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1. THUOC TAC DING LEN QUA TRINH BONG MAU

1.1. CU chl déng mau

Béng mau la mit qua trinh mau chuyln t0 th0 10ng thanh th 0 d0c do chuyl n fibrinogen thanh
fibrin khdng hoa tan va cac sli fibrin nay bl trung hi p t0 o thanh mOng 1001 giam gil cac thanh
phin cla mau lam mau déng IDi.

Binh thi 0 ng, trong mau va trong cac mé c6 cac chilt gay déng va chiit chll ng déng, nhllng cac
chOt gay dong 0 ding til n chit, khdng c6 holt tinh. Khi miOch mau bl t0n thi0ng sO holt hoa
cac ylu t0 déng mau theo killu day truyl n lam cho mau dong I0i. Qua trinh déng mau x0y ra
qua 3 giai doln :

- Giai do0 n t0 0 thanh phi ¢ hi p prothrombinase (1)

- Giai do0 n t0 o thanh thrombin (2)

- Giai do0 n t0 o thanh fibrin (3)

Promthrombinase (1)

Prothrombin Y » Thrombin (2)

Fibrinogen : » Fibrin (3)

va cuc mau dong

1.1.1.Giai do0 n t0 o thanh phU ¢ hi p prothrombinase

La qua trinh phUc t0p va kéo dai nhit th 6ng qua hai cl chl nli sinh va ngoli sinh t0o ra phic
hi p prothrombinase.

* GO chO ngolli sinh:

Khi mO ch mau ton thO0ng, mau til p xdc vii vO tri tOn thiOng. M6 0 vO tri t0n thOOng gilli phdng
ra yOu tO0 Il (thromboplastin mé) va phospholipid. YOu t0 I, IV (calci) cung yOu

t0 VII, va phosphlipid mé holt héa yldu t0 X. YOu t0 X hoOt hdéa cung vii yOu V, phospholipid md
va ion calci t0 o thanh phl ¢ hd p prothrombinase.

*CO chid ndi sinh :

Bl ng thdi khi mau tilp xdc vii vD tri tOn thO0ng sU lam hoOt héa ylu t0 Xll va tiDu cOu lam gili
phdéng phospho lipid. YO u t0 Xl holt héa yOu td Xl va ylutl Xl hodthéa ylutd IX. YOutd IX
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cung vliyou th VIII hoOt héa, phospho lipid tilu clu va Ca +2 holt héa you t0 X. YOu tO X, yOu
t0 V, cung vOi phospho lipid tilu cOu va Ca +2 t0 o nén phlc hi p prothrombinase.

1.1.2. Giai dol n t0 o thanh thrombin

Prothrombinase t0 o ra theo ¢l chl ngoli sinh va ndi sinh cung vOi ion calci xuc tac cho phin
0ng chuyl n prothrombin thanh thrombin

1.1.3. Giai doll n t0 o thanh fibrin va cl ¢ mau déng

D00 tac ding cla thrombin, fibrinogen dil ng hda tan chuyll n thanh fibrin khéng hoa tan. Cac
sUi fibrin nOi 10§ vOi nhau va di0itac ding cla ylu t0 Xl hoOt héa tdo raming I00i fibrin b0 n
v ng giam gi0 cac thanh phln cla mau lam mau déng I0i.

1.2. ThuOc lam déng mau

1.2.1. Thul c lam déng mau toan than

1.2.1.1. VitaminK (K: Koagulation - déng mau)

+ C6 3 nguln cung cl p vitamin K :

- Vitamin K1 (phytonadion, phulloquinon) c6 ngun g0 c thic vOt.

- Vitamin K2 (menaquinon) do vi khulln gram am ding rult t0ng hi p.

- Vitamin K3 (menadion) cé ngul n gic t0ng hi p.

+ Vitamin K tan trong lipid, nhi ng riéng vitamin K 3 0 dilng muli natribisulfit hollc muli tetra
natri tan trong n00c vao cU th0 b0 chuyln hoéa thanh vitamin K 3.

*Vaitro sinh ly :

+ Vitamin K giup cho gan ting hip cac ydu t0 déng mau nhi prothrombin (l1), VII, IX va

X.

- CO chl : Binh thIOng, cac yOu t0 I, VII, IX va X0 ding ti0n chdt. Khi c6 mdt vitamin K

vli vai tro cofactor clln thilt cho enzym 0 microsom gan xuc tac chuylln cac tiln chit thanh cac
chit c6 ho Ot tinh bli sO chuyln acid glutamic giin acid amin culi cung cla cac tidn chit thanh
y - carboxyglutamyl. ChOt nay cting cé mOt trong protein di0c bai tilt t0 clt bao va cé vai trd
trong sU t0o xU0Ung.

*D0u hiDu cla sl thilu hOt:

Nhu cOu hang ngay khollng 1 pg/kg. Khi thilu hOt sO xuOt hiln b0 m mau di0i da, chly mau
di0ng tiéu hoéa, rang mil ng, dai ra mau, chly mau trong sl.

*DiO0cdinghic:

Vitamin K tan trong diu, khi h0'p thu cIn cé mOt cOa acid mit. Loli tan trong diu théng qua hi
bl ch huylt vao mau, con di ng tan trong nd0c hip thu di trl ¢ ti0 p vao mau.Vitamin K1 dilc
hip thu nh0 vO n chuydn tich cOc con K 2, K3 di0c hUp thu nhi khuyl ch tan thd dl ng.

Sau hi p thu vitamin K 1 t0p trung nhidu 0 gan va b0 chuyl n héa nhanh thanh chit c6 clc thii
ra ngoai theo phan va ni0c til u.

*Blctinh :

MO c du ¢é phUm vi dilu tr0 r0ng, nhi ng c6 thd g0l p thilu mau tan mau va chit do vang da tan
mau 0 tr0 di0i 30 thang tuli dung vitamin K 3.

Vitamin K3 con gay kich ng da, di0ng hé hip, gay dai albumin, gay n6n va cé thd gay

tan mau 0 ngO0i thilu G 6PD.

*ChD dinhvalilu dung :

Vitamin K c6 th0 ul ng holc tiém b0 p, dd0i da holc tiém tinh mO ch (d0 ng tan trong n00c)
vliliDu 100 - 200mg/ngay cho nhi ng b0 nh nhan :

- Thil u vitamin K do nguyén nhan khac nhau.

- Chun bl phiu thult (d0 phd ng chl'y mau trong va sau phiu thult ). NhO ng tr0 0 ng hl p nay
phlidung thulc trl0c 2 -3 ngay.
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- Gil m prothrombin mau

- Ngl dlc din xudt coumarin.

1.2.1.2. Calci clorid:

Ca+2 cndl hoOt hdéa cac ydu td VI, IXva X dl chuyln prothrombin sang thrombin .

LiDu trung binh: ullng 2 - 4g mdi ngay, dung cach quang tong thii ki 3 - 4 ngay, r0i nghd. Tiém
tinh md ch cho nhing trd0ng hi p chl'y mau: 20ml dung di ch 5%. Thulc tiém ra ngoai tinh mi ch
sl gay loét. Tuylt diiclm tiém bl p thot.

1.2.1.3. Coagulen

La tinh chOt mau toan phlin, dic bilt c6 tinh chit cla tidu clu. Dung trong ngoli khoa 0 ngiOi
bllnh 0a chl'y mau va trong nhi ng trll ng thai chly mau (ban chl'y mau, di ngoai ra mau v.v...).
Ul ng 1-5 0ng mOi ngay (0 ng 20ml).

Hemocoagulen: 0 ng tiém 5ml. Tr00ng hOp ndng, c6 thd tiém tdi 4 0ng mOi ngay.

1.2.1.4. Carbazochrom (Adrenoxyl):

Lam tang sl ¢ khang mao mich, gi0 m tinh thd m thanh mi ch, nén lam gid m thOi gian chOy mau.
Tac ding sau khi tiém 6 -24 gi0 (tiém bOp 1,5 - 4,5 mg miingay holc udng 10 -830 mg m0i
ngay).

ChOa chdy mau do gion mao mich hol ¢ phong chl'y mau sau phiu thul't t0 o hinh, tai mi
hing, ct bl tuyln ti0n li0t.

1.2.1.5. Ethamsylat va dobesilat calci:

Lam tang sl ¢ khang mao m(ch, gid m tinh thO m thanh m0 ch. Dung phong chly méu cl p trong
phiu thult t0o hinh, tai mdi h Ong, c0t b0 tuyln ti0n li0t, rong kinh.

MOi ngay tiém bl p 250 -500mg hol ¢ ull ng 750 -1500mg.

1.2.1.6. Vitamin P (flavonoid, rutosid rutin va di n xult):

Rutosid va din xut nguln gl c thic vt cé hodt tinh vitamin P d0 u gidm tinh thO m thanh m0ch
va lam tang sl ¢ khang mao mich do Oc chi s t0 oxy héa cla adrenalin, va 0c chd COMT [
gan, do do kéo dai tac ding ca hormon nay.. Holt tinh vitamin P bilu hiln r6 trén sO t0ng hip
mucopolysacharid va glycoprotein cOa mo lién kit. UD ng 20 -40mg mUi ngay, chl a gion mao m
Och va tang tinh dan hii mOch mau, c6 tac ding sau khi udng 6

gill.

1.2.2. Thulc lam déng mau t0i chl

1.2.2.1. Enzym lam déng mau

* Thrombokinase (prothrombinase): la tinh chdt cla ph0 t0ng ngd0iva ding vOt, thilng

I0y 0 ndo va phii. Tinh chit nay chia th rombokinase va cl nhing ylu t0 déng mau khac. Tac
di ng khéng chi ¢ chll n bl ng thrombin. Dung khi chy mdu it, t0i chl, thO0ng xuyén (chdy mau
cam, rang mil ng) va cl trong tri0ng hUp chdy mau nhilu (phdi hOp viibang chit).

* Thrombin: Chuy( n fibrinogen thanh fibrin dl n phan, rli thanh fibrin polymer khéng tan trong
huyOt t00ng.

ChO dung tdi chi, tuydt dii khéng tiém tinh mich (vi mau dang chly s gay dong mau nguy
hio m).

U0 ng dl chOachly mau di day.

1.2.2.2. Nhiing lo0i khac

- Cac keo cao phén t0 giup tang nhanh déng mu : Pectin, albumin v.v...

- Gelatin, fibrin d0 ng xU p tang dil n ti0 p xdc, qua d6 hiy ti0u cOu nhilu hO n, mau déng nhanh
hon.

- Muli kim lo0i n0 ng: Lam bil'n chit alboumin, lam kOt t0 a fibrinogen va cac protein khac

cla mau. Hay dung dung dil ch F eCI3 10% bdi t0i chl holc tOm béng FeCl 3 dip lén vt
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thO0ng.

- ThuO ¢ lam san: Lam co mao mU ch nhO, nén chl ng déng. Thi O ng dung tanin, mudi Al, Pb, Zn
hol ¢ KMnO 4 pha loang.

1.3. ThuO c ching déng mau

1.3.1. ThuO c dung 0 phong thi nghil m va ngoai c thi

- B0 gilm vO tiDu c0u, 0ng nghil m phli trang parafin, colodion, phim silicon. 0 ng nghillm bl ng
pyrex lam mau déng chi'm h0n la khi dung lo0i binh thO [ ng.

- Dung natri oxalat, natri fluorid d0 ngan tac ding cla Ca +2.

- Natri citrat th o phic hU'p vii Ca +2; k't hOp vOi fibrinogen va cac you t0 I, VII, IX, X nén lam
chim déng mau. Mau di tr0 d0 truydn cho ngCl0i bl nh thI0ng co6 natri citrat (3 -4,0 gam/0,5I
mau), vao cl thd, ndng di dé bl pha loang, khéng c6 tai bil n chdy mau in vivo.

NOu truyd n nhilu, cOn chu y d0'n d0 ¢ tinh c0 a natri citrat.

- ChOt cang cua (chelating agents) nhi dinatri tetracemat (muli natri cl a acid etylen diamin
tetracetic, EDTA, Complexon lll, Sequestren) co6 tac ding gip Ca +2.

1.3.2. ThuOc dung 0 I&m sang

Trong thU c t0 hay dung ba loli :

-Occhi sO tOng hUp cla cac you t0 déng mau 0 gan (yOu t0 11, VII, IX, X): Lo0i nay chl tac
ding in vivo: d0n xudt coumarin va indandion.

-Occhi tac ding cla cac ylu t0 déng mau : Loli nay tac ding cl in vivo va in vitro: heparin.

- Ching kOt dinh tilu cOu: aspi rin, dipyridamol, ticlopidin, clopidogel.

1.3.2.1. ThuOc chiing déng d00ng udng : DO n xult c0a coumarin va indandion:

La thulc tOng hOp, dic blng B.

- DOn xul't 4 -hydroxycoumarin cé: warfarin, phenprocoumon, acenocoumarol, dicoumarol,
coumetarol, tromexan. - DO n xul't indadion c6 : phenylindadion, clophenindion.

*CO chO tac ding :

Do din xul't coumarin va indandion c6 clu trdc gdn gil ng vitamin K, nén 0c chl cnh tranh
enzym epoxid -reductase lam cOn trll s khi vitamin K -epoxid thanh vitamin K cl n thilt cho s0
carboxyl hda cac tiln yJu t0 déng mau dili s xuc clla carboxylase thanh cac ylu t0 déng mau
[, VII, IX va X.Vi thO céc thulc nhém nay con diilc giila thullc

khang vitamin K.

*DO00cdinghlc:

HO p thu nhanh qua do0ng tiéu héa, nhing xult hil n tac dl ng sau khi ul ng 24-36 gil. Cac
thul c giin vao protein t0 10 r0t cao, tromexan 90%, warfarin 97%, phenprocoumon 99%.

NhiDu dOn xudt cOa coumarin chuyln héa qua h0 enzym oxy héa [ microsom gan nh{ :
dicoumarol, warfarin, tromexan...

ChOt chuydn héa thii trl qua nO0c tilu va mOt - nhilu thul ¢ ¢6 chu kO gan ruCt. Thul ¢ co6 thD di
qua rau thai, qua slla. NOng dU thulc trong rau thai va trl em bu m0 cao c6 thl gay xult huyOt
cho thai nhi va tr bu m0. NOu ulng thull ¢ vao 3 thang dlu thai kO co6 thd gay cho tr0 s sinh
mOtsO di th0Ong 0 mai, mOt, x00ng.

*Blctinh :

- Dung liDu cao, kéo dai gay rli lol n th m phan mao mOch, xult huyOt, rdt nguy hilm 0 b0 nh
nhan loét di day ta trang, chin th00ng, cao huylt &p.

- DO Ong, rdng téc, viém gan, thin, tang bl ch clu 0a acid, nhing I0i gitm hol'c mdt bdch clu
hot.

-NOOc tilu d0 mau da cam.

* Khi phi hOp dOn xudt coumarin va indandion v i mOt sU thuOc co6 thd xOy ra t00ng tac din
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dinthay d0idi0c ding hic holc tac ding .

- ThuOc lam thay d0i d00c ddng hOc cla coumarin va indandion :

+ Gil m h0 p thu coumarin qua 0 ng tiéu héa:

ThuOc lam tang pH d0 day, thul ¢ nhull n trang, thul ¢ khang cholinergic, dl u parafin, than holt,
cholestyramin (t0 o ph ¢ vli couramin).

+ Thul c d0y coumarin ra khii protein - huydt t00ng :

Clofibrat, phenylbutazon, sulfa mid, tolbutamid, salicylat, acid ethacrynic

+ Thulc Oc chl chuydn hdéa coumarin 0 microsom gan:

Allopurinol, chloramphenicol, cimetidin, diazepam, metronidazol, phenylbutazon, sulfinpyrazon,
thulc ching trdm cOm loCi ba vong.

+ Thulc cIm 0ng enzym 0 micros om gan lam tang chuyl n héa coumarin: barbiturat, rifampicin
* Ap ding didu trl :

- Chi dinh :

+ Phong holl ¢ chda bl nh t0c nghdn mOch nhi: viém tinh mOch, t0 ¢ mdch phdi, nhdi mau cl
tim.

+ Dil't chult : warfarin.

- Chiing chi dilnh: Phd nO cé thai, cho con bu; cao huylt ap, viém t0y cl p; loét dU day - ta
trang ti0 n tri0 n; tai bid n m0 ch mau ndo va tdng chly mau.

- LiDu I00ng - cach dung :

+ Tac ding ching déng phU thullc vao tlng ca th.

+ Trong qua trinh didu tr0 b0 ng dOn xudt coumarin hol ¢ indandion phii gilm lilu din va cln
theo doi thUi gian Quick, thO'i gian Howell d chOnh li0u nhO m duy tri t0 10 prothrombin khol ng
20% so vUi binh th0 0 ng. Sau khi dung 36 -48 gil lam xét nghidm d0

danh gia tac ding, chin li0 u duy tri phu hip. Giai do0n di0u tr0 duy tri c0 sau 2 tul n cho xét
nghidm 1 10n.

+ Tac dling ch ng dong cl a thulc la gian til p, lién quan din sO tOng hOp cac ylu t0 déng mau
0 gan nén xuOt hiln tdc ddng chim va chi tac ding trong cO thO, khéng c6 tac ding trong 0ng
nghidm. Mulln d0t hiDu qul chdng déng cn ph0icé thli gian.

+ COn theo ddi nhi ng tri0u ching chly mau nh ching t0 qua lilu : Ch0y mu cam, chl'y mau
I0i, chOy mau tri, n0c tilu cé vt mau, t0 mau 0 dav.v...

+ Khi qué liDu hollc ngl d0 ¢ din xult coumarin hol ¢ indandion dung vitamin K d0 dilu

trd .

+ DO0a vao thUi gian xult hil n tac ding, ci0ng dU tac ding céc thulc dl chin thdi gian dung
thul ¢ phu hil p. Hil' n nay ¢6 3 nhém chinh :

Li0 u duy tri cac thullc dUi khang vitamin K d00c t0p hOp trong bl ng 30.1.

Blng 30.1: Lilu duy tri cla cac d I n xult coumari n va indandion

Tén thuoc Biét duwoe Thdai gian ban Liéu duy tri
thai (gio) (mg/ngay)
Acenocumarol Sintrom, 24 1-8
Dicumarol 24-96 50-100
Phenindion Pindione 2-10 20-150
Ethylbiscoumacetat | Tromexan 1-2 450 - 600
Warfarin Coumadin 36 39
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1.3.2.2. Heparin

ThuOc dic blng B, vila cé tac dilng trong cl thD va ngoai cU thO.

*Nguln glic:

Heparin luc d0u tim thOy nam 1916 bli McLean va c6 nhilu 0 gan nén dlt tén heparin. Ngoai
gan ra, heparin con dilc tim thOy 0 thO n, phi, hO ch b0 ch huyOt, niém mOc rult.

Hil n nay heparin d00c chilt xult t0 niém mOc rudt I0n holc phi trau, bd hol ¢ ban t0ng hi p.
*Clu truc :

Heparin khéng phli din chit. La mt anion mucopolysacharid hol ¢ glycosaminoglycan. Trong
cOu trac c6 nhém sulfat va carboxylic. Nhém sulfat cOn thilt cho sO gi n antithrombin vi
thrombin. TO 10 10u huO nh trong phan t0 heparin chil m 13,6%.

* Tinh chit :

+ La acid ndi sinh mOnh nht, c6 d0 ion héa mOnh, r0t tan trong nC0c va tich diln &m 0 pH sinh
ly.

+VOng bIn 0 pH trén 6,5. Bun séi trong 20 phat 0 nhilt dl 1200C vO n con tac di ng. NhO ng
udng bl phéan hly 0 d00ng tiéu héa mit hoUt tinh.

+ Tring I00Nng phan t0 khac nhau dao ding td 2 -20 kDa nhl ng tac di ng sinh hi ¢ gid ng nhau.
Khi heparin c6 tring 100 ng phan t0 t0 2 -7 kDa gli la heparin tring I00ng ph an t0 thi p.
*Tacding:

- Ching déng mau.

- Chlng déng von tilu cOu do kich thich tOng hip va bai tilt ydu t0 holt hoa plasmin t0 chlc
(t-PA).

- HO lipoprotein mau di ¢ bilt la triglycerid do gili phdng lipase giup thul phan triglycerid thanh
acid béo va g lycerol. Tac diing nay xult hitn 0 nhing liDu thOp hOn liDu

co tac di ng chl ng déng mau. Co hiln t00ng tang lipoprotein hii 0ng (rebound) khi ngl ng
heparin.

- Tang tac dilng cla cac ylu t0 phat tril n nguyén bao sli c6 tinh acid hol ¢ base (aFGF va
bFGF) lam tang sU phén bao t0 bao nlli mé mao mich, t0 bao cl trin, t0 bao trung md gay ra
sO tan t0o mich.

* CO chi chOng déng mau :

- Binh thd 0 ng antithrombin Il trong huyCt t00ng phOn 0ng chdm chdp vi thrombin va

cac ylu t0 déng mau IX, X, XI, Xll da hol't héa lam m0t tdc ding cla cac ylu t0 nay. Khi

c6 mOt heparin, heparin t0 o phUc vli antithrombin Ill. Phi ¢ hi p heparin - antithrombin Il thuc
di'y nhanh phin 0 ng gid a antithrombin va thrombin; antithrombin vii cac you t0 IX, X, Xl va XII.
HOu qul cac ylu tl ching dén g da diit holt héa mdt hiDu I0 ¢ nhanh, mdt khD nang chuyl n
fibrinogen thanh fibrin.

- NhO tich dil n &m do cé chla cac gl ¢ sulfat nén heparin da lam bil n dd ng thrombin va
prothrombin lam chdng dO dang t0 o phOc vOi antithrombin.

*DO00cdinghic

Ul ng khéng hil p thu va bl phéan hul 0 di0ng tiéu héa. Do vy, phii tiém didi da, tiém tinh
m0 ch, khéng tiém bl p. Heparin b0 heparinase pha hull va thii trl nhanh. Sau khi tiém 1 gi0,
30-50% di0c thii qua nd0c ti0u. Khéng di qua rau thai.

Thii gian ban thii ph0 thuOc vao I'iDu lI00ng. Lilu cao va [ nglUisuy gan, thdn thi thdi gian ban
thOi cOa thul c dai.

* Tac di ng khéng mong mul n.

- Chiy mau, gilm tilu cOu, tri0u chO ng nay thi 0 ng xul't hil n sau khi tiém heparin 7 -14 ngay va
hii phO ¢ sau khi ngll ng thul c.
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- D0 Ong, nhc dlu, nén, gay nit dau, hoUi t0 gan nOu tiém dO0i da dai ngay. Dung kéo dai v
li0u trén 15000 dUn v /ngay gay loang xd0 ng.

- Tang AST, ALT.

* Ap ding didu trl :

- Chi d0nh: phong, chiing huydt khii. Tac di ng tang khi dung k't hO'p vOi cac thull ¢ ching
dong voén tidu clu nhi : aspirin, cac thul c chl ng viém phi steroid khac, dipyridamol, ticlopidin
v.v...va sl mittac ding khi trin I0n vOi gentamicin, colistin, cefaloridin do b0 kOt tJa.

- Ching chi d0nh:

+ TOng 0Da chly mau; loét di day - ta trang tion triln; vt t hOOng.

+ GiOm chc nang gan, thn; c0 thD suy nhOOc, viém nitam mOc, nhil m trung, lao ti0 n tri0 n.

- Chi phOm va liDu dung :

+ LO 5000 - 25000 d0n vO/ml

MOt d0n v heparin la I00ng heparin ngan cOn dic sO déng dic 1ml huy0ttiOng da dilc lam
mOt calci b0 i citrat.

+ Li0u dung tul thul ¢ vao t0ng bl nh nhan. Théng thi U ng truyl n tinh mO ch 6000 &0 n vi/trong 6
gil vOithc dd 1000 din vO/gid.

Hol ¢ truyl n tinh m0O ch khii d0u 5000 - 10000 d0n vi, sau dé cach 4 -6 gil truyl'n 5000 - 10000
din vO. Liu ti0 p theo phO t hul ¢ vao thii gian déng mau va thii gian Howell.

- Khi qua lilu phUi ngd ng haparin ngay va tiém tinh m ch chlm protamin sulfat d0 trung hoa vOi
t0c di 50 dl n v /phut.

Protamin sulfat la protein kiD m tring I00ng phan t0 thO p, thdi tr0 nhanh hi n heparin nh ng c6
khO nang phan ly phic hUp antithrombin Il -heaprin va k't hO p vOi heparin lam mOt tac di ng
chl ng déng.

MOt mg protamin sulfat trung hoa dillc 100 dn vi heparin.

* Hil n c6 heparin tring 100 ng phén t0 thl p, nhl ng c6 tac ding sinh hi ¢ chD dinh, chi ng ch
dl nh va tai bil n g0 n gi0 ng heparin ngul n gic t0 nhién. Tuy nhién, c6 tac ding dli

khang you t0 X hodt héa minh va thii gian tac di ng dai hi n heparin théng thi 0 ng. Do vy, chl
cOntiém di0ida mOtl0n/ngay. MOt sU heparin tring 100 ng phan t0 thl p dang

di0c sO dilng tom t0t trong bl ng 30.2.

BOng 30.2: ChD phimva lilu I00ng mOt sO heparin trdng I00ng phan t0 thlp

fén goc Biét dugc Ham lugng Liéu dung/nga
Certoparin Alphaparin 3000 don /0, 3ml 3000 dan
Dalteparin Fragmin 12500, 25000don v /ml 2500 daon v
Enoxaparin Clexan 100mag/ ml 20 mg(2000 dan
Reviparin Clivarin 1432 dan vif 0,25mi 1432 dan
Tinzaparin [nnohep 10000 dan vi /ml 3500 dan

1.3.2.3. Heparinoid t0 ng hi p:

La polysacharid b0 ester héa bli acid sulfuric, c6 cong thd ¢ hda hi ¢ gin gill ng heparin, cl chl
tac di ng gill ng heparin nhi ng tdc ddng ching déng ylu hin.

- Partiol tac di ng kém heparin 7 10n.

- Trebuton tac diing yO'u hO'n heparin 3 -4 I0n.

1.3.2.4. Hirudin
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La da peptid c6 65 acid amin, trlng I00ng phan t0 7000 - 9000 di 0 c chOa trong tuyln din bao [
trong thic quln cla dla, vit, cé tac di ng ching déng mau do ngan cln tac dil ng cll a thrombin
théng qua s t0o phOc vii thrombin lam cho fibrinogen khéng chuyl n thanh fibrin.

Dung Hirudin trong chl n doan xac di nh holt tinh cla cac ydu t0 déng mau nhi thrombin
(Hirudin-toleranz-test; Hirudin test). Hiln chOa d00c dung dilu tr0 vi sO 100ng tach chilt con hin
chO.

Thrombin
(-)
Hirudin

M

k
Fibrinogen ——— Fibrin

Trong t00ng lai nhD kO thuOt gen c6 thd sOn xudt dd0c hirudin d0 sO ddng trong dilu tr0, chO ng
huyOt khOi.

1.4. ThuOc ching kit dinh tilu c0u

Tilu cOu la nhing t0 bao khéng nhan, hinh dia, tich diln &m mOnh. Trén bl mOt mang tilu clu
c6 chlla cac ylu t0 déng mau I, V, VII. C6 céc fibrinogen receptor (Gp llb/llla) va di c tinh k't
dinh va k't t0 nén khi thanh mich b0 tOn thO0ng cac tilu clu dinh vao ni bl t0n th0Ong va
dinh vao nhau thanh ting [0p tlo ra nut tring tilu cOu con gli la dinh cdm mau Hayem. Trong
qua trinh kOt dinh, tilu cOu con gili phéng ra phospholip id gitp thuc

dly qua trinh t0 o ra phi ¢ hi p prothrombinase.

SO kOt dinhtiDu clulaydutd tho raming x0 via dlng minh va gay nén tlc mich.

Hiln cé mOt sO thulc ching kit dinh tilu cOu d00c sO ding trong lam sang d0 phong va dilu
tr0 huyOt khOi nhD: thuD ¢ chd ng viém phi steroid (aspirin), dipyridamol, ticlopidin, clopidogrel va
thulc Oc chl glycoprotein llb/llla.

1.4.1. Aspirin (acid acetylsalicylic)

Ngoai tac ding hi sOt, gi0 m dau, chl ng viém, aspirin con c6 tac ding ching déng von tilu clu.
- CO chd : xin xem bai “Thul ¢ h0 sOt, gil m dau, chi ng viém”.

- Dung liDu thO p duy nhd't 10mg/kg céan ni ng, cach quéng 48 gil, aspirin 0c chd 90%
cyclooxygenase clatilu clu, r0t it 0nh h00ng d0 n cyclooxygenase cla nli mé mao mdch nén
Onh hO0ng khong dang kU sl tng hip cl a prostacyclin | 2. Do vy, tac dilng ch ng kOt dinh
tiDu cOu va kéo dai thdi gian chly mau 0 liJu nay la t0i da. Dung lil u cao aspirin khéng chl Oc
chl COX D tilu clu ma concchl COX DO nlimé mao mdch nén hilu qul ching kit dinh tilu
cOu khéng cao.

- Ngoai Uc chD COX D tilu clu, aspirin con lam 0n dl nh mang tilu cOu, hin chd sO gili phong
ADP va phospholipid nén gidm s kUt dinh tiDu cOu va tang thii gian chOy mau.

- Chi dl nh: dung aspirin trong phong va dif u trl huy0t khOi d0 ng - tinh mOch vOi liDu duy

tri 75 mg/ngay..

- Chilng chi dlnh va tac ding khéng mong mul n (xin xem bai thul c h0 sOt, gil m dau va chi ng
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viém).

- HO't s ¢ thd n tr0 ng khi phOi hd p aspirin vOi thul c chOng kOt dinh ti0 u c0 u khac va thull c ching
doéng mau nhi heparin, din xul't coumarin.

1.4.2. Dipyridamol (Persantone, Peridamol)

V0O a c6 tac dil ng gian mdch vanh, vl a c6 tac ding ching déng vén tiDu clu do :

+ 0c chl sO nhlp adenosin vao tilu clu va 0c chl adenosin desaminase lam tang adenosin
trong mau. Adenosin tac diing I1én A 2-receptor lam gillm s déng von tilu cOu.

+ 0c chl phosphodiesterase lam tang AMP v trong tilu cO u.

- Chl dinh:thuDc di0c phUi hOp vOi warfarin trong phong huyOt kh'i 0 b0 nh nhan thay van tim
nhan tlo.

1.4.3. Ticlopidin (Ticlid)

- Do ticlopidin t00 ng tac vii glycoprtein lIb/Ill a receptor cl a fibrinogen lam Oc chid s gin
fibrinogen vao tidu clu holt héa, ngan cin si kit dinh tidu cOu.

Ngoai ra, thul ¢ con lam tang prostaglandin D 2 va E2 gép phl n chllng dong vén tilu clu va
tang thii gian chl'y mau.

- ThuOc d00c dung d0 phong huylt k hOi O b0 nh nhan bl b0 nh t0n th00ng mich n&o holc mich
vanh vli liu 500mg/ngay. Khdng dung thul ¢ cho trl em. Khi dung c6 th gdp mOt sO tac ding
khéng mong mul n: chy mau, bulln nén, Da chly, gi0m bl ch clu trung tinh.

1.4.4. Clopidogrel (Plavix)

- Thull ¢ ¢6 tac dilng chil ng déng von tidu clu do:

+0cchl chinldcthO th ADP clatiCu clu.

+ Ngan clin sl holt héa glycoprotein llb/llla cl a fibrinogen trén tidu cOu, lam gilm s gl n
fibrinogen vao tidu clu.

- U0 ng li0u duy nhit 75mg/ngay dll phong déng von tilu clu.

1.4.5. Cac chit 0c chi glycoprotein lib/llla receptor:

Glycoprotein llb/llla c6 vai tro lam tang s gl n cl a fibrinogen vao receptor trén tidu clu. MOt sO
thul ¢ gl n vao glycoprotein llb/llla receptor ngan clin s gin cla fibrinogen vao tidu clu co tac
din g chdng déng von tidu cOu.

+ Abcimab (Reopro): Ia mit khang thl din dong, khii d0u tiém chim tinh mOch 250 mcg/kg,
sau do truyl n tinh mO ch 125 nanogam/kg/phut (i0i da 10mcg/phat).

+ Eptifibatid (Integrilin): |a peptid t0 ng hi p, khii d0 u tiém tinh mOc h 180 mcg/kg, sau dé truyln
tinh mO ch 2 mcg/kg/phut lién t0 ¢ trong 72 -96 gil .

+ Tirofiban (Aggrastat): khii d0 u tiém chd m tinh m ch 400 nanogam/kg/phut trong 30 phut, sau
do6 truyl n tinh mO ch 100 mcg/kg/phat trong it nhi't 48 gill.

2. THUO C TIEU FIBRIN

COc mau dong co thi tan trd 101 nhO qua trinh tiéu fibrin. B4 la qua trinh ngd 0 ¢ vl i ddng mau.
Binh thO 0 ng, enzym plasmin xuc tac cho sO tiéu fibrin trong mau 0 thD khéng holt tinh gli la
plasminogen. Trong dil u kil n nhOt d0nh, cac chit hol't héa (kinase, act ivator) di0c gili phong
ra khOit0 chic, holt hda plasminogen t0 o thanh plasmin. Plasmin v a t o thanh gidp fibrin tr0
thanh chit phan hul tan diCc.

2.1. Urokinase ( Abbokinase)

La endopeptidase, gi m 2 chuli da peptid chda 411 acid amin, trlng I00ng phan t0 53000, dilc
phan I0p t0 n00c tilu ngddi (URO = urine = nd0c tilu) holc t0 nudi cly t0 bao phéi thin ngli.
Urokinase xuc tac cho phiin 0ng clt lién k't peptid cl a plasminogen (plasminogen c6 791 acid
amin) t0 o thanh lys -plasminogen va chuyl n thanh plasmi n. Lysin culi cung cl a plasmin la v0
tri g0n cé ai 0 c cao vi fibrin gitp cho sO thul phan fibrin.
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UK bD chuyln héa 0 gan va cé thUi gian ban thii 15 -20 phat. Thuc chd di0c tiém tinh m0 ch,
khOidOu 1.000 - 4.500 d0n vO/kg thd tr0ng, sau do duy tri 4.400 din vO/gil. Thul ¢ hOu nhQ
khéng cé tinh khang nguyén, khdng bl trung hoa bl i khang thi, nhing cé thD gay sOt.

2.2. Streptokinase ( SK, Streptase)

GOm mUOt chuli dapeptid, phan t0 100ng 48000, di0c phan I0p t0 lién clu tan mau nhém A.
Streptokinase kit hi'p v i plasminogen theo t0 10 d0ng phan t0 (equimolar) t0o thanh phic hip
SK-plasminogen. Phic hi'p nay cOt lién kOt arginin -valin 0 vO tri 560 cl a plasminogen chuyln
thanh SK -plasmin c6 hollt tinh tiéu fibrin.

Ngoai tiéu fibrin, streptokinase con xuc tac cho ph 0'n 0ng thul phan nucleoprotein thanh cac
base purin t0 do va pyrimidin nucleotid, do vly lam lo&ng cac di ch dong dic nh0 m0.

Sau khi tiém tinh mOch vOi li0u thO p thOi gian ban thii khod ng 18 phat, nhi ng khi tiém liDu cao
hoCU ¢ liJu thO p kéo dai thi thd i gia n ban th0i dit 83 phut vi hit hin t00ng kOt hO p khang thO
khang streptokinase do da bao hoa. Thul ¢ bl chuyln héa va thii tr0 qua thOn.

- Trong qua trinh dung thul ¢ c6 thD gdp mOt sO tac di ng khdng mong mul n: chly mau, di 0ng
hay gUp vao ngay thi 8, nén s au khi dung thu ¢ 8 ngay, cn phli chuyln sang dung thullc
khac.

- LiDu dung :

+ Khi dlu tiém tinh mO ch 500.000 d0n vO trong 30 phat, sau dé mii gid tiém 100.000 -
150.000 dUn v va dung trong 24 - 48 gil liln. Trong nhii mau cO tim ¢6 thD truyOn tinh
mOch1500000 din vO trong 60 phut.

+ C6 thD hoa tan 20.000 - 100.000 d0n vO vao 5 -20ml n00c mubi sinh ly d0 tiém thO ng vao tui
m0 sau 6 - 24 gil hut ra.

2.3. Anitreplase (Aminase)

La phlc hOp cla plasminogen ngl Ui tinh khil't va streptokinase clla vi khul n da dolc acetyl hoa
dl blo vO vO tri hoOt ding cOa enzym. Khi sU di ng, nhém acetyl di 0 c thul phéan, gili phéng
phUc hi p streptokinase - chit tidn hoOt hoa thanh phlc hOp, holt hoa plasminogen thanh
plasmin. Thul ¢ c6 tac di ng trén plasminogen cla cl ¢ mau déng min h hO n plasminogen t0 do
nén lam tan c ¢ huyOt khd i nhanh. Ngoai cO chO trén thul c con lam gidm yOu t0 V,VIIl va chOt
0c chO tiéu fibrin 0-2-antiplasmin.

2.4. Chit holt hoa plasminogen mo(t -PA, Alteplase)

La mOt protease slin phiim cla cla kO thult tai t0 o ge n chla 527 acid amin c6 tac di ng trén
plasminogen gl n vdi fibrin mOnh gdp vai tram I0 n plasminogen t0 do. Khi 00 ng fibrin thd p tac
di ng chuyl n plasminogen thanh plasmin thi p. Thul ¢ c6 thii gian ban thii ngin 5-10 phut.
Trong nhii mau ¢l tim cOp tiém tinh mdch 15 mg sau do truyl n tinh mO ch 50 mg trong 30 phat
va trong 60 phat il p theo truylln 35 mg (t0 ng lil u truy0 n trong 90 phut khéng vt qua 100 mg).
2.5.Reteplase (r -PA, Retavase, Rapilysin)

La chOt hol't hoa plasminogen tai t0 hip thulc thd ho thO 3, t &c dUng gil ng Alteplase nhi ng
c00ng dob va thii gian xult hi0 n tac d0 ng nhanh hO'n. Thulc d00c¢ dung trong nhi mau ¢l tim
clp khOi dlu tiém chim tinh mOch 10 d0n v trong 2 phat sau dé ¢ 30 phut tiém thém 10 diin
vl

2.6. Tenecteplase (Metalyse)

ThuOc mdi cé tac di ng tiéu fibrin va chd dl nh nhO r eteplase, tiém tinh mi ch toan b0 liDu
500-600 mcg/kg nhilng khong v D't qua 50mg.

2.7. Chi d0nh va ching chi dinh cla cac thul c tiéu fibrin

* ChO d0nh:

- TOc nghl n dl ng, tinh mOch
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- Nhi mau cl tim

- Viém m(, d0 ng mau mang phli holc 0 cac khip x00ng hay cac hi ch dung streptokinase t0i
chl.

-BImvao OngdinI0umd d0 tranh tl c (streptokinase).

* ChOng chD dinh:

Sau khi phiu thul't chla qua 8 ngay; mii dl hollc sly thai chl'a qua 4 ngay; cao huylt ap
nghiém tring, qua trin h cim mau blt th00ng; ¢ dla di 0ng; mli dung streptokinase chl'a qua
6 thang; mii bl bl nh do lién clu; cé thai (thul ¢ khéng qua rau thai, nhi ng d phong bong rau
sim); chly mau di0ng tiéu hda nll ng trong vong 3 thang; tiln sO tai bil n mI ch mau n&o; viém
man g ngoai tim cl p; phUu thult d ng mOch chO; viém t0y ¢l p; b0 nh gan ndng.

2.8. Chit hol't héa plasminogen

La nhO ng cht giup gili phdng chit holt hoa (kinase, activator) d0 holt héa plasminogen hol ¢
tang t0ng hi p plasminogen va culli cung lam cho fibrin tr0 th anh chit phan hiy tan di0c.

Tho0 ng dung ethylestrenol, phenformin, nicotinamid. Dung khi cO thD khéng t0 gilli phéng dilc
chit holt hoéa, vi dil khi 0 mau tinh ml ch do tai biln huyOt khii tinh mOch, hol ¢ phong tai phat
viém tinh mi ch (dung ethylestrenol cung phenformin).

3. THUO C CHING TIEU FIBRIN

C6 trdng thai bl nh lam tiéu nhanh fibrin, gay chl'y mau tri m trdng, vi dd khi ngd0i b0 bl nh tang
plasmin trong mau.

Plasmin khéng nhil ng lam tiéu fibrin, ma con kit hOp vOi mOt sO yOu t0 déng mau va hiy holi
chung, lam ¢ chl déng mau cang r0i lo0 n.

NhO ng phan t0 mOi sinh do fibrin b0 hOy cing kit hOp 10i vOi fibrin d0 cho phC ¢ hi p khéng dong
di0c nda. NhO ng chit phan hul nay con lam cho tiDu clu khéng ngling k't thanh cOc di0c. KOt
qud lam chOy mau tr m trd ng.

Thulc lam gim sl tiéu fibrin sO ¢é tac ding cdm mau. Hiln céd mit sO thulc chi ng tiéu fibrin
dang di0c sO ding trén lam sang dl cIm mau.

3.1. Aprotinin (Trasylol)

La thulc Oc chD protease gim 58 acid amin, ¢cé 3 clu nli disulfur, phéan t0 [00ng 6500, [0y t0
tuydn man g tai, phii, gan. Dilu chl ditti0n, thdi gian ban thii ngln:150 phat; chd tiém tinh
m0Och hoUc truydn tinh mOch vOililu I00ng tul thul ¢ vao chd ddnh. Phong chl'y mau khi phQu
thult tim m0 li0u 2000000 d0 n vO, chly mau do tang plasmin mau khii ddu 500000-1000000
din vO.

ThuOc t0o phic vOi plasmin di cho phlc hU'p mOi “aprotinin -plasmin” khdng cé holt tinh
plasmin. Aprotinin con 0c chl di0c cac enzym hul protein khac nlla, nhi trypsin, chymotrypsin,
kalikrein.

Aprotinin thliqua nic tilu dididing mdthodttin h, nén khéng dung di chi ng tiéu fibrin
di0ng ti0t nilu. Dung nhilu I0n ¢é thD gay nhiing phinOng qud mOn O nglOicé cl diadd 0ng.
3.2. Thuc ting hip

3.2.1. Acid w- aminocaproic

Cé clu trac gil ng lysine cé tac ding chl ng tiéu fibrin nhl hai nhdm amin va carboxyl cach nhau
0,7nm, 0c chO sO hoOt hda clla plasminogen, kim ham khong cho plasmin tac di ng 1én fibrin,
lam cho fibrin khdng bl giang héa bl i plasmin nd a.

Thul c khéng Oc chil diic cac chlt holt hdéa plasminogen (kinase, activator). Thul ¢ cé thi

u ng 24 gam chia lam 4 10n trong ngay hol ¢ tiém chdm tinh mOch 5 -7,5g d0 d0 phong holc
dilu tr0 chOy mau.

3.2.2. Acid tranexamic (Cyclokapron )
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La ding ding va cé tinh chit, tac di ng gill ng acid w- aminocaproic, c6 thi tiém tinh mdch holic
udng dl phong ch y mau sau mO tuydn tiln li0t, nh0 rang 0 ngd0i b0 hemophilia hol ¢ qua lilu
thul ¢ tiéu c c mau déng holc phi n0 bl da kinh vii liDu 2 - 49/24 gi0, chialam 3 10n .

3.3. Ap ding dilu trl cla thulc ching tiéu fibrin

- Chi dinh: Dung trong trll ng thai tiéu fibri n nguyén phéat, tiéu fibrin cl p, d0 phong chly mau
sau phiu thuCt t0o hinh, tai mdi hOng, c0t b0 tuyOn tidn li0t v.v...

- Chiing ch dinh: BOc tinh cOa Acid w- aminocaproic va acid tranexamic rt it, tuy nhién cn
dung thi n tr ng khi suy thOn ndng (c6 thd g ay tich lul thuOc), khi cé tiln sO holc da co6 bidu
hil n huydt khOi t0 ¢ tinh mO ch hoU ¢ dlng mO ch.

VO tri tac dOng cla thul c tiéu fibrin va chi ng tiéu fibrin xin xem trong culn “D00c ly hO ¢ Iam
sang.

Ngul n web site: Benhhoc.com
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