi suy thugng than cap thi viéc mat nudc va dién giai 1am
mat dich ngoai bao nén néu tiem bap s€ it hiéu qud. Trudng hop nay nén chon HC
dang succinat hoac phosphat. Cin luu ¥ trdnh nhiing dang bao ché ¢6 dung ta duoge 13
sulfit hoac metabisulfit vdi thudc tiém tinh mach dé€ tranh sdc phan vé ¢6 thé xdy ra do
td dugc nay, vi du soludecadron la dang tiém tinh mach cia dexamethason cé chita
sulfit khong thich hgp cho trudng hop nay.

3.2. Piéu tri véi muc dich khéng phai dé thay thé hormon
Chi dinh theo huéng nay rat rong bao gém :

— Cédc bénh lién quan dén co ché bénh sinh do mién dich nhu bénh lupus ban
do, thin hu nhiém m&, viém khdp dang thap...

— Bénh lién quan dén co dia di ing nhu hen, di dng...

— Chéng viém, dac biét nhiing trudng hop de doa tinh mang nhu viém nap thanh
quan cip § tré so sinh , phit nfo, phit Quinck xay ra & hdu- hong.

— Duing chong thai ghép trong ghép co quan.

— Trong diéu tri ung thu ¢é rat nhi¢u chi dinh dung GC, dic biét trong ung thu
bach cfu. GC con dé hé trg chong suy mon cho bénh nhan ung thu nhd tic
dung kich thich an ngon vi tdc dung gidm viém do 6 chifc ung thu gay nén,
nho dé giam duge dau. Nhitng trudng hop nay wy tic dung bit lgi gap rét
nhiéu nhung vi cudc séng cua bénh nhan ung thu con lai khéng dai nén phén
lgi ich van 16n hon.

— Mot s6 bénh vé da nhd téc dung tiéu simg, lam moéng da va biéu bi hoac tc
ché mién dich. Tdc dung nay chi dé chifa trieu chiing. Thudng ding trong
diéu tri cdc bénh ¢6 hién twong tang siing hod da hoac seo 18i, lichen, eczema,
viém da ti€p xdc, viém da di tmg. Chéng chi dinh trong tén thuong cé loét,
nhiém virus; phdi phéi hgp thudc khang sinh hodc chéng ndm néu tén thuong
¢d kém nhiém khudn, nhiém nam.

4, TAC DUNG PHU VA CACH KHAC PHUC
4.1. Tac dung trén su ting trudng & tré em
Céc mic lieu tr 45 mg/m*/ngdy tr& 1én gay cham Ién & tré em.

G mitc sinh 1¥, HC kich thich sy tiét hormon tang trudng nhung lai tc ché sy tigt
hormon nay khi diing liéu cao. Tac dung gdy cham lén & tré em 14 hau qua cla sy giam
muc hormon tang trudng két hop vdi uc ch€ su tao xuong vd giam hoat dong cla
hormon tuyén gidp. O tudi day thi, su c ché hoat dong cla tuyén sinh duc ciing la
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npuyén nhan gay cham 1dn va r6i loan sinh duc. Vi vay hién nay da c6 khuyén cdo bit
buoc cdc hiing san xuat ghi trén nhin céc loai thudc nay dong chit "Gdy chdm lén & tré
em' dé ngudi ké don luu ¥.

Dé giam hau qué do tdc dung nay gay ra, ¢§ ging han ché viéc ké don nhém
thudc ndy & tré em. Céc ché phdm tu nhién (hydrocortison, cortison, prednisolon) it
anh hudong dén do 16n hon cdc ché pham téng hop téc dung kéo dai. Khi bit buoc phéi
dung thi nén st dung & mic liéu thip nhit ¢é hiéu qua va trong thdi gian ngén nhat ¢6
thé. Khi pha1 dung kéo dai thi nén dung kiéu diéu tri cich ngay thay cho 16i dung hang
ngdy d¢ gidm bét hién tugng e ché tuyén thuong than, sinh duc va gidp trién mién.
Khuyén khich tré van dong, choi thé duc thé thao va ting cudng ché dé dinh dudng
giau chat dam va calci. tdt nhat 1a dung cdc ché phdm ché bién tir sita.

4.2, Gay xép xuong

C6 t6i 50% bénh nhan cao tudi bi gdy xuong khéng cé chan thuong do dung GC
liu cao kéo dai. Co ch€ gay x6p xuong 12 do GC ting cudng su huy xuong, nhung lai
tic ché qud trinh tao xuong, do dé ngan can sy déi méi clia mé xuong va lam ting qué
trinh tiéu xuong. Tac dung nay doéi 1ap voi hormon sinh duc, calcitonin va fluor. Céc
tac dung nay cong thém véi viée ngin can hdp thu calci tir rudt va tang thai calci qua
nudc tiéu lam xuong x6p nhanh hon, dac biét & phu nif sau min kinh va ngudi cao tudi.

Can luu y 13 tuy qué trinh tao xuong bi tc ché nhung mic caici mdu va calei niéu
déu cao vd mife vitamin D & dang hoat tinh ( 1,25 (OH),-cholecalciferol )} vin & mic
binh thudng hoac cao nén viéc bé sung calci va vitamin D chi nén & miic liéu theo nhu
cdu hang ngay (RDA), néu dua cao qua s& din dén tang calci miu v nguy co soi 1iét
niéu lén. HE giam bst nguy cd nay, bién phép ting van dong dé kich thich tao xuong
va ting dinh dudng nhu vira néu trén ciing nén dp dung cho trudng hop nay.

V&i ngudi cao tudi, do sur giam sit lugng hormon sinh duc nén cang dé xop
xuong, do d6 c6 thé bd sung hormon sinh duc nhung khéng ding bién phip niy cho
bénh nhan ung thu tuyén sinh duc hoac phu nit dd man kinh trén 15 nam dé tranh ting
sinh néi mac tir cung qud mic. Cac ché pham fluorid hoac calcitonin rit ¢é ich cho
nhimg trudong hop nay. Ngoai ra alendronat (mot biphosphonat) ciing duge ké don
nhiéu dé phong va diéu tri lodng xuong do sir dung corticoid. Khi ké don alendronat
cdn luu ¥ tic dyng kich dng tai ché manh, gay tén thuong niém mac thuc quan vi da
day cua chat nay; phai nhac bénh nhin khéng duge uéng alendronat & tu thé nidm, phai
uong kém mot cée nude to (200 mi) va chi duge ndm  sém nhat 1a 30 phit sau khi
uong. Nhitng ngudi khong thé ngdi duge khoang nira gidy thi khong duge udng thudc
nay vi nguy co thing thuc quan ril cao.

4.3. Loét da day- ta trang

Ty 1& gy tai bién dlr(‘mg tiéu hoa tuy khong nhiéu (khodng 1,8%) nhung néu £ap
thudng rdt nang, tham chi c6 thé gay thung da day hodc tit vong. Cac tai bién loai nay
thudng gap nhiéu & benh nhan cao tudi. Tdc dung phu niy cé nhiéu trudng hop khéng
phu thudc loai corticoid va lién nhung da phdn tang theo liéu va d6 dai diéu tri.

Loét va thung xdy ra ca khi ding thuéc ngoai dudng tiéu hod (tlem vién dat...).
C6 the dung thudc trung hoa dich vi (antacid) nhung khong dugc uéng déng thdi véi
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GC. Mot s6 tac gia dé nghi dung cdc chat khdang thu thé H, (famotidin, ranitidin...).
mot s6 khde lai khuyén khong cin diing thude hé trg vi it ¢6 tic dung ma nén theo ddi
chat ch€ va xir Iy sém hoac ngimg thudc kip thoi khi ¢6 tai bién.

4.4. Tac dung phu do dung corticoid tai chd

Céc dang bot ngoai hoac nhd méat-mili ¢é chita corticoid rat nhiéu. Tai bién
thudng gap bao gdm: teo da, xo ciing bi, viem da tng dd, mun tring ca hoac bdi nhiém
nam va vi khudn, virus. Hién tugng cham lién seo khong chi gip véi dang bdi ngoai
ma ca khi dung dudng toan than. Puc thiy tinh thé hoic ting nhin dp hay gip khi
ding dang nho mat va do dé trén nhén thuée c6 chifa corticid phai ghi chéng chi dinh
cho nhimg trudng hop nay.

Khéng duge nhd mat cdc ché pham chita GC khi nhiém virus hoiic ndm.

Han ché boi kéo dai va khdm ky bénh nhan trude khi ké don. Khong ty y diing
thudc 1a bién phdp t6t nhat dé giam tdc dung phu nay.

4.5. Hién tugng (rc ché truc dugi ddi - tuyén yén - thugng than (HPA)

Khi dung nhitng loai GC ¢6 tac dung kéo dai nhu dexamethason, néng do thudc
trong mau ludn & mic cao nén truc HPA bi tc ché€ manh hon nhing loai ¢6 t,, ngin
nhu hydrocortison hodc prednisolon. Sir dung GC mét liéu duy nhat vao budi sing tao
su uc che HPA it hon khi chia thuéc lam 2- 3 1an trong ngdy. Trong diéu tri kéo dai,
néu dung 16i udng cich ngay sé tao dugc khoang nghi cho tuyén va it bi r6i loan truc
HPA hon 16i ding hang ngay. D¢ dai clia dot diéu tri 13 quan trong hon ¢a vi néu ding
lieu cao, tham chi rat cao nhung chi trong vai ngay thi khi ngimg thuéc truc HPA ciing
khong bi anh huong; theé nhung chi cdn nhitng liéu thap, thi du 5 - 20 mg prednisolon
trong nhiéu thang thi khi ngirng thudce dé gap hién tuong suy thugng thin dot ngot.

< + .‘-."‘
Vung dudi doi e,

N MG lién hé gila ving dudi déi
Ay (Hypothalamus) - tuyén yén (Pituitary) - tuyén
k) thiong than (Adrenocortical) tao nén hé HPA

“ {Hypothalamic - Pituitary - Adrenocortical System).
i Tuyén N, “' Su tac dong tuong hd tuan theo quy téﬂc
; yén %y lién hé nguac (feedback) clia cac tuyén noi tidt
i b nghia la khi mic hormon trong mau tang sé
i v gay (c ché tuy&n yén va viing dudi déi; nguoc
! % lai khi mitc hormon gidm st s& gay kich thich

i H sy hoat déng clla tuyén.

. ,/A‘-s. vo 8 Khi diing GC, su tiét CRF va ACTH bi dc

\, thuong 3 ché, Mitc do (c ché cla truc HPA phu thudc
han ': mét s yéu t& bao gdm: lidu lugng, khodng
A s cach dua thudc, thai diém s dung, d6 dai cla

-’ #

. . 4 dgt @idu trj va dudng dua thudc.

Hinh 14.2. Mai lién quan gilta ving duéi ddi - tuyén y&n - tuyén thuong than
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Tuyén thugng thén chi tré vé mic binh thudng sau vai ba thing, tham chi mot
nam ké tir khi ngling thude, do dé nhimg bénh nhan dang thudc kéo dai phai dugc
gidm sdt chat ché khong chi trong thdi gian diéu tri ma ca 161 mot nam ké tir khi ngimg
thude. Trong suét thai gian d6, kha nang dép Ung clia tuyén vdi nhimg stress manh 1a
chua du nén néu xdy ra bat thudng, thi dubi chan thuong nang, phau thuit... thi viéc
dua lai GC la bat buoc d€ tranh truy tim mach do suy thugng thén cap.

Sau khi di€u trj dai ngdy, viéc ngimg thudc tir tir 11 diéu bit budc. Thoi gian giam
lieu tuy thuoc liéu dung va d6 dai ciia dot diéu tri. Khi sir dung céc corticoid co t |,
dai (thi du dexamethason) ho#c ché phdm tic dung kéo dai (triamcinolon acetonid =
K-cort), phai gidm sat bénh nhén chit ché. Quy tic gidm dén liéu cung duge ap dung
¢d v6i cdc che phadm boi ngoai khi boi kéo dai vi néu sau mot thai gian boi thudc kéo
dai, déc biét véi cic ché phdm giai phong cham nhu fluocinolon acetonid (flucinar),
lugng thudc ngdm vao vong tudn hodn ciing gay ic ché HPA nhu khi ding toan théan vi
khé nang tham cla GC qua da vi niém mac rit 16n.

Ciing vi 1y do nay, khi st dung cho tré em nén chon loai c6 t,;, ngan hoac trung
binh va trdnh bang ép d¢€ gidm kha ning thim qua da.

4.6. Tinh trang thira corticoid va bénh Cushing do thuéc

Khi sir dung GC kéo dai ciing s€ tac hinh anh Cushing nhu khi u thuong than;
su khdc nhau chi & c¢hé trong Cushing tur phat thi mic HC trong mau tang kem theo
s tang ACTH nhung trong Cushing do thudc thi nguge lai: mitc ACTH giam, céc
triéu chitng réi loan ndi ti€t do thita androgen ciing it gip hon hoac it trim trong hon,
phii do i Na” va nuéc chi gip khi sit dung HC va prednisolon. Mot hinh anh Cushing
diy di hi€ém gip; tuy nhién khi gap mot trong cdc hién tugng trén thi phai nglng
thude. Viéc ngitng thuéc trong trudng hop nay vin phai tuan theo quy tic gidm liéu
timg bac chit khong duge ngimg dot ngot. Sau khi ngimg thusc, néu bénh téi phat thi
nén su dung cic thude dac hieu diéu tri triéu chimg t6t hon 1a quay lai dung GC; thi
du giai quyét hen bing thudc gidn khi quan, gidm dau khdp béng thudc chéng viem
khong steroid...

5. CHONG CHi BINH
— Loét da day td trang tién trién.
— Cac trudng hop nhiém nam va virus ma chua cé thusc diéu tri dac hieu.
— Tiém chiing vaccin virus séng.

Khoéng ¢é chéng chi dinh tuyét d6i cho nhitng trudng hop diéu tri ngin ngly
hogc d€ diéu trj cdc bénh de doa tinh mang.

6. THAN TRONG

Theo dbi chat ché «hi phai sir dung GC cho céc bénh nhan méc bénh tam thén,
dai thio dudng, tang huyét 4p, x6p xuong, suy gidm chic nang gan, than hoac bénh
nhan suy tim... Cling ¢6 thé coi day la nhimg trudng hop chdng chi dinh néu ¢ thé
dung thuéce khdc thay thé corticoid. Khi bat bugc phai ding thi phai hiéu chinh lai liéu
cdc thude diéu tri bénh phéi hop néu trén.
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7. NHUNG BIEU CAN LUU Y KHI KE DON

— Nén chon mic liéu thap nhat ¢6 hiéu qua va tranh dung kéo dai. Nén nhd rang
da phdn tic dung phu ty & thuan véi mic liéu va do dai cha dot diéu tri; nhu
vay nhimg trudng hop cian ding & mikc liéu cao nhu chéng viem, chéng di
tng thi kha nang gap tai bién nhicu.

— Neén chon loai ¢é thoi gian ban thai ngan hodc vita (nhu prednisolon). Nhimng
ché phdm ¢ tdc dung cang kéo dai thi kha néng géip tdc dung phu cang nhiéu.

- Suy thuong than 13 moét tai bién dang ngai khi diung corticoid, thudng xdy ra
khi ding kéo dai hoac diéu tri cho ngudi cao twdi, do dé cdn theo ddi chat ché
v6i nhitg bénh nhan loai nay. Cling thudng giap suy thugng than khi sir dung
dang ch& phim c6 tdc dung kéo dai (K-cort). D€ tranh suy thuong thin cép,
cén luu y: khong ngiing thude dot ngodt, ngay cd & nhitng mic li€u rat thap
nhung véi thai gian kéo dai (0,1 mg/ kg/ 24h tic tuong duong voi khodng 1 -
2 vién prednisolon Smg).

— C6 thé gip hién tugng chdn an, mét méi hoac trdm cam sau khi ngimg thudc.
Nhitng hién tuong nay s& phuc héi sau inot thoi gian. Néu cdn c6 thé dung céc
thude diéu tri triéu chiing nhung c6 gang khong dua lai corticoid.

~ Lugng Na* dugc sir dung: chi cdn chi ¥ néu ding loai ¢d tic dung git mudi
(Hydrocortison, cortison, prednisolon, prednison). Lugng mudi cho phép nhu sau :
+ Dung han ché mudi khi diéu tri khoang 10 mg prednisolon/ ngay.
+ Kiéng mudi hoan toan néu ding liéu cao (> 0,5 mg/ kg/ 24h tinh theo li€u
prednisolon) hodc khi gap phu, ting huyét 4p, tang trong.
~ Luong K* phai di.. Néu can ¢6 thé bé sung K* hoidc dang ché d¢ an giau K*.
— Nén gidm st K* mdu khi dung liéu cao, kéo dai, dac biét khi cé phoi hop véi
thudc loi tiéu thai K.

— Lugng Ca™ nén khodng 1g/ ngay két hgp véi khoang 400 don vi vitamin D
la bit budc néu diéu tri kéo dai. Khong nén diing liéu cao Ca*™ va vitamin D
vi $€ 1am ting nguy co soi than hoidc tang Ca™ mdu.

— biéu chinh ché d6 an: Tang protein, han ché glucid va dudng, han ché chat béo.

8. CHE B0 PIEU TR| CACH NGAY

Diéu tri cdch ngay tirc 12 cif 1 ngay diung thu6c lai nghi 1 ngay. Cich dung nay
nham giam hién tugng Gc ché HPA nén giam dugc kha nang gay cham 16n & tré em,
giam duge hién twgng suy thuong than dot ngét sau khi ngimg thudc. Diéu tri cich
ngay thich hgp véi nhitng trudng hop phai ding corticoid kéo dai tir vai tudn trd 1én
nhu bénh viém loét ruét két, ghép than, viem da man tinh, nhuge co nang, hen...

Nhimg bénh khong thich hop véi ch€ do diéu tri nay 1a viém khép dang thédp,
lupus ban dé toan than, viém déng mach véi t& bao khéng 16...

214
http://tieulun.hopto.org



e Ché& d6 diéu tri cich ngay nhu sau:

Thoat tién khi méi bat ddu diéu tri thi ding thude hang ngiy, khi bénh da bit
ddu 6n dinh thi chuyén sang diéu tri cich ngay. Thoi gian diéu tri ban déu cang ngén
cang t6t dé trinh sur Gc ché truc HPA. Viéc quyét dinh khi nao chuyén sang ché do
dicu tri céch ngdy tuy thudc sy tién trién céia bénh. D& chudn bi cho kiéu diéu tri cdch
ngay, trudc hét phai giam liéu tir tir cho dén khi dat mic liéu hang ngay tir 15 - 20 mg
tinh theo liéu prednisolon. Liéu ndy dugc uéng 1 14n vao ddu budi sang (khoang 7 - 8
h). Can nhé rang khong duge cit ngay thudc & ngdy dinh ngimg ma phai gidm tir tix
fi€u cia ngay d6, méi 1dn 10 - 20% liéu dang dung cho dén khi hét (lidu bing 0 mg-
bang 14.2). Méi lan gidm can duy tri liéu d6 trong 3 ngly dé tham dd phan tng ciia
bénh nhan; néu trong thdi gian d6 xuat hién triéu ching thiéu nang thugng than nhu
mét moi, dau khép, bubn non, ha huyét dp... thi phai tang liéu trd lai bang muc lidu da
cit gidm, néu triéu chung trén vin khong giam thi phai quay lai mitc liéu ban déu. Tuy
nhién, néu trong thoi gian nay ma bénh dang diéu tri quay tr& lai thi nén xit tri bing
cdc thude dac hiéu dé diéu tri bénh dé 16t hon 13 quay lai dung corticoid.

Bang 14.2: Cach giam liéu d& chuyén sang ch& do didu tri cach ngay
(Gid thiét liéu ban ddu 1a 60 mg prednisolon méi ngay)

* Gidm mdi 1an 5 mg, chu k¥ 3 ngay cho t6i khi dat 1iéu 20 mg/ ngay

Ngay Liéu {mg) Ngay Lidu {mg)
1 55 13 35
2 55 14 35
3 55 15 35
4 50 16 30
5 50 17 30
6 50 18 30
7 45 19 25
8 45 20 25
9 45 21 25
10 40 22 20
11 40 23 20
12 40 24 20
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* Giam méi 14n 2,5 mg, chu ky 3 ngay cho dén 0 mg & ngay dinh cét thude

Ngay Liéu {mg) Ngay Liéu (mg)
25 20 49 20
26 17,5 50 7,5
27 20 51 20
28 17,5 82 7.5
29 20 53 20
30 17.5 54 7.5
31 20 55 20
32 15 56 5
33 20 57 20
34 15 58 5
35 20 59 20
36 15 60 5
37 20 61 20
38 12,5 62 2.5
39 20 63 20
40 12,5 64 2.5
41 20 65 20
42 12,5 66 2,5
43 20 67 20
44 10 68 0
45 20 69 20
46 10 70 1]
47 20 71 20
48 10 72 0

{ Theo Clin.Phar. and Ther. 1992)

9. SU DUNG CORTICOID BOI NGOALI

Céc corticoid béi ngoai ¢d tidc dung lam gidm viém nhd co mach, @c ché chic

nang bach cau va thay déi phan tng mién dich.

Ngoai céc tdc dung vira néu, corticoid cdn ¢6 kha nang ¢ ché qua trinh tdng hop
va phan chia t€ bao da va bi€u bi. Dic tinh nay dugc l¢i dung dé 1am tiéu 6 chic su’ng

trong mot s& bénh vé da.

9.1. Chi dinh

Cdc bénh dugc chi dinh corticoid boi ngoai 12 viém da do cdc ngubn gdc khic

nhau nhu eczema ti€p xtic, viém da di tng, lichen (15 da)...
vao cdc vét con triing can.
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9.2, Tac dung phuy

Khi boi thude trén dién rong, kéo dai hoic bang ép sau khi boi thi kha ndng thim
thuSc vao vong tuan hoan 12 rat 16n, gay tac dung toan than; diéu niy can dic biét luu
y khi dung cho tré so sinh va tré nhé dé tranh tic dung kiéu cuong thuong than
(Cushing), gay cham 16n. Cling c6 thé gap suy thugng than cip sau khi nglmng boi
thudc nhung rat hiém.

Tac dung phu tai chd bac gom:
— Teo da -thudng gap nhat khi boi & mét va viing quanh miéng.

— Da ung do hodc c6 nhiéu v¢t lan, thudng gip & thanh nién khi boi thude &
vung da khuyu tay, khuyu chan.

- Mat sic t6 da timg phan, ban dd thit phat sau teo da cling gip nhung khéng
pho bién. '

— Cham lién seo. Trudng hgp niy hay gip v6i cdc vét tén thuong do nam lau
hoac co x4t nhiu (khuyu tay...)

Trén mat: gip khi ding cdc dang thudc mét ¢ corticoid: duc thuy tinh the, glaucom.

9.3. Chéng chi dinh

= Viém da do virus, ndm. Nhiing trudng hop viem da c6 nhiém khudn thi phai
phoi hop khédng sinh.

— Tén thuong c6 loét.
— Viém da mat c6 r6i loan van mach hodc viém nang long (trimg cd).

9.4. Chon ché pham

Tdc dung diu tri va tic dung khong mong muén déu xuat phdt tir ban chat
corticoid nhung mitc do nghiém trong phu thudc vao do manh va kha ning thim qua
da cla ché pham.

Khi diéu trj bénh ngodi da, da phan corticoid dugc diing bdi truc ti€p 1én ving da
bi ton thuong (diing don doc hoiic phéi hop véi dang udng).
9.4.1. Co'so lua chon

D6 manh - yéu cita ché phdm:

— Loai rdt manh va manh chi nén ding trong thdi gian ngén vi boi & dién hep
va1 mot s6 bénh nhu seo 161, vy nén, lupus, lichen.

— Loai trung binh va yé&u thich hgp v6i tré em cho céc viing da mat hoac cho
ngudi 16n trén nhitng t6n thirong rong.

Dang bao ché”
Céc dang thude boi ngoai thudng diing 1a:

— Thude m& (Ointment) 1a dang thude c6 thé chit mém; thanh phén ciu tao cé
nhi¢u td dugc thin dau nhu vaselin, lanolin,m@, sap... thich hgp véi cdc loai
da khe, san siii, simg ho4.
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Dang kem (cream) ciing cd thé chat mém, min véi t4 duge 13 cdc chat nhi
tuong chita mot lugng chét 1ong ding ké, thuan 1¢i v6i cdc ton thuong cé dich
ri hodc dung dé boi vio cdc hoc sau nhu am dao.

Dang gel c¢6 td duge 1d céc polymer thién nhién hodic téng hgp. Dang nay va
cdc dang dng khdc nhu lotio, spray (thuéc xit) thich hop véi cic tén thuong &
viing ¢6 nhiéu l6ng nhu da dau hoac nép gdp (ndch, ben).

Thanh phan clia ta duge anh hudng nhiéu dén sinh kha dung cua thudc do anh
hudng dén téc do giai phdng hoat chit va midc d¢ hdp thu thude qua da.

9.4.2. C4dch dung

Béi 1- 2 1an/ ngay, xoa nhe déa khi thudc tham hét va néu cén c6 thé bang ép.
Viéc bing kin sau khi boi ¢6 ich vdi nhiing tén thuong & long ban chan, tay
vdi dién hep va ciing chi nén bing trong thoi gian ngéan.

Néu diéu tri kéo dai > 8 ngay thi khi ngling thudc cling phai giam dan do
manh va néi réng khoing cich dua thudc dé tranh phan ting doi nguge lam
bénh bdt phat nang thém.

Can can dan bénh nhan khong ty v dung lap lai néu khong c6 ¥ kién cla béc

si diéu tri. Bang phan loai corticoid theo d6 manh (bang 14.3) 14 co sd cho lua
chon thuéc.

Nhin vao bang 14.3. ta thiy: do manh - yéu clia ché phdm phu thudc vao loai hoat
chat sir dung, ham lugng hoat chat ¢é trong cong thiic va dic biét 1a thanh phéan ta ducc.

Bang 14.3. Phan loai mdt s6 corticoid dung ngoai theo d6 manh

P& manh Hoat chat Biét dugc Ham lugng ( % }
Betametason diprepionat/ propylen |"Diprolen 0,05
R4t manh | glycol
Clobetason propionat Eumavate 0,05
Betametason
dipropionat Diproson 0,05
valerat Beftneval 0,10
Manh Fluocinolon acetonid Synarlar, Flucinar | 0,025
; Hydrocortison
aceponat Efficort 0,127
butirat Locoid 0,10
Desoximetason Topicort 0,25
Betametason valerat Celestoder 0,05
Vira Fluocinolon acetonid Synarlar 0,01
Clobetason butyrat Flucort 0,05
Hydrocortison acetat Hydracort 0,50
Yéu Prednisolon acetat Prednisolon 0,50
Dexamethason “Dexamethason 0,10
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10. KET LUAN

Glucocorticoid 1a mét nhém thude duge sir dung rat rong rai hién nay. Vé6i ap
dung chi y&u trong lam sang 1a chdng viem, chéng di tng va tc ché mién dich, cac
ché pham (6ng hgp dé ¢6 nhiéu loi thé hon hydrocortison vé cudng dé tic dung va tic
dung khong mong mudn. Tuy nhién, néu xét vé khia canh téc dung khéng mong mudn
thi nhém thudc nay c6 nhiéu han ch€ hon nhém chéng viem khong steroid do gay
nhicu danh hudng dén chat lugng cuge s6ng clia ngudi sir dung nhu 4nh hudng dén tam
than, r6i loan sinh duc, r6i loan chuyén hod, gay suy giam mién dich, lodng xuwong
tram trong...

O nude ta, viéc ban rong rii nhém thudc nay khong can don da din dén nhiéu tai
bi€n nghiém trong; do d6 vai trd tu van trong lua chon ché pham va céch khic phuc tdc
dung phy khi dung corticoid 12 nhiém vu rét quan trong cla dugc si lam sang.
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Chuong 15

NGUYEN TAC SU DUNG THUOC GIAM BAU

MUC TIEU
1. Liét ké va phadn tich bon nguyén tdc sit dung thudc gidm dau trung wong.
2. Liét ké va phdn tich bon nguyén tdc st dung thudc gidm dau ngogi vi.
NOI DUNG
1. SINH LY BENH CUA PHAN UNG DAU

Ghi chu:

SL: Hé vién

TH: D&i thi

HT: Viing dudi déi

B: Hanh nao

FR: C4u truc ludi

NCL: Nhan c8 bén

ME: Tuy séng

GSP: Hach simg sau tuy séng
As va C: cac sdi than kinh cam giac
1. Budng tuy sdng - ddi thi

2. Budng tuy séng - cau tric IUGi
3. Budng tuy séng - ¢ - ddi thi

Hinh 15.1. Budng dan truyén cam giac dau

Pau i co ch& tr vé cla co thé chdng lai nhitmg kich thich cé hai, ciing ¢6 khi la
triéu chimg bdo truéc ctia mot bénh nao dé. Tuy nhién, ¢é nhimg trudng hop dau chi
do xidc cam, ty ky dm thi clia bénh nhan (dau tam ly).

Cic xung dong truyén cam gidc dau theo hai loal soi cam giac:
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Sgi A: C6 kich thude 16n (® ~ 2 - 5 mm), ¢6 myelin bao boc, truyén cam gidc
dau v6i t6c dé nhanh (12-30 m/s), tao cim gidc dau ban dau.

Soi C: C6 kich thude nho (@ ~ 0,4 - 1,2 mm), khong ¢é myelin bao boc, truyén
cam gidc dau véi téc do cham (0,5 - 2,3 m/s), tao cam gidc dau kéo dai, trién mién.

Tdc nhan gdy dau rdt da dang: Hod hoc, co hoc, vat ly... Cdc tac nhan nay kich
thich vao ngon soi cam gidc va truyén xung dong vé trung uong, bdo cho co thé biét
moi nguy hi€m d€ rdi bé nguyén nhan gay dau. Tai cic mo bi tdn thuong, cac chat
trung gian hod hod hoc (kinin, bradikinin, prostaglandin, histamin, serotonin...) tiét ra
lat g6p phan 1am tang cam gidc daw, tang t6c do dan truyén cda soi cam gidc, lam dau
nang thém.

Cam gidc dau c6 thé xudt phdt tir nhiéu noi -

= Tirhe¢ co, xuong, da. Trudng hop niy thudng dau khu tri va dé [4n theo d6 dé
tim nguyén nhan dau ma loai bé.

— Tu cdc tang & khoang nguc. Trudng hop dau nay lan tod, nhiéu khi cam gic
dau khong the hién ngay tai noi tén thuong,

Thidu:
— Dau that nguc lan ra vai trdi, canh tay trdi.
~ Dau tdi mat lan lén vai phai va vitng giita bung.

— Dau dau ¢6 the 1a do viem xoang, thidu mdu cuc b, réi loan vin mach nhung
nhi¢u khi ciing chi do tam 1¥.

Dau 1am cho bénh nhan khé chiu, khé s& v& mat tam 19. Dau dai dang, trién
mién 1am be¢nh nhan hot hodng, lo ling din dén mat ngd, suy nhuo. Vong ludn quin
dé cang lam cho dau nang them.

Viec tim ra nguyén nhan sé gidp loai bd duge ye€u 10 gay dau va gidi quyét dau triét
de. Tuy nhién, viéc giai quyét nguyén nhan nhidu Khi khéng dé dang, nhanh chéng nén
viée su dung thude giam dau van 1 hang dau. Dau khong 16 nguyén nhan hoic khéng thé
loai bo duge nguyén nhan gay dau thi thudc giam dau 13 chi dinh duy nhét.

Can luu ¥y rang thudc gidam dau chi diéu tr trigu chimg ma khéng lam mat duge
nguyén nhan gay dau. Thude c6 thé che 1ap cdc ddu hiéu cua bénh nhu viém, sot trong
khi bénh vdn ti€n trién, do d6 chi nén sit dung khi thdy thuc sy can thiét va phai luén
luén c6 gang tim dé loai bd nguyén nhan gdy dau. Khi nguyén nhén gay dau khéng
xac dinh dugc hodc dau do tam Iy thi cdc thudc an than, cdc bién phdp tam ly liéu
phdp, thu gian ciing rdt quan trong

2. MOT SO PAC TINH DUGC LY CUA CAC THUGC GIAM DAU
Trong bai nay ching 16i trinh bay cdc thudc giam dau lan luot theo vi tri tic

dung trén than kinh cdm gidc. Theo céch phén loai nay, thuGc giam dau duge chia
thanh 2 nhém: gidm dau trung wong va gidm dau ngoai vi.

1
http://tieulur%%opto.org



2.1. Thudc giam dau trung uong

Cic thuoce thudc nhém niy cé tdc dung giém dau do tc ch€ trung tim dau O ndo va
ngan can dudng dan truyen cam glac dau tir tuy song lén ndo. Do tdc dung giam dau thuo‘ng
kém theo téc dung gay ngi nén con goi la nhém thuse gidm dau gay ngi. Tdc dung giam
dau luén kém theo tic dung gay nghién nén con goi ta nhém giam dau gay nghién,

Nhém nay duce phin lam 2 phan nhém theo muic d6 giam dau (bang 15.1):
— Loai gidm dau manh: morphin, meperidin, fentanyl, methadon...
~ Loai gidm dau trung binh: codein, tramado!, propoxyphen...

Bang 15.1. Mot s& thudc gidm dau trung uong

. P . . Liéu tuong ducng® Tz D dai tac
Tén quoc té Pudng ding (mg) (h) dung (h)
Giam dau manh
. uong 30 2 3-5
Motphin Tiém 10
Pethidin Udng 300 3-4 2-5
Tiém 100
Udng 7.5 2-3
Hyd Ca 3-5
ydromorphon Tiem 15
Methadon Usng 20 15- | 4-5 (cdp)
Tiém 10 30 | >8(man)
Fentanyl Tiém 0,05-0.1 3-4 1-2
y Qua da 25 ug/h 72 (SR")
Giam dau trung binh
‘ Udng 130 3 4-6
Codein Tiem 75
Udng 100 6-7 |4-6
Tramadol Tiam 100
Propoxyphen Udng 130 6-12 | 4-6
Ghi chit:

* SR (suistained release) [a thudc tac dung kéo dai (dang dan trén da cia fentanyl).

Miic liéu trong bing 13 mitc liéu ¢6 tdc dung gidm dau tuong duong vé6i 10 mg
morphin t1€m.

Viéc phan ra nhém giam dau manh va gidm dau trung binh la do mic licu gidi
han. Morphin 13 thudc gidm dau trung uong duge 1dy lam chudn dé ddnh gid cdc thude
giam dau khdc. Véi mic liéu 10 mg dang tiém, morphin 1am hét dau véi da s6 céc
trudng hop dau. D€ ¢6 duge kha nang giam dau bing morphin, cic chat khdc phai ¢6
mic liéu nhu trong bang. Trong s cdc opiat, pethidin (meperidin) ngay nay it dung vi
xét v€ moi mit déu kém morphm ma doc tinh lai nhiéu hon; vu diém cia chét nay Ia it
gay téo bén, budn non, bi tiéu tién nhing nhuge diém la gy doc tinh tram trong trén
than Kinh trung wong v6i "hoi chimg kich thich". Hoi ching nay gay ra do chat chuyén
hod cua meperidin 1a nor-meperidin v&i cdc biéu hién tang phan xa van déng, co cting
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cd, co giat, run rdy; chat nay tich luy t6i 15-20 gid. Khi dung liéu cao v kéo dai thi
nguy ¢o tu vong Ién, do dé chat nay khong dung cho céc trugng hop dau qud nang (cén

liéu trén 600 mg/24 gid) hodc dau kéo dai (phai dung trén 48 gio).

Nhiing chat dugc xép vio nhém gidm dau trung binh nhu & bang 15.1 thyc t&
khong dung ¢ muc liéu trong bing vi & mufc liéu trén, cic thudc nay sé gay nhiéu tc
dung phu, vi vay liéu ding thuc t¢ thap hon muc trong bang, do d6 tac dung gidm dau
chi dat mic trung binh nghia 13 yéu hon morphin.

Tdc dung khong mong mudn (ADR) clia cdc chat giam dau trung uong bao gém:

~ Khong phu thudc vao liéu: tdo bén, budn nén va nén.

— Phu thudc lieu va do dai diéu tri: tic ché ho hap, gay nghién.

2.2. Thuéc giam dau ngoai vi

Céc chat thuge nhém nay déu c6 ciing co ché tdc dung la e ché su tao thanh
prostaglandin, chat trung gian hod hoc khoi phdt nhiéu qui trinh sinh ly va bénh Ly clia

2

co the. Prostaglandin sé khai mao cho viéc tao ra cdc chat trung gian hoa hoc khac nhu
serotonin, bradikinin, histamin... & ngon sdi cdm gidc (ngoai vi) nén céc thuéc nhém

nay duge xép vao nhém gidm dau ngoai vi.

Cic ch¢ phiam thuoc nhém nay thudng cé cd tic dung chéng viem (trir
paracctamol) vi ha s6t nén con goi 1a thude gidm dau - ha sét - chéng viem. Téc dung
chéng viem twong tu nhu céc corticoid nhung ciu triic hod hoc khéng c6 nhén steroid

nén cdn goi la cac chat chon

tit NSAID dé chi nhém nay).

Bang 15.2. Mot s& thudc giam dau ngoai vi

g viem khong steroid (trong bai chiing t6i dung chit viét

Tén quéc t& tiz Do dai tac dyng | Mure dd chon loc
{h) (h) COX-1 COX-2
Aspirin 0,25-0,33 3-6 +++ +
A.Mefenamic 2-4 6 - -
Diclofenac 1-2 6-8 ++ ++
Etodolac 7 6-8 ++ ++
Indometacin 4.5 8 +++ +
Suiindac 16,4 12 - -
Ibuprofen 1-2,5 4-6 +++ +
Naproxen 12-17 —12 +++ +
Piroxicam 50 24 T+ ++
Meloxicam 20 24 + +++
Celecoxib 11 12-24
Rofecoxib 17 — 24 1/>1000
Paracetamol 1,25-3 3-6 + } +
(Ghi chii: Mlc d6 chon loc vdi COX:
+4+ cac | ++ vila ; + y8u; - khéng biét.
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Nhin vao bang trén ta thay dé dai téc dung it lién quan dén t,,. Aspirin ¢6 t,, chi
0,25 phit nhung tdc dung kéo dii ngang véi paracetamol, ibuprofen. Nguyén nhén la
do chat chuyén hod clia aspirin 12 acid salicylic cling ¢6 tdc dung giam dau; cho nén
thuc chat t,, cua aspirin 1a 3-9 gio.

Mitc do chon loc d8i véi enzym Cyclo-Oxygenase (COX) 1 hoac 2 cho biét vé
kha ning gay tic dung khong mong muén. COX-1 chiu trich nhiém tao ra nhing
prostaglandin trong diéu kién sinh 1y: tiét chat nhdy & da day, tang dp luc loc & ciu
than, tang két tap tiéu cdu; nhu vay néu (c ché khong chon loc nghia 1a dc ché cd
COX-1 thi nguy co gdy loét da day, suy thdn, chay mdu s& nhiéu. COX-2 la enzym tao
ra cdc prostaglandin dé khdi phét viém, s6t, dau. Néu tc ché chon loc 1én COX-2 thi
nguy cd gip tdc dung khong mong mudn néu trén s& it hon. Ngoai cic ADR da néu,
mot loai ADR khic thuong gap véi cic thude gidm dau ngoai vi 1a min cam véi thudc.
Cic NSAID, dién hinh 1a aspirin dé khéi phdt con hen, ¢6 thé gay tut huyét dp, phi
Quinck, ban da.

Paracetamol (acetaminophen) 12 thudc giam dau ngoai vi duge x€p cling cdc chat
NSAID vi ¢é cling co ché tac dung: (¢ ché sy tao ra céc prostaglandin. Tuy nhién, tac
dung chfing viém chia chéat ndy rat yéu. Nguyén nhén 13 do tic dung cla paracetamol
trong moi trudng ¢ nhiéu peroxyd (& t6 chitc viém) rat kém, mat khac chét nay khong
tic ché hoat tinh cua cac neutrophil nhu cdc NSAID khéc. Vi vay paracatamol chi duge
ding dé ha s6t va gnam dau. Tac dung khoéng mong mudn cua paracclamol & liéu diéu
tri ciing giéng nhu cha aspirin va cdc NSAID khdc nhung gap véi ty 1€ it hon. ADR
gap phé bién 1a ban da hode mdn cdm véi thudc: s6t do thuoe, gidm bach cdu trung
tinh, gidm tiéu cdu... Paracetamol chi nguy hiém khi ding qua liéu quy dinh; hau qua
dan dén t6n thuong gan, hoat tir t&€ bao gan.

3. NGUYEN TAC sU DUNG THUOC GIAM PAU
3.1. Nhém giam dau trung uong
3.1.1. Nguyén tdc trong su dung
Bon nguyén tic trong str dung thudc giam dau trung wong

(1). Chi sit dung trong truomg hop dau & miic dé ndng va vita khi nhom gidm dau
ngoai vi khong du hiéu lic.

(2). Sit dung don déc hodc phdt hop tuy mitc d¢ dau.
(3). Thudc diroc ding déu ddn dé 6 nong doimdu on dinh vdi dau ung thit.

(4). Liw y viéc ditng céc bién phdp hé tro va thudc dé giam tdc dung khong
mong muon

» Nguyén tic 1

Chi sit dung trong trieong hop daw & mitc do ndng va vita khi nhom gidm dau
ngoai vi khéng dit hiéu lice.

Céc thudc giam dau trung wong v6i dai dién tiéu biéu 1a morphin ¢6 tic dung véi
moi trang thdi dau nhung duge chi dinh rat han ch€ do nguy co gay nghién va c ché
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ho héap (dé gay suy ho hdp); nguy co nay thudng gip khi sir dung & bénh nhan dau &
mifc dé nhe hodc s dung véi tac dung khéng phai dé gidm dau, thi du dé gldm ho,
cam 1a chay. Ngugc lai, ¢ bénh nhéan bi dau nang, dau do ung thu lai rét it c6 nguy co
vl xung dong dau [am gidm qué trinh ¢ ch€ va nguy co nghién. Kha nang gay nghién
va ¢ ché ho hap tang theo liéu va do dai diéu tri. Cac bién phap dé han ché tac dung
khong mong muén nay bao gém:

— Khi can tang liéu thi nén giit nguyén muc liéu 1 14n, ting s& l4n dung trong
ngay nghia 1a chia nhé li€u ra ding nhiéu lan hoic giit nguyén mic liéu va
phot hop thém véi nhém giam dau ngoai vi, nhat 13 paracetamol.

— D¢ dai diéu tri ¢§ gdng ngin nhat, khi mitc d6 dau gidm thi nén chuyén sang
nhém giam dau ngoai vi.

o Nguyén tac 2

Sir dung don doc hodc phéi hop tuy mike do dau.

Bang 15.3. Nguyén tic phdi hgp thudc giadm dau

Pau ning GOTU manh GENV Thudc hd tro™
Bau vifa GDTU yéu GBNV Thudéc hé trg*
Dau nhe GENV Thudc hd trg*

Giam dau ngoai vi (GDNV) & day chi cac NSAID va paracetamol.

V6i nhitng truomg hop dau & mitc do nhe, thuéc gidm dau ngoal vi dugc lua chon
hang dau. Trong lruo‘ng hgp dau c6 kem viém thi s&€ phi hgp néu chon cdc NSAID.
Paracetamol ¢6 thé sir dung trong mol trutmg hop, dung don déc trong trudng hop dau
nhe hoic phoi hgp & moi mic dé dau.

Nhitng tricong hop dau cuong dé manh: gly xuong dii, dau sau mé, con nhéi
mdu ¢o tim, bong nang, ung thu giai doan cudi..., mifc liéu cla cic ché pham opiat
thudng doi héi khd cao, vugt qui mic liéu thong thudng. Nhu vay nguy co gap tic
dung khong mong mudn (ADR) tat nhién s& nbiéu. P& han ché¢ ADR, mufc liéu diing
khong nén vugt qua mifc ghi trong bang 15.1, nhu vay véi nhiing trudng hgp dau nang
dé dat di kha nang glam dau thi phai phdi hop thudc. Phéi hgp véi thude giam dau
ngoal vi (paracetamol va cdc NSAID) 1a cdch phéi hgp phé bién nhat. Khéng duoc
phoi hgp cdc thude ciing nhém opiat véi nhau vi sé din dén tang ADR.

¥ Thudce hé trg: ghi trong bdng 12 cac thuSc an thidn hoic huéng thdn
(psychotrope), gian cd.. (bang 15.5) d€ tang tdc dung gidm dau nhung can than trong
do nhiéu nhém c6 hiép déng vé tic dung tc ché TKTU.
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Bang 15.4. Nhing thuéc dung ho trd trong xCr Iy dau

Nhém thudc Loai dau Vi du
Chéng déng kinh Pau than Kinh, dau nhéi, dau rat Carbamazepin,
phenytoin, natri valproat
Chéng trdm c¢dm ba | Dau than kinh, dau nhoi, dau rat Amitriptylin,  imipramin,
vong desipramin
An than Pau than kinh, dau do co cing cg Diazepam,
Clonazepam
Gian cd xuong Bau do co ¢ing ca Baclofen, Dantrolen,
diazepam
Dau do chén ép than kinh, phi né | Dexamethason,
Corticoid cac md, tdng ap Iluc so nao Prednisolon
Chéng co that co tron Pau do co thit cd tron Hyoscyaminbutylbromid
Alverin, Mebeverin

o Nguyén tic 3
Thude duoe ding déu dén dé cé ndéng do thude rong mdau on dinh voi dau ung ths.

V&i bénh nhan ung thu & giai doan cudi, dau 1a mot can trd 16n nhat cho cudc
song cla ho vi dau véi cudng do manh va trién mién. Bénh nhéan biét quy luit dau cua
minh va thudng chd doi con dau véi mot ndi s¢ hdi 4m anh. Tinh trang nay 1am cho
cuong do dau nang thém. Vi vay, véi déi tuong ndy, néu gitt duge ndng do thude gidm
dau trong mdu 6n dinh thi s& 1am cho con dau khéng con nira, tim trang bénh nhan
duge cai thién va nhd vay licu thude ciing duge giam di. Do dé nén sir dung cdc ché
phdm loai ndy mot cach déu dan cho bénh nhan dau kéo dai, dau ¢6 chu k¥ (dau ung
thu giai doan cudi) khong nén ch& dén khi hét thudc va dau trd lai mdi ding.

Diéu kho khan nhét 1a thoi gian tdc dung cua cic thudc nhém ndy ngén, do dé
thuong phai dua nhiéu 1an. Cic dang thudc udng tic dung kéo dai (thudmg la 12-24
gi0) gitp giai quyét duge mau thudn nay. Pudng tiém khuyén khich déi véi cic ché
phdm giam dau 1a tiém dudi da dé c6 thé kéo dai thém tdc dung. Tiém bdp dé& thuc hién
nhung tac dung khong kéo dai bang dugc dudi da. Pudng tinh mach duge ding khi cdn
giam dau nhanh. D6i véi dua thudc qua dudng tiéu hod, dudng udng phd bién nhat voi
cdc dang vién kinh dién, vién sii, vién tic dung kéo dai. Dang dan dit truc trang ciing
dugc sir dung nhung sinh khi dung thit thudng, do d6é chi nén dung khi bénh nhén
khong thé uéng dugc.

V& cach diing lién tuc duong nhién kha nang gay nghién va tic dung phu ciing
gap nhiéu hon, do dé chi han ché cho bénh nhin ung thu giai doan cudi hoic céc loai
ung thu gay dau dén nhiéu (thi du ung thu xuong).

o Nguyén tdc 4
Liaie ¥ gidm tdc dung khéng mong mudn bdng cdc bién phdp hé trg hodc thuéc.

— Buon nén, nén, tdo bén: 1 tdc dung phu thudng gip nhat khi diing céc thude
giam dau trung uong.
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Cuong d¢ va muc do gdy tdc dung phu cia cac chit trong nhém khoéng gidng
nhau, do d6 c6 thé han ché bdt loai téc dung phu ndy nhd lya chon ché phim phi hop.
Tuy vay, mét s& ch€ pham téng hap it gay tde dung phu hon nhung gid tién lai dat nén
vi¢c khac phuc tic dung phu la viéc 1am bat bude, dic biét v4i nhitng trudng hop sit
dung lau dai.

D¢ gidm rdo bon, cin nhéc nhd bénh nhan uéng nhiéu nudc, tang khdu phin chat
xo, tang van dong. C6 thé phdi hop véi thude nhudn trang néu cc bién phéap trén 14 ra
kém hiéu qua.

Nguyén nhdn gy budn non, nén khi su dung céc opiat 1a do cédc thude nay kich
thich trung tdm nén & ndo. BDiéu nay giy trd ngai cho diéu tri va nhiéu khi phai ph01
hop thém thudc chéng non d€ giai quyét tic dung phy nay, dic biét 1a khi diing giam
dau cho bénh nhén ung thu. Thudc chdng ndn hay dung la haloperidol, metoclopramid.
Cac thude chong nén nhdém khiang histamin H1 (dung chéng ndn do say tau xe) ciing
6 tdc dung vi cdc opiat ¢ gay i loan tién dinh, tuy nhién day chi Ia mot trong cic
co ché gay budn nén va non cha opiat va do d6 chi ¢6 thé ding hé tre hoic cdc trudng
hgp non nhe,

— Co thdt co vong: Morphin tuy lam giam co thit co tron &ng tiéu héa nhung lai
gay co mot s6 co vong nhu c¢o tron khi quéan, co Oddi (¢ 6ng mat), co vdong & dudng
dan niéu... do d6 gay tré ngai khi dung giam dau trong dau do s6i mat, sdi niéu quan.
Tac dung phu nay gap it hon & mot s¢ thé pham téng hop va ¢6 thé khic phuc béng
cdch phoi hop thém thude gidn co vong nhu atropin. Néu gap trudng hgp co khi quan
bi co that, gay ngiing thS dot ngot do cac ché pham giam dau nhém nay gay ra thi ¢
thé diing thuéc mém co ngéin nhu succinylcholin dé giai quyét. Naloxon ciing dugc chi
dinh cho trudng hgp nay.

— Gdy nghién: Tro ngai 16n nhdt khi dung morphin va cdc chét ciing nhém la
kha nang gay nghién.

Tac dung giam dau va tdc dung gay nghién ting ty 1€ thuan, do dé cé mot s6 chat
mac du giam dau manh hon morphin nhung khong duge st dung trong diéu tri nhu
heroin. Tuy nhién nhiéu céng trinh nghién ctu cho thay ty 1€ bi nghién gap rét it khi sir
dung cho nhitng bénh nhan bi dau ning, dau do ung thu. Trong cong trinh cia Porter
va Tick (Boston-1980) nghién citu trén 39.941 bénh nhan ndm vién dugc gidm sat chat
ché, c6 11.882 bénh nhan diung it nhat mot loai thude giam dau thuéc nhém morphin
nhung chi ¢ mét trudng hop (trong 4 trudng hgp phat hién) bi nghién thuc su. Nhu
vy néu bénh nhan thuc su dau nang thi phai manh dan cho bénh nhan diing vi opiat s&
dem lai cho bénh nhian mot trang thai tinh than t6t hon, nhd dé nhi€u trang thdi sinh
1y ciing s& dugce cai thién.

Khéng ¢ gidi han trén cho mitc liéu cin ding va mitc ndy ¢6 thé cao hon rit
nhiéu so v6i ngudi binh thudng. Tuy nhién nén diing mifc liéu thap nhit cé hiéu luc véi
thdi gian ngdn nhat ¢é thé dé giam kha nang gay nghién. Tén trong nguyén tac 1 s&
lam giam dugc kha nang gay nghién.

Khi dung kéo dai, néu ngimg thudc dot ngot co thé gap "hoi ching cai thuée”, do
dé nhing trudng hop ndy nén gidm liéu tir tir, mdi ldn khoang 10-20% muc liéu dang
diing va ding cdch ngly trude khi ngimg han.
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— Uec ché hé hap: Nguy co nay ciing ting theo liéu dung.

ADR nay thudng gap khi sir dung opiat cho bénh nhan ¢é cudng dé dau nhe vi
khi dau v3i cudng do6 manh. cic trung khu ¢ ndo s€ bi kich thich vi kha nang ngat va
[ié1 ho hap kho xdy ra hon. V6i eré dudi 5 tudi, nguy co tdc ch€ trung tdm ho hap dé
gap ngay & liu thdp vi su nhay cam bt thudng cia TKTU va kha nang tham véi céc
opiat qua hang rao mdu ndo 16n hon so vdi ngudi 16n. Nguyén nhan 13 do kha nang
vugt qua hang rdo madu ndo clda cic opiat ¢ tré nho manh hon ngudi 16n (hang rio mau
ndo J tré nhd chua hoan chinh) vi trung tim ho hip ciing dé bi e ché hon. Do d6 céc
opiat chong chi dinh cho ré em duéi 30 thing tdi.

+ Liéu dung chia morphin sulphat cho tré em uén 30 thang tudi:
Pudng uéng: 0.3 mg/kg/lan, cach 3 - 4 gio/lan.
Tiém dudi da hodc tiém bap: 0,1 0,2 mg/kg/ldn, t8i da 15mg, cich 4 giv/lan.
Tiém tinh mach: 0,05 - 0,2 mg/kg, cich 4 gig/lan.

. Truyén tinh mach: 0,01 - 0,04 mg/kg/gid.

Dé tranh ADR niy, t6n trong chong chi dinh 13 diéu quan trong nhét. Trong
nhiing trudng hop bat budc phai ding cho tré em nhu giam dau cho tré bi bong ning,
ung thu... thi phai nam vitng mic liéu dung va cdch dung, phuong phédp theo doi va cdp
ctru khi bi ngat.

Can than trong trong khi sit dung cac ché phidm nhém nay cho ngudi gia, ngudi
¢6 bénh tam phé man tinh vi hay xay ra liét ho hap.

Thudc giai doc dac hiéu cho cdc trudng hop nay 1a naloxon.

— Tut huyét dp: dé gap khi tiém tinh mach. Vi vay, khi sit dung duong tiém tinh
mach, nén pha lodng dung dich va chuan bi sdn phuong tién cdp citu: hdé hip nhan tao,
thudc gidi doc dac hiéu (nalorphin), nén dé bénh nhin & tu thé ndm khi tiém dé tranh
hién tugng tut huyét dp thé ding.

3.1.2. Chéng chi dinh
— Tré em dudi 30 thing tudi.
— Suy hd hap.
— Suy gan nang.
— Chan thuong ndo hodc tang ap luc ndi s0.
— Trang thai co giat.
— Dang dung cac chat IMAO.

3.2. Nhém giam dau ngoai vi
3.2.1. Nguyén tdc sir dung cdc thudc giam dau ngoai vi
G6m bdn nguyén tic san
(1). Lua chon thudc pht hop véi ngudi bénh
(2). Trdnh vuot qud muc liéu gidi han
(3). Ton trong nguyén tac phéi hop thude giam dau

(4). Luu ¥ cdc bién phip hd tro khong dung thudc hoac thudc dé giam dung
khong mong muén
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o Nguyén tdic I

Lita chon thucc pha hop vai ngrci bénh

Viéc danh gid khd nang giam dau cia thudc nay hon thudc kia chi ¢6 tinh tuong
d6i vi dau la phan dng phu thugc nhiéu vao tam 1y, do d6 thusc duge chon sé 1a thude
nao ma bénh nhan cho la thich hgp nhat. Néu st dung mot thuse nay khong duge thi
nén thir sang thudce khic cho dén khi tim dugc thudc thich hop.

Pht hgp véi bénh nhin con ¢6 nghia la phai tinh dén kha nang man cam cla
bénh nhan v4i thude. Nhitng bénh nhan ¢ co dia di itng, hen thi phai than trong khi
dung cdc dan chat salicylat (aspirin), bénh nhan min cam véi sulfonamid thi tranh
dang cdc dan chat thuge loat nay nhu nimesulid, celecoxib...

Ciing nén tinh dén diéu kién kinh t€ cha ngudi bénh. Nhing din chat e ché
chon loc COX-2, nhitng dang bao ch€ dic biét nhu vien sui, vién bao tan trong rudt
thuong dat, tuy ¢ giam duge ty 1& loét da day nhung khong ¢ uu the vugt troi vé
giam dau. Do d6 nén can nhic ky vé Hiéu qua/Kinh t& khi ké don.

o Nguyén tdc 2
Tranh vicor qud nute liéu gidi han
Mai thude giam dau nhém nay déu c6 mot mic lidu t6i da cho phép. Day 1a mitc
licu phir hgp véi kha nang thai trir thude cia gan va than. Khi vugt qud mitc liéu nay
nguy co gap tdc dung khong mong mudn sé ting.

Nhing trudng hop diing dén liéu (6i da cho phép nhung van khong di dap ing
mong muén thi khong khuyén khich tang 1iéu ma nén ph6i hop cic thudc gidm dau
khac nhém hoac thuée an thdn dé tang tdc dung. Tuy nhién phai tén trong nguyén tic
phoi hop (nguyén tic 3).

Bang 15.5. Liu khuyén cao vdi mét s thude gidm dau ngoai vi

Tén quéc t& Lidu giam dau téi Ligu tdi da giam Lidu ch‘ﬁ'ng viém“_théng

da 1 1an {mg) dau 24h (mg) thuéng (mg/lan)
Aspirin 650 4000 1200-1500
Diclofenac 50 150 50-75
Etodolac 200 600 200-300
Indometacin 50 150 50-70
Sulindac 200 400 200
Ibuprofen 400 1,200 600
Naproxen 550 1.375 375
Piroxicam 20 40 20
Meloxicam 7.5 15 7,5-15
Celecoxib 200 800 100-200
Rofecoxib* 12.5 25 12,5-50
Paracetamol 1000 4000 : -

Ghi chut:

Liéu trong bang ta muec liéu danh cho ngudi 16n

* Tif thang 9 n&m 2004, hang Merck & Co. di xin rt khdi thi truding thudc nay do tai
bién nghiém trong gay ddt quy hodc nhdi mau ed tim.
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Tir bang 15.7 ¢6 thé thiy khi ding véi téc dung chéng viém, mot s& thudc nhu
aspirin ¢6 muc li€u vugt qua mitc liéu giéi han. Nhitng trudng hop nay nén chuyén doi
thudc ¢é kha nang chéng viem trong mitc liéu gidi han dé cé thé vira dat tic dung
chong viém tét nhung van khéng vuot liéu gidi han khuyén cdo.

e Nguyén tic 3
Toén trong nguyén tdc phéi hop thudc gidm dau

Khi di tang liéu dén mic t6i da cho phép ma vin khéng di tic dung thi phai
phoi hgp thém thude.

Kiéu phéi hop phé bién nhat 12 cic thudc gidm dau v6i nhau nhung khong duwoc
phéi hop hai thudc gidm dau ¢6 cung kiéu ADR nhu nhau. Thuéc hay duge diing trong
moi cong thitc phdi hgp 1a paracetamol.

Vi du: 1iéu t0i da 1 1an d6i véi aspirin 12 650 mg, néu & mic liéu nay van chua du
tdc dung thi nén phdi hgp vdi paracetamol vi paracetamol ¢6 ki€u tic dung phu khdc
aspirin. Néu paracetamol phdi hop thém di & midc liéu t6i da cho phép ma van chua
du tdc dung thi nén phdi hgp thém nhém gidm dau trung uong, trude hét 1a gidm dau
trung uong leai vira (bang 15.5). Khong duge phdi hop aspirin véi mot NSAID (thi du
ibuprofen, piroxicam...).

Nhu vy, néu phsi hop theo kiéu vira néu, tic dung gidm dau cla céc ché phidm
phdi hop 1 téng cdc tdc dung clia thudce hop thanh nhung tic dung phu lai khong tang .

Bang 15.6. M&t s6 cong thirc phdi hop thube gidm dau

Kigu ph&i hop Tac dung phu Muc dich
Aspirin Chéy mau, loét ng tiéu hoa Pau cd kém viém
Paracetamol Viém gan (liéu cac)

Paracetamol Viém gan (liéu cao) Pau sau mé, dau mlrc
Codein Tao bén, irc ché hé hdp trung binh
Paracetamol Viém gan (liéu cao)
Clorphenyramin Khé miéng, bi dai Cam cam
Pseudoephedrin Co mach, kich thich TKTU
Aspirin Chéay mau, loét 8ng tiéu hoa .

L, aa Pau vira
Oxycodon Tao bén, tc ché ho hap.
Paracetamol Viém gan (liéu cao) Pau vira va ning, dau
Ibuprofen Chay mau, loét dng tiéu hoa do ung thu
Dextropropoxyphen T&o bén, &c ché hé hap

o Nguyén tic 4

Liu y cdc bién phdp hé tro khong ding thudc hodc thuéc dé gidm tdc dung
khong mong mudn

Sau day la cdc bién phdp khac phuc tic dung khong mong mudn khi sir dung
thudc giam dau ngoai vi.
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- Han ch€ loét 6ng tieu hod:

Tat ca cic thudc chdng viém khong steroid (NSAID) déu cé ADR lién quan dén
chinh co ch€ tdc dung cha thude: do e ché€ COX-1, lam gidm su tao prostaglandin
nén giam su tao chdt nhdy va NaHCO, tai da day, lam tang nguy co gdy loét dng tiéu
hoa ma chu y&u hay gap 14 loét da ddy Téc dung phu nay gap ca khi dung bing dudng
tiém hoéc boi ngoai trén dién rong lién quan dén kha nang tham thudc vao mau.

Ngoai xuat huy€t tiéu héa va loét da day, cac NSAID cdn gay céc tén thuong &
ong tiéu héa dudi (doan cudi cla rudt non va rudt gia), tic 6ng tiéu héa do tao thanh
cdc chit hep (dac trung cua tén thuong ruot do NSAID). Tai bién nay thudmg gip véi
cdc dang thude phéng thich cham va dang vién bao tan trong ruot.

D4 tan thap va d6 kich iing cao ctia ch€ phidm do tinh acid cta phan tr 1am trim
trong thém tic dung phu nay.

Dé giam bét céc tic dung phu trén dng tiéu héa c6 thé cé cdc cdch xit tri san:

— Vdi vién nén tran (khong c6 mang bao dic biét): uéng thudc vio bita an va
nhai vién thude, uéng kém theo mot cée nude to (> 200 ml).

— Tao vién bao tan trong rudt, loai vién nay phai uéng xa bita an néu 1a bao ca vién.
— Tao vién sui bot hoac cdc dang dung dich udng: thi du géi bot aspegic.

— Cdc dang bao ché sir dung cdc t4 duogc " che chd" nhu B cyclodcxtrm cung
nham muc dich gidm sy tiép xuc truc tiép cha phan tir thudc véi niém mac ong
tiéu héa (da day- rudt).

— Luong nudc udng phai 16n (200ml - 250ml).

— Cing c6 mét so tdc gia khuyén diung kém cdc thudc chéng loét da day nhu
cdc chat khang thu thé H, (ranitidin, famotidin), cic chat chen bom proton
(omeprazol, lanzoprazol..). Tuy nhién, do can trd vé gia thanh diéu tri cling
nhu tac dung phu clia thudce phéi hgp nén chua ¢é mot phdc d6 chinh thitc
nao dugc chdp nhan chinh thite. Can luu ¥ han ché viec ding cdc antacid va
cdc chdl bao boc niém mac vi hiéu qua kém vi gy tuong tac din dén giam
nong do NSAID.

— Prostaglandin (cytotex) la mot chat phéi hop rét 16t d€ gidm kha nang gay loét
da day cla cac NSAID nhung gdn day khong con ding nita do ¢6 nhiéu tic
dung bt loi, dac biét 1a gay ia chdy & mot ty 1& 16n bénh nhan.

~ Viéc ra ddi nhitng thude c ché chon loc COX-2 (bang 15.9) trong nhing
ndm gan day nhu meloxicam (Mobic), celecoxib (Celebrex), rofecoxib
(Vioxx) ... ciing da giam duge ddng ké (khoang 50%) ty 1¢ loét da day nhung
tinh wu viét cia nhém nay con cdn ¢6 thdi gian dé kiém ching vi di thay c6
nhimmg ADR khdc ciing nguy hiém khong kém cho bénh nhan; thi du dién
hinh nhat la viéc ngimg luu hanh rofecoxib gin day do tai bién trim trong
trén tim va dgt quy
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Bang 15.7. Mot s6 chat thudc nhém (e ché chon loc COX-2 (cac Coxib)

T Tén Qudc té Biét dugc Hing san xuat
1 Celecoxib Celebrex Pharmacia/Pfizer

2 Rofecoxib Vioxx Merck & Co.

3 WValdecoxib Bextra Pharmacia

4 Etoricoxib Arcoxia Merck & Co.

— Han ché chay mau:

Tac dung gay chdy mau, mit mau kéo dai xziy ra khong phu thudc vao lieu.
Nguycn nhan 14 do cdc NSAID lam giam két tap tiéu cdu nén kéo dai thoi gian dong
mau. Tdc dung nay gay nguy hiém khi st dung cho nhimng bénh nhan cé tang chay
mau (hemophilia) hoiic bénh 1y xuat huyét (s6t xuat huyét). Khong duge sir dung trong
nhimg trudng hop s6t ¢é xuit huyét va tang chay mau.

Téc dung nay duge &p dung trong diéu tri d€ nglra dong mau nham trdnh cdc tai
bi€n mach vanh, nhdi méu co tim. Thudc thudng st dung la aspirin vi aspirin c6 tdc
dung (¢ ché chiic nang tiéu cdu khong hdi phuc va chi can diing & mitc licu thap hon
nhiéu so véi liéu can dé giam dau- ha s6t- chong viém. Khong diing céc oxib cho muc
dich nay.

Aspirin ¢ thé ngan ngita tai bién do tim (bénh mach vanh, nhéi méu co tim...)
nhung lai tang nguy co dot quy va xudt huyét; do d6 chi nén ding cho bénh nhan cé
nguy ¢ bénh tim 16n hon nguy co dot quy. Céc cong trinh nghién ciu cho thdy khong
thé k& don aspirin dé ngan ngita bénh mach vanh khi chua dénh gid thuc su nguy co tai
bién mach vanh clia ngudi dé. Chi nén ding néu nguy co tai bi€n mach vanh tir 1,5%/
nam tré 1én. Nhing ngui cé nguy co < 0,5%/ nam s& gip nguy co 1én hon lgi ich va
tir 0,5 - 1,5%/ nam ciing it dugc 1oi hon khi dung liéu phdp phong ngira bang aspirin.

Khi sit dung céc chat NSAID kéo dai, mat mau khong nhin thay qua phén hang
ngiy dan dén thi€u mau do thi€u sat. Cic chat oxib khong ¢6 ADR nay.

Paracetamol 12 mot thude giam dau ngoai vi ¢4 it tic dung phu hon aspinn trong
khi cudng do giam dau nhu nhau, dic biét giam duge tic dung phu giy chiay mdu kéo
dai (ty 1¢ gay ADR ndy chi 1/ 1000 < ADR < 1/100); do dé nhiing tru’o‘ng hgp aspirin
c6 chéng chi dinh do ¢6 nguy co xudt huyét thi paracetamol déu cé thé dung thay thé.
Vi du: Bénh nhan loét da diy, td tring, bénh nhan ¢6 bénh 1§ xudt huy€t: sot xuat
huyét, chay mau da day, bénh ua chay mau (hemophilia)...

- Mancam :

Mot tic dung phu khic ciing hay gip véi cdc NSAID va ca véi paracetamol, do
12 hién twong man cam véi thude. Hién tugng ndy hay gap nhdt khi ding aspirin: ban
do & da, may day, hen, s6c qua mén va thudng xdy ra & cdc bénh nhan ¢6 tién su di
itng, c6 bénh hen, polyp miii, hoac s6t (dic biét 1a s6t do virus); vi vay phai thin trong
khi diing cho nhitng bénh nhan cé co dia di Gng hodc da ¢ tién sir di dng, hen do diing
aspirin.
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Hoi ching Reye & bénh nhan nhi (< 18 wéi) khi ding aspirin dé ha st do nhiém
virus dan dén tir vong da dugc xdc nhén, chinh vi vay khéng duge ding céc ché phdm
NSAID d¢ ha s6t cho tré em; nhing trudng hgp nay paracetamol an toan hon.

Hoi chitng Reye (Reye's syndrome) 1a hoi chitng nio cdp va tham nhiém md &
gan thudng gap sau khi nhi€m virus cap (cum, thity dau) hoic sit dung cic chat chéng
viém dan chat salicylat; néu sit dung salicylat & bénh nhan bi ciim thi nguy co gip hoi
chiing Reye tang lén 35 ldn. Do d6 sir dung cdc salicylat & tré < 18 tdi 1a khong duge
phép tric mot s6 trudng hop nhu viem khép dang thip & lia tudi thanh thidu nién
(Juvenile Rheumatoid Arthritis).

— Han ch€ viém gan, hoai tir gan:

Day Ia tai bien thudng gap do dung vuot qua mdc liéu cho phép véi paracetamol,
hau qua dang ngai Ia gay viém gan, liéu cao cé thé gay hoai tir gan (> 10g véi ngudi
I6n va > 3g véi tré em dudi 2 tudi). '

Can dac biet luu ¥ khi sir dung paracetamol cho nhimg bénh nhan ¢6 tén thuong
than vi ¢6 thé gay tang ndng d6 méu ngay & miic liéu diéu tri. Do paracetamol c6 rat
nhiéu biet dugc nén phai than trong khi phoi hop thudc dé tranh qué liéu do phéi hop
cung mot thudc véi cic biet duge khdc nhau. Khong chi doc véi gan, sir dung
paracetamol kéo dai con c6 thé gay tén thuong than.

3.2.2. Cédc tuong tdc bét 10i cén tranh
Cac tuong tdc duoc luc hoc:

— Khéng phoi hop cdc NSAID véi nhau vi tdc dung phu loét dudng tiéu hod va
chay mdu s€ tang. V&i muc dich tang tdc dung giam dau khi da ding dén mitc
lifu t6i da cho phép (bang 15.2) thi nén phdi hop NSAID véi paracetamol va
néu cén véi cd cdc thuéc gidm dau trung wong nhu codein,
dextropropoxiphen.

— NSAID ¢4 thé lam giam hiéu qua diéu tri cha cdc thudc chéng tang huyét 4p (dac
bigt 1a cuia nhém tic ché men chuyén ACE), gidm tdc dung clia thudc loi tiéu.

— Thudc lgi ti€u lam tang nguy co mat dich ngoai bio, do d6 1am thay déi thé
tich phan bo cua NSAID; vi vay phéi theo ddi chat ché chite niang thinh gidc
va chiic nang than d¢ tranh tdc dung phu Ién cic co quan nay.

— NSAID lam tang nguy co chdy mdu trdm trong khi ding déng thdi véi cic
thude chéng déng méu khdc. Gidm sét thi gian dong médu dé€ hiéu chinh
lai lieu thudc chéng dong madu, theo dai chat ché cdc dau hiéu xudt huyét
(mau trong phan), dinh luong hematocrit 12 nhitng viéc cin phai lam
thudng Xuyén trong qud trinh diéu tri kéo dai.

— Su dung ciac NSAID, dac biet 1a cdc salicylat cling véi rugu lam tang nguy co
xuat huy€t tiéu hod.

— Céc salicylat 1am giam bai xudt acid uric qua nudc tiéu, do dé khong dung
giam dau khi bi bénh gout.
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Tuong tdc duoc dong hoc:

— Do ty 1& lién k&t vé6i protein cao (> 80%) nén thudng gap tuong tdc & giai doan
phéan bd khi dung déng thoi vdi methotrexat, cdc thudc chong déi thao dudng

dang uéng... vi 1am ting ndng do ty do cha thudc phoi hop dan dén tang déc
tinh.

~ Céc thuée c6 thé gay kiém hod nudc tiéu (cdc antacid) hodc acid hod nude
tiéu (vitamin C li€u cao) lam thay déi thdi trir cha cdc NSAID cé ban chat
acid, do d6 anh hudng dén d6 dai tac dung.

3.2.3. Chéng chi dinh

Véi paracetamol:
— Man cam véi paracetamol
— Suy gan

— Tién sit eczema do tiép xdc v6i paracetamol (nguy hiém khi ti€p xic véi
prodafalgan)

Vi cdc thude chong viém khong steroid:

— Tién str di itng vdi aspirin (hen, ban da, my day, séc qud man)
— Loét da day - ta trang

— Bénh ly xuat huyét (sot xuat huyét, gidm tiéu cdu...).

— Nhiém virus (dac biét nguy hiém néu dung aspirin)

C6 thai & 3 thdng cudi.

Phéi hop vdi vitamin K hoac methotrexat.

4. KET LUAN

Thudc giam dau la mot nhém thude duge diing rit rong rii, tuy chi dé g1a1 quyét
triéu chimg nhung khong thé thi€u trong moi trudng hop ¢é dau. Cdc thudc giam dau
ngoai vi déu 13 thuée khong cin ké don (OTC) nén vai trd huéng dan sir dung chi yéu
thuge vé duge si.

Nam vimg cdc nguyén tac sir dung, cic bién phap khéac phuc tac dung phu va ton
trong chéng chi dinh 12 nhiing kién thic cdn thi€t ma mdi dugc si phai thyc hién dé sit
dung hgp 1y an toan nhém thudce nay.
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