DUGQC LY HOC 2007 - PAI HOC Y HA NOI
SACH DUNG CHO SINH VIEN HE BAC SI PA KHOA

Bai 30: THUOC TAC DUNG TREN QUA TRINH DPONG MAU
VA TIEU FIBRIN

MUC TIEU HQC TAP: Sau khi hoc xong bai nay, sinh vién c6 kha nang:
1. Trinh bay duogc co ché'tdc dung va dp dung diéu tri cia vitamin K.

2. So sanh dugc co ché tac dung, dong hoc va dp dung diéu tri cua dan xudt
coumarin va heparin.

3. Phdn tich duoc co ché'tdc dung va dp dung diéu tri ciia thudc lam tiéu fibrin va
chong tiéu fibrin.

1. THUOC TAC DUNG LEN QUA TRINH DPONG MAU
1.1. Co ché dong mau

Dong m4u 1a mot qud trinh mau chuyén tir thé 1ong thanh th é dac do chuyén fibrinogen
thanh fibrin khong hoa tan va cédc sgi fibrin nay bi truing hgp tao thanh mang luGi giam
giit cac thanh phan ctia mau lam mau dong lai.

Binh thuong, trong mau va trong cac mo cé cac chat gay dong va chit chong dong, nhung
céac chat gay dong O dang tién chat, khong c6 hoat tinh. Khi mach méu bi t6n thuong s&
hoat hoa céc yéu t6 dong mdu theo kiéu day truyén 1am cho mau dong lai.

Qua trinh dong mau xay ra qua 3 giai doan :
- Giai doan tao thanh phttc hop prothrombinase (1)
- Giai doan tao thanh thrombin (2)
- Giai doan tao thanh fibrin (3)
PromthrImbinase (1)

Prothrombin > Thrombin (2)

Fibrinogen —» Fibrin (3)
va cuc mdu dong
1.1.1.Giai doan tao thanh phiic hop prothrombinase

La qua trinh phtc tap va kéo dai nhat th 6ng qua hai co ché€ noi sinh va ngoai sinh tao ra
phtic hop prothrombinase.

* Co ché ngoai sinh:
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Khi mach m4du t6n thuong, mau ti€p xtc v6i vi tri ton thuong. Mo & vi tri ton thuong gidi
phong ra yéu t6 III (thromboplastin mo) va phospholipid. Yéu to III, IV (calci) cing yéu
t0 VII, va phosphlipid mo6 hoat héa yéu t6 X. Yéu t6 X hoat héa cung véi yéu V,
phospholipid mo6 va ion calci tao thanh phic hop prothrombinase.

* Co ché€ noi sinh :

Déng thoi khi mau tiép xtic véi vi tri ton thuong s& lam hoat héa yéu t6 XII va ti€u ciu
lam giai phong phospho lipid. Yéu t6 XII hoat héa yéu t6 XI va yéu t6 XI hoat héa yéu to
IX. Yéu t6 IX cling v6i yéu t6 VIII hoat héa, phospho lipid tiéu ciu va Ca ** hoat héa yéu
t0 X. Yéu t0 X, yéu t6 V, cung véi phospho lipid ti€u cdu va Ca ** tao nén phic hop
prothrombinase.

1.1.2. Giai doan tao thanh thrombin

Prothrombinase tao ra theo co ché ngoai sinh va noi sinh cung véi ion calci xtc tac cho
phan ting chuyén prothrombin thanh thrombin

1.1.3. Giai doan tao thanh fibrin va cuc mdau dong

Du6i tdc dung ctia thrombin, fibrinogen dang hoa tan chuyén thanh fibrin khong hoa tan.
Céc soi fibrin no6i lai v6i nhau va dudi tac dung ctia yéu t6 XIII hoat héa tao ra mang luGi
fibrin bén viing giam giit cdc thanh phan cia mau lam méau dong lai.

1.2. Thuoc lam déong mau

1.2.1. Thuéc lam déong mdu toan thdn

1.2.1.1.VitaminK (K: Koagulation - dong mdu)

+ C6 3 nguodn cung cap vitamin K :

- Vitamin K, (phytonadion, phulloquinon) c6 nguén goc thuc vat.

- Vitamin K, (menaquinon) do vi khudn gram am dudng ruot téng hop.
- Vitamin K; (menadion) c6 ngudn goc tong hop.

+ Vitamin K tan trong lipid, nhung riéng vitamin K ; & dang mudi natribisulfit hoac mudi
tetra natri tan trong nudc vao co thé bi chuyén héa thanh vitamin K ;.

* Vai tro sinh ly :

+ Vitamin K gitip cho gan tong hop cdc yéu t6 dong mau nhu prothrombin (II), VII, IX va
X.

- Co ché : Binh thudng, cédc yéu t6 II, VII, IX va X & dang tién chét. Khi ¢ mat vitamin K
v6i vai trd cofactor can thi€t cho enzym & microsom gan xic tac chuyén céc tién chat
thanh cdc chét c6 hoat tinh bdi su chuyén acid glutamic gan acid amin cudi cuing ctia cdc
tién chat thanh y - carboxyglutamyl. Chat nay ciing ¢6 mat trong protein duoc bai tiét tir
cOt bao va c6 vai tro trong su tao xuong.

* Ddu hiéu cta su thiéu hut :
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Nhu cau hang ngay khoang 1 pug/kg. Khi thi€u hut s€ xuét hién bAm mau dudi da, chay
mau duong tiéu hoa, rang miéng, dai ra mau, chay mau trong so.

* Dugc dong hoc :

Vitamin K tan trong dau, khi hip thu can c6 mat cta acid mat. Loai tan trong dau thong
qua hé bach huyét vao mau, con dang tan trong nudc hip thu di truc ti€p vao mau.Vitamin
K, duoc hip thu nhd van chuyén tich cuc con K ,, K; duoc hap thu nho khuyéch tdn thu
dong.

Sau hép thu vitamin K, tap trung nhiéu & gan va bi chuyén héa nhanh thanh chét cé cuc
thai ra ngoai theo phan va nudc tiéu.

* Poc tinh :

Mic dit ¢6 pham vi diéu tri tong, nhung c6 thé gip thi€u mdu tan mau va chét do vang da
tan mdu & tré duéi 30 thang tudi dung vitamin K .

Vitamin K; con gay kich ting da, dudng ho hap, gay dai albumin, gy non va c6 thé gay
tan mau & nguoi thi€u G4PD.

* Chi dinh va liéu dung :

Vitamin K c¢6 thé uong hoic tiém bép, dudi da hoac tiém finh mach (dang tan trong nudc)
v6i lieu 100 - 200mg/ngay cho nhitng bénh nhan :

- Thiéu vitamin K do nguyén nhan khac nhau.

- Chuén bi phiu thuat (dé phong chay mdu trong va sau phiu thuat ). Nhiing trudng hop
nay phai dung thudc trudc 2 -3 ngay.

- Giam prothrombin mau

- Ngo doc dan xuat coumarin.

1.2.1.2. Calci clorid:

Ca*™ cin dé hoat héa cdc yéu t6 VIII, IX va X dé chuyén prothrombin sang thrombin .

Li€u trung binh: uéng 2- 4¢ mdi ngay, dung cich quéng timg thoi ky 3 - 4 ngay, rdi nghi.
Tiém tinh mach cho nhiing truong hop chay mau: 20ml dung dich 5%. Thuoc tiém ra
ngoai tinh mach s& gay loét. Tuyét d6i cAm tiém bap thit.

1.2.1.3. Coagulen

La tinh chat mdu toan phan, dic biét c¢o tinh chat cla tiéu cdu. Dung trong ngoai khoa &
ngudi bénh wa chay mau va trong nhitng trang thai chay mau (ban chay mau, di ngoai ra
mau v.v...).

Uong 1-5 6ng mdi ngay (6ng 20ml).
Hemocoagulen: ong tiém 5Sml. Trudng hop ning, c6 thé tiém t6i 4 6ng moi ngay.
1.2.14. Carbazochrom (Adrenoxyl):
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Lam tang stc khang mao mach, giam tinh thAm thanh mach, nén lam giam thoi gian chay

mdu. T4dc dung sau khi tiém 6-24 gi¢ (tiém bap 1,5 - 4,5 mg mdi ngay hoac uong 10-30
mg moi ngay).

Chira chay mau do gion mao mach hoac phong chay mau sau phau thuat tao hinh, tai mii

hong, cat bo tuyén tién liét.

1.2.1.5. Ethamsylat va dobesilat calci:

Lam tang stc khang mao mach, giam tinh thdm thanh mach. Dung phong chay mau cép

trong phéu thuat tao hinh, tai miii hong, cat bo tuyén tién liét, rong kinh.

Mbi ngay tiém bap 250-500mg hodc uéng 750-1500mg.

1.2.1.6. Vitamin P (flavonoid, rutosid rutin va dan xudt):

Rutosid va dan xuét nguén goc thuc vat cé hoat tinh vitamin P déu giam tinh thdm thanh

mach va lam tang sic khang mao mach do tc ché su tu oxy héa cua adrenalin, va tc ché
COMT ¢ gan, do d6 kéo dai tdc dung ctia hormon nay.. Hoat tinh vitamin P bi€u hién 16

trén su tong hop mucopolysacharid va glycoprotein cua mo lién két. Uong 20 -40mg mdi
ngay, chita gion mao mach va tang tinh dan h6i mach mdu, c6 tic dung sau khi uéng 6

gio.

1.2.2. Thuéc lam dong madu tai cho

1.2.2.1. Enzym lam dong mdu

* Thrombokinase (prothrombinase): 1a tinh chat ctia phu tang nguoi va dong vat, thuong
14y & ndo va phai. Tinh chét nay chita th rombokinase va ca nhiing yéu t6 dong mdu khac.
Tac dung khong chic chan bang thrombin. Dung khi chdy madu it, tai chd, thuong xuyén
(chdy mau cam, rang miéng) va ca trong trudng hop chay mdu nhiéu (phdi hop vé6i bang
chat).

* Thrombin: Chuyén fibrinogen thanh fibrin don phan, roi thanh fibrin polymer khong tan
trong huyét tuong.

Chi dung tai chd, tuyét doi khong tiém finh mach (vi mau dang chay s€ gay dong mau
nguy hiém).

Uong dé chita chdy mdu da day.
1.2.2.2. Nhiing loai khdc
- Cac keo cao phan tir gitp tang nhanh dong mau : Pectin, albumin v.v...

- Gelatin, fibrin dang x6p ting dién ti€p xic, qua d6 hay tiéu cdu nhiéu hon, mdu dong
nhanh hon.

- Muéi kim loai nang: Lam bi€n chit albumin, lam két tha fibrinogen va cac protein khac
cua mau. Hay dung dung dich FeCl; 10% boi tai chd hodc tim bong FeCl; dap lén vét
thuong.
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- Thudc lam san: Lam co mao mach nho, nén chéng dong. Thuong dung tanin, mudi Al,
Pb, Zn hoac KMnO, pha loang.

1.3. Thuoc chéng dong mau

1.3.1. Thuéc diung ¢ phong thi nghiém va ngodi co thé

- Dé giém v0 ti€u cdu, 6ng nghiém phai trang parafin, colodion, phim silicon. 6ng
nghiém bang pyrex lam miu dong cham hon 1a khi dung loai binh thudng.

- Dling natri oxalat, natri fluorid dé ngan tidc dong cuia Ca *2.

- Natri citrat tao phiic hop vé6i Ca**; két hop véi fibrinogen va céc yéu to II, VI, IX, X nén
lam cham dong mau. Mau du trit d€ truyén cho ngudi bénh thudng c6 natri citrat (3 -4,0
gam/0,51 m4u), vao co thé, néng do dé bi pha lodng, khong c6 tai bién chdy mdu in vivo.
Néu truyén nhiéu, can chd y dén doc tinh cua natri citrat.

- Chit cang cua (chelating agents) nhu dinatri tetracemat (mudi natri ctia acid etylen
diamin tetracetic, EDTA, Complexon III, Sequestren) cé tic dung gap Ca **.

1.3.2. Thuéc dung o lam sang

Trong thuc té hay dung ba loai :

- Uc ché su téng hop clia céc yéu t6 dong mau & gan (yéu t6 II, VII, IX, X): Loai nay chi
tac dung in vivo: dan xuat coumarin va indandion.

- Uc ché tac dung cta cdc yéu t6 dong méu : Loai nay tic dung ci in vivo v in vitro:
heparin.

- Chong két dinh tiéu cau: aspirin, dipyridamol, ticlopidin, clopidogel.

1.3.2.1. Thuéc chong dong duong uéng : Dan xuat ciia coumarin va indandion:

La thudc téng hop, doc bang B.

- Dan xudt 4-hydroxycoumarin c6: warfarin, phenprocoumon, acenocoumarol,
dicoumarol, coumetarol, tromexan.

- Dan xuat indadion ¢6 : phenylindadion, clophenindion.

* Co ché tac dung :

Do dan xudt coumarin va indandion c6 céu tric gan giong vitamin K, nén tGc ché canh
tranh enzym epoxid-reductase lam can tré su khir vitamin K -epoxid thanh vitamin K can
thiét cho su carboxyl héa cac tién yéu t6 dong mdu dudi su xic cua carboxylase thanh
cac yéu to dong mau II, VII, IX va X.Vi thé cic thuéc nhém nay con duge goi la thude
khéang vitamin K.

* Dugc dong hoc :

Hap thu nhanh qua duong tiéu héa, nhung xuit hién tdc dung sau khi uéng 24-36 gio. Cac
thudc gan vao protein ty 1€ rat cao, tromexan 90%, warfarin 97%, phenprocoumon 99%.
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Nhiéu dan xuat cia coumarin chuyén héa qua hé enzym oxy héa & microsom gan nhu :
dicoumarol, warfarin, tromexan...

Chat chuyén héa thai trlir qua nu6c ti€u va mat - nhiéu thudc ¢6 chu ky gan ruot. Thude ¢6
thé di qua rau thai, qua sita. Nong do thudc trong rau thai va tré em bt me cao c6 thé gay
xuat huyét cho thai nhi va tré bi me. Néu u6ng thudc vao 3 thang dau thai ky c6 thé gay
cho tré so sinh mot s6 di thudong & miii, mat, xuong.

* Poc tinh :

- Dung liéu cao, kéo dai gay r6i loan thim phan mao mach, xuat huyét, rat nguy hiém &
bénh nhan loét da day ta trang, chin thuong, cao huyét ap.

- Di tng, rung t6c, viém gan, than, tang bach ciu wua acid, nhung lai giam hoac mat bach
cau hat.

- Nudc tiéu d6 mau da cam.

* Khi phoi hop din xuét coumarin va indandion véi mot s thudc cé thé x4y ra tuong tac
dan dén thay doi duge dong hoc hoic tac dung .

- Thudc 1am thay déi duoc dong hoc clia coumarin va indandion :
+ Giam hap thu coumarin qua ong tiéu hoda:

Thudc lam tang pH da day, thudc nhuan trang, thudc khang cholinergic, dau parafin, than
hoat, cholestyramin (tao phtic v6i couramin).

+ Thu6c ddy coumarin ra khoi protein - huyét tuong :
Clofibrat, phenylbutazon, sulfamid, tolbutamid, salicylat, acid ethacrynic
+ Thudc tic ché chuyén héa coumarin & microsom gan:

Allopurinol, chloramphenicol, cimetidin, diazepam, metronidazol, phenylbutazon,
sulfinpyrazon, thuéc chong tram cam loai ba vong.

+ Thudc cam {ing enzym & microsom gan lam ting chuyén héa coumarin: barbiturat,
rifampicin...

* Ap dong ®i0u trp :
- Ch{ ®nh :

+ PhBng hokc ch+a bOnh t¥c nghTn mich nh-: vidm tinh mich, thc mich phzi, nhai m_u
c- tim,

+ Di0t chuét : warfarin.

- Chéng chf @nh: Pho n+ ca thai, cho con b6; cao huy0t ,p, vidm tdy cEp; lobt d* dpy - t,
trung tiOn triOn; tai biOn mich m_u n-o vy t*ng chy m,u.

- LiOu I-Tng - ¢_ch ding :
+ T_c dong chéng ®«ng phd thuéc vo tdng c, tho.
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+ Trong qu, tranh ®iu trp br»ng dEn xuEt coumarin hofkc indandion ph{i gifm I i0u dCn vy
cCn theo dai théi gian Quick, théi gian Howell ®0 chgnh 1i0u nh»m duy trx td 10
prothrombin khofing 20% so vii bxnh th-éng. Sau khi ding 36 -48 gié lum xBt nghidm @0
®,nh gi, t.c déng, chan li0u duy trx phv hTp. Giai ®01n ®iOu trb duy trx ¢ sau 2 tugn cho
xbt nghiOm 1 1Cn.

+ T, c dong chéng @«ng cfia thuéc Iy gi, n ti0p, li#n quan @0n st tang hip ¢, ¢ yOu té @«ng
m,u € gan n®n xukt hiOn t,c dong chEm v chi t,c dong trong c- thQ, kh«ng ca t,c dong
trong eng nghiOm. Muen ®t hiOu quf chéng ®«ng cCn ph fi ca théi gian.

+ CCn theo dai nh+ng triu cheng chfy m,u nha cheng ta qu, liOu : Chfly m_u cam, chfy
m_u ITi, chfy m_u trl, n-1c tiOu cd vOt m_u, t6 m_u é da v.v...

+ Khi qu, li0u hofc ngé ®éc dEn xuEt coumarin hokc indandion ding vitamin K @0 ®i0u
trb.

+ Dua vyo théi gian qut hiOn t_c dbng, c-éng ®é t,c dong c,c thuéc ®0 chan théi gian
drng thuec phT hTp. HiOn nay ca 3 nham ch¥nh :

LiOu duy trx ¢, ¢ thuéc ®&i kh_ng vitamin K ®-Tc tEp hTp trong bfng 30.1.

Bang 30.1: Liéu duy tri ciia cac d An xuat coumarin va indandion

Tén thuoc Biét duoc Thoi gian bdn Liéu duy tri
thdi (gio) (mg/ngay)
Acenocumarol Sintrom, 24 1-8
Dicumarol 24-96 50-100
Phenindion Pindione 5-10 50-150
Ethylbiscoumacetat | Tromexan 1-2 450 - 600
Warfarin Coumadin 36 3-9

1.3.2.2. Heparin

Thuéc ®éc bing B, vda ci t,c dong trong ¢~ th0 vy ngoyi ¢ tho.

* Nguan géc:

Heparin 16c ®Cu txm thEy n"m 1916 béi McLean vy ca nhiOu & gan n2n ®Et tn heparin.

Ngoui gan ra, heparin cf3n ®-Tc txm thky & thEn, phai, hich bich huyOt, ni®m mic ruét.

rI;IiOn nay heparin ®-Tc chilt xuEt t6 ni2m m<c ruét ITn hokc phzi tréu, bR hokc b_n teng
1p.

* CEu troc :

Heparin kh«ng phfi ®-n chEt. Ly mét anion mucopolysacharid hofc glycosaminoglycan.

Trong cEu troc c& nhdm sulfat vu carboxylic. Nham sulfat cGn thi0t cho su g¥n
antithrombin vii thrombin. TQ 10 I-u hutnh trong ph@n t6 heparin chiOm 13,6%.

* TYnh chEt :
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+ Ly acid néi sinh mnh nhEt, c& ®é ion hda mtnh, rEt tan trong n-ic vy tich ®i0n Om &
pH sinh ly.

+ V+ng bOn & pH tran 6,5. un s«i trong 20 phét & nhilt ® 120°C vEn cBn t,c dong.
Nh-ng ueng bb phOn hfily & ®-éng ti®u hda mEt hot tinh.

+ Tréng I-Tng phOn t6 kh,c nhau dao ®éng t6 2 -20 kDa nh-ng t,c déng sinh hac giéng
nhau. Khi heparin ca trang I-Tng phtn t6 t0 2 -7 kDa gai Iy heparin trang I-Tng phon t0
thEp.

*T,cdong :
- Chéng ®«ng m_u.

- Chéng ®«ng van tidu cCu do kich thich teng hTp vu byi ti0t yOu té holt ho, plasmin te
chac (t-PA).

- H2 lipoprotein m_u ®Fc biOt Iy triglycerid do gifi phang lipase giop thul phon
triglycerid thunh acid bbo Vi glycerol. T,c dong nyy xuEt hiOn & nh+ng li0u thEp h-n 1i0u
cd t,c déng chéng ®«ng m_u. C& hiOn t—|ngt ng lipoprotein héi gng (rebound) khi ngbng
heparin.

- T"ng t,c dong cfia ¢, ¢ yOu té ph, t tribn nguy@n byo sTi ca tinh acid hofc base (aFGF vy
bFGF) lum t"ng su phOn buo t0 bpo néi m« mao mich, t0 byo c- tr-n, t0 byo trung m« goy
ra su tén t*o mich.

* C- ch0 chéng ®«ng m_u :

- Bxnh th-éng antithrombin 111 trong huy0t t--ng phfn @ng chEm chp vii thrombin vy
c,c yOu t& ®ng m_u IX, X, XI, XIl ® hot hda lym mEt t_c dong cfia ¢, c yOu t& nuy. Khi
cad m#t heparin, heparin t*o phgc vii antithrombin I11. Phgc hTp heparin - antithrombin 111
thoc ®Ey nhanh phfin gng gi<a antithrombin vy thrombin; antithrombin vii ¢ c yOu té IX,
X, XI v XII. HEu quf c,c yOu té chéng ®«n g ®- ®t hot hda mEt hilu Iic nhanh, mEt
kh{ n""ng chuy0n fibrinogen thunh fibrin.

- Nhé tich ®i0n ©m do ca chga c,c gec sulfat n®n heparin ®- Iym biOn ding thrombin v
prothrombin Ium chong dO dung t*o phgc vii antithrombin.

* D-Tc ®éng hac

Ueng kh«ng hEp thu vy b> phén hull &€ ®-éng tidu haa. Do vEy, phfi tim d-Tii da, tidm
tinh mich, kh«ng ti®m b¥p. Heparin bp heparinase ph, hul v thfli trd nhanh. Sau khi ti*m

1 gié, 30-50% ®-Tc thyi qua n-ic ti0u. Kh«ng ®i qua rau thai.

Théi gian b_n thYi pho thuéc vyuo 1i0u I-Tng. Li0u cao vy & ng-€éi suy gan, thEn thx théi

gian b_n thYi cfia thuec di.

*T,c déng kh«ng mong muén.

- Chiy m_u, gifm ti0u cCu, trilu cheng npy th-&ng xukt hidn sau khi ti2m heparin 7 -14
nguy v hai phoc sau khi ngdng thuéc.
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- DP gng, nhgc @Cu, n«n, gOy net ®au, hoti td gon nOu ti#m d-fi da dyi ngpy. DTng kDo
dui vii liOu tr2n 15000 ®-n vb/nguy gy lo-ng x--ng.

- T'ng AST, ALT.

* Ap dong ®i0u trp :

- Chf @nh: phiing, cheng huyOt kheéi. T_c déng t'ng khi ding k0t hp vii c_c thuéc chéng
®«ng van tiOu cCu nh-: aspirin, ¢, c thuec cheng vi#m phi steroid kh,c, dipyridamol,

ticlopidin v.v...vu sl mEt t,c dong khi trén IEn vii gentamicin, colistin, cefaloridin do bp
kOt tia.

- Cheng chf @pnh:

+ Tng -a chfy m_u; lobt d* dpy - t, trung tiOn tridn; vOt th--ng.

+ Gifm chgc n"ng gan, thEn; c- th0 suy nh-Tc, vizm néi tom m<c, nhidm tring, lao tin
trion.

- Ch0 phEm vy li0u dng :

+ L& 5000 - 25000 ®-n vb/ml

Met ®-n vb heparin Iu 1-Tng heparin ng”n cfn ®-Tc st ®«ng ®kc 1ml huyOt t--ng ®- ®-Tc
Ium meEt calci béi citrat.

+ LiOu drng tul thuéc vyo tdng bOnh nhén. Th«ng th-&ng truyOn tinh mich 6000 ®-n
vp/trong 6 gié vii tec ®é 1000 ®-n vh/gié.

Hofc truyOn tinh mich khéi ®u 5000 - 10000 @-n vb, sau ®a c,ch 4-6 gié truyOn 5000 -
10000 ®=n vb. LiOu tiOp theo phd thuéc vyo théi gian ®«ng m_u vy théi gian Howell.

- Khi qu, li0u phfi ngdng haparin ngay vy ti2m tinh mich chEm protamin sulfat ®0 trung
hRa vii téc ®é 50 ®-n vp/phdt.

Protamin sulfat Iy protein kiOm trang 1-Tng phén to thEp, thfi trd nhanh h-n heparin
nh-ng ca kh{ n"ng phOn ly phgc hTp antithrombin 111 -heaprin vy kOt hTp vii heparin lym
mEt t,c dong chéng ®«ng.

Mét mg protamin sulfat trung hf3a ®-Tc 100 ®-n vb heparin.

* Hi0n ca heparin trang |-Tng phon to thEp, nh-ng ca t,c dong sinh hac chi @nh, chéng
chi ®nh vy tai biOn gCn giéng heparin nguan gec tu nhi®n. Tuy nhi®n, c& t,c dong @ei
kh,ng yOu te X hot hda m*nh vy théi gian t,c dong dui h-n heparin th«ng th-éng. Do
vky, chl cCn ti®m d-Ti da mét ICn/nguy. Mét sé heparin trang I-Tng phOn t6 thEp ®ang
®-Tc s6 dong tam t¥%t trong bfng 30.2.

Bang 30.2: Ché pham va liéu luong mot s6 heparin trong lhrong phan tir thap

Tén goc Biét duoc Ham luong Liéu dung/ngay
Certoparin Alphaparin 3000 ®-n vb/0,3ml 3000 ®-n vp
Dalteparin Fragmin 12500, 25000@-n vp /ml 2500 ®-n vp
Enoxaparin Clexan 100mg/ml 20 mg(2000 ®-n vb)
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Reviparin Clivarin 1432 ®-n vp/ 0,25ml 1432 ®-n vp

Tinzaparin Innohep 10000 ®-n vb /ml 3500 ®-n vp

1.3.2.3. Heparinoid toéng hop:

Ly polysacharld bb ester h&a béi acid sulfuric, cd c«ng thg ¢ hda hac gCn giéng heparin, ¢~
ch0 t,c déng giéng heparin nh-ng t,c déng chéng ®«ng yOu h-n.

- Partiol t,c déng kbm heparin 7 ICn.
- Trebuton t_c dong yOu h-n heparin 3-4 ICn.
1.3.2.4. Hirudin

Ly ®a peptid c& 65 acid amin, trang 1-Tng phén t6 7000 - 9000 ®-Tc chga trong tuyOn ®-n
bpo é trong thuc qufin cfia ®fa, vit, cé t,c déng cheng ®«ng m_u do ng™'n cfn t,c dong cfia
thrombin th«ng qua st tXo phgc vii thrombin lum cho fibrinogen kh«ng chuyOn thunh
fibrin.
Thrombin
()
<« Hirudin

Fibrinogen ——— Fibrin

Dng Hirudin trong chEn @0, n x, ¢ @nh hot tinh cfia c,c yOu té ®@ng m,u nh- thrombin
(Hirudin-toleranz-test; Hirudin test). HiOn ch-a ®-Tc ding ®iOu trp vx se I-Tng t,ch chiOt
cn htn chO.

Trong tuong lai nho k§ thuat gen c6 thé san xuét dugc hiru din ®0 s6 déng trong ®i0u trp,
chéng huyOt khéi.

1.4. Thuéc chong két dinh tiéu cau

Ti0u cQu Iyt nh+ng t0 bo kh«ng nhén, hxnh @lla, tich ®i0n ém mnh. Tran b0 mEt mung tilu

cCu ca chga c,c yOu te ®@ng m_u I, V, VII. Ca c,c fibrinogen receptor (Gp llb/llla) v
®#c tinh kOt dYnh vy kOt t0 n2n khi thunh m*ch bp ten th--ng c, ¢ ti0u cCu dYnh vjo n-i b

teen th--ng vi dinh vio nhau thyunh téng 1Tp t*o ra ndt tréing tiOu cCu cBn gai Iy ®inh cCm

m,u Hayem. Trong qu, trxnh kOt dinh, tiOu cCu cBn gifi phang ra phospholip id giop théc
®Ey qu, trxnh to ra phec hTp prothrombinase.

St kOt dinh ti0u cCu Ip yOu té t1o ra mfng x- v+a ®ng m*nh vy g0y n2n t¥c mch.

HiOn c& mét sé thuéc chéng kOt dinh tidu cCu ®-Tc s6 dong trong 16m spng @0 phRng v

®i0u trb huyOt khei nh-: thuec cheng vi®m phi steroid (aspirin), dipyridamol, ticlopidin,
clopidogrel v thuéc gc chO glycoprotein 11b/I11a.

1.4.1. Aspirin (acid acetylsalicylic)

Ngoyi t,c dong h? set, gifm ®au, cheng vi®m, aspirin cfn ca t,c dong cheng ®«ng van
tiOu cCu.
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- C-ch0 : xin xem bai “Thudc ha sot, giam dau, chong viém”.

- D¥ng li0u thEp duy nhEt 10mg/kg con nkng, c,ch qu-ng 48 gié, aspirin @c ch0 90%
cyclooxygenase ciia tiOu cCu, rEt it fnh h-éng ®0n cyclooxygenase cfia néi m« mao mich
n?n Ynh h-éng kh«ng ®, ng k0 st teng hTp cfia prostacyclin 1,. Do VEy, t.c dbéng chéng
kOt dinh ti0u cCu v kbo dyi théi gian chfy m,u é li0u npy Ip tei ®a. DTng lidu cao aspirin
kh«ng ch gc ch0 COX é tilu cCu my cBn gc chO COX & néi m« mao mich n@n hifu quy
chong két dinh tiéu cdu khong cao.

- Ngoai tic ché€ COX ¢ ti€u cau, aspirin con lam 6n dinh mang tiéu ciu, han ché€ su giai
phéng ADP va phospholipid nén gidm su két dinh tiéu cdu va ting thoi gian chdy mdu.

- Chi dinh: dung aspirin trong phong va di€u tri huyét khoi dong - tinh mach véi li€u duy
tri 75 mg/ngay..

- Chong chi dinh va tic dung khong mong mudn (xin xem bai thudc ha so6t, giam dau va
chong viém).

- Hét stic than trong khi phoi hgp aspirin véi thue chong két dinh tiéu cdu khac va thudc
chong dong mau nhu heparin, dan xuat coumarin.

1.4.2. Dipyridamol (Persantone, Peridamol)
Vira ¢6 tac dung gidn mach vanh, vira ¢6 tac dung chong dong vén tiéu cau do :

+ Uc ché su nhap adenosin vao tiéu cdu va tc ché adenosin desaminase lam ting adenosin
trong mau. Adenosin tac dong lén A ,-receptor lam giam su dong von ti€u cau.
+ Uc ché phosphodiesterase 1am tang AMP , trong tiéu cAu.

- Chi dinh: thuéc dugc phoi hgp véi warfarin trong phong huyét khéi & bénh nhan thay
van tim nhan tao.

1.4.3. Ticlopidin (Ticlid)

- Do ticlopidin tuong tac véGi glycoprtein IIb/III a receptor cta fibrinogen lam tc ché su
gan fibrinogen vao tiéu cau hoat héa, ngan can su két dinh tiéu cau.

Ngoai ra, thudc con lam tiang prostaglandin D, va E, gép phan chéng dong von tiéu ciu va
tang thoi gian chay mau.

- Thudc dugc dung dé phong huyét k héi & bénh nhan bi bénh t6én thuong mach ndo hoic
mach vanh véi liéu 500mg/ngay. Khong dung thudc cho tré em. Khi ding c6 thé gip mot
s0 tdc dung khong mong mudn: chay mau, buon non, ia chay, giam bach cau trung tinh.

1.4.4. Clopidogrel (Plavix)
- Thudc c6 tic dung chong dong vén tiéu cau do:
+ Uc ché chon loc thu thé ADP cia tiéu cau.

+ Ngin can su hoat héa glycoprotein IIb/Illa cua fibrinogen trén ti€u cdu, 1am giam su
gan fibrinogen vao ti€u cau.
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- Udng liéu duy nhat 75mg/ngay dé phong dong von tiéu cau.
1.4.5. Cdc chdt tic ché glycoprotein IIb/Illa receptor:

Glycoprotein IIb/Ila ¢6 vai tro lam ting su gin cla fibrinogen vao receptor trén tiéu cau.
Mot s6 thudc gan vao glycoprotein IIb/IIla receptor ngan can su gan cua fibrinogen vao
tiéu cau c6 tic dung chong dong vén ti€u cau.

+ Abcimab (Reopro): 1a mot khang thé don dong, khéi ddu tiém cham finh mach 250
mcg/kg, sau d6 truyén finh mach 125 nanogam/kg/phiit (t6i da 10mcg/phiit).

+ Eptifibatid (Integrilin): 12 peptid tong hop, khoi dau tiém tinh mac h 180 mcg/kg, sau d6
truyén tinh mach 2 mcg/kg/phit lién tuc trong 72 -96 gio.

+ Tirofiban (Aggrastat): khdi dau tiém cham tinh mach 400 nanogam/kg/phit trong 30
phit, sau d6 truyén tinh mach 100 mcg/kg/phiit trong it nhat 48 gio.

2. THUOC TIEU FIBRIN

Cuc mau dong ¢6 thé tan trd lai nho qua trinh tiéu fibrin. D6 1a qua trinh nguoc véi dong
m4u. Binh thuong, enzym plasmin xiic tdc cho su tiéu fibrin trong m4u & thé khong hoat
tinh goi 1a plasminogen. Trong di€u kién nhat dinh, cdac chét hoat héa (kinase, act ivator)
duoc gidi phéng ra khoi t6 chic, hoat héa plasminogen tao thanh plasmin. Plasmin vira
tao thanh giup fibrin trd thanh chét phan huy tan dugc.

2.1. Urokinase ( Abbokinase)

La endopeptidase, gom 2 chudi da peptid chia 411 acid amin, trong lugng phan tu
53000, duoc phan lap tir nudc tiéu ngudi (URO = urine = nuéc tiéu) hodc tir nuodi cdy t&
bao phoi than nguoi.

Urokinase xuc tdc cho phan tng cat lién két peptid cua plasminogen (plasminogen c¢6 791

acid amin) tao thanh lys-plasminogen va chuyén thanh plasmin. Lysin cu6i clng cua
plasmin 1a vi trf gan ¢6 di luc cao véi fibrin gitip cho su thuy phan fibrin.

UK bi chuyén héa & gan va c6 thdi gian ban thai 15 -20 phit. Thudc chi dugc tiém tinh
mach, khdi dau 1.000 - 4.500 don vi/kg thé trong, sau d6 duy tri 4.400 don vi/gid. Thudc
hau nhu khong c¢6 tinh khang nguyén, khong bi trung hoa bdi khang thé, nhung c6 thé gay

sot.

2.2. Streptokinase ( SK, Streptase)

GOom mot chudi dapeptid, phan tir luong 48000, duoc phan 1ap tir lién ciu tan mau nhém
A.

Streptokinase két hop v6i plasminogen theo ty 1& dong phan tir (equimolar) tao thanh phic
hop SK-plasminogen. Phitc hop nay cit lién két arginin -valin & vi tri 560 ctia plasminogen
chuyén thanh SK -plasmin c¢6 hoat tinh tiéu fibrin.

Ngoai tiéu fibrin, streptokinase con xuc tdc cho ph an tng thuy phan nucleoprotein thanh
cac base purin tu do va pyrimidin nucleotid, do vay 1am loang cac dich dong dac nhu mu.
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Sau khi tiém tinh mach véi li€u thap thoi gian ban thai khoang 18 phit, nhung khi tiém
liéu cao hoac li€u thap kéo dai thi thoi gian ban thai dat 83 phit vi hét hién tuong két hop
khang thé khang streptokinase do da bao hoa. Thudc bi chuyén hda va thai trir qua than.

- Trong qud trinh dung thudc ¢6 thé gap mot s6 tac dung khong mong mudén: chay mau, di

ting hay gip vao ngay thit 8, nén sau khi dung thudc 8 ngay, cin phai chuyén sang ding
thuoc khac.

- Liéu dung :

+ Khoi ddu tiém tinh mach 500.000 don vi trong 30 phiit, sau d6 mbi gid tiem  100.000 -

150.000 don vi va dung trong 24 - 48 gid lién. Trong nhdi méu co tim ¢6 thé truyén tinh
mach1500000 don vi trong 60 phut.

+ C6 thé hoa tan 20.000 - 100.000 don vi viao 5-20ml nuéc mudi sinh ly dé tiem thang vao
tdi ma sau 6 - 24 gio hiit ra.

2.3. Anitreplase (Aminase)

La phitc hop cua plasminogen ngudi tinh khiét va streptokinase cta vi khuin da dugc
acetyl hod dé bdo vé vi tri hoat dong cuia enzym. Khi sit dung, nhém acetyl duoc thuy
phan, giai phéng phitc hop streptokinase - chat tién hoat hod thanh phic hop, hoat hoa
plasminogen thanh plasmin. Thudc ¢6 tac dung trén plasminogen cua cuc mau dong man h
hon plasminogen tu do nén lam tan cuc huyét khoi nhanh. Ngoai co ch€ trén thudc con
lam giam yéu t6 V,VIII va chat tc ché tiéu fibrin a-2-antiplasmin.

2.4. Chat hoat hoa plasminogen mo(t -PA, Alteplase)

La mot protease san pham cla cua k§ thuat tdi tao ge n chita 527 acid amin c6 tdc dung
trén plasminogen gan véi fibrin manh gap vai tram lan plasminogen tu do. Khi lugng
fibrin thap tac dung chuyén plasminogen thanh plasmin thap. Thudc c6 thoi gian ban thai
ngan 5-10 phit. Trong nhdi mau co tim cép tiém tinh mach 15 mg sau d6 truyén tinh
mach 50 mg trong 30 phiit va trong 60 phit ti€p theo truyén 35 mg (t6ng liéu truyén trong
90 phiit khong vuot qua 100 mg).

2.5.Reteplase (r-PA, Retavase, Rapilysin)

La chat hoat hod plasminogen ti t6 hop thuoc thé hé thit 3, t 4c dung giong Alteplase
nhung cuong do va thoi gian xuat hién tdc dung nhanh hon. Thu6c dugc dung trong nhoi
mau co tim cap khdi dau tiém cham tinh mach 10 don vi trong 2 phdt sau d6 ca 30 phat
tiém thém 10 don vi.

2.6. Tenecteplase (Metalyse)

Thudc méi ¢6 tdc dung tiéu fibrin va chi dinh nhu reteplase, tiém finh mach toan bo liu
500-600 mcg/kg nhung khong vugt qua SOmg.

2.7. Chi dinh va chéng chi dinh cua cac thudc tiéu fibrin
* Chi dinh:

- Tac nghén dong, tinh mach
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- Nhoi mdu co tim

- Viém mi, dong mdu mang phdi hoic & cac khép xuwong hay cdc hach dung streptokinase
tai cho.

- Bom vao 6ng din luu mu d€ tranh tac (streptokinase).
* Chong chi dinh:

Sau khi phau thuat chua qua 8 ngay; méi dé hoac say thai chua qua 4 ngay; cao huyét ap
nghiém trong, qua trinh cam mau bat thuong; co dia di ing; mdi dung streptokinase chua
qua 6 thang; méi bi bénh do lién cau; c6 thai (thudc khong qua rau thai, nhung dé phong
bong rau sém); chay mau dudng tiéu hdéa nang trong vong 3 thang; tién st tai bién mach
mau ndo; viém mang ngoai tim cap; phau thuat dong mach chu; viém tuy cép; bénh gan
nang.

2.8. Chat hoat héa plasminogen

La nhitng chat gitip gidi phéng chat hoat héa (kinase, activator) d€ hoat héa plasminogen
hoic tang tong hop plasminogen va cudi cung 1am cho fibrin tr& th anh chat phan hiy tan
duoc. Thuong dung ethylestrenol, phenformin, nicotinamid. Dung khi co thé khong tu
giai phong dugc chat hoat héa, vi du khi @ mau tinh mach do tai bién huyét khoi tinh
mach, hodc phong tdi phét viém tinh mach (dung ethylestrenol cung phenformin).

3. THUOC CHONG TIEU FIBRIN

C6 trang thai bénh lam tiéu nhanh fibrin, gdy chay mau trim trong, vi du khi nguoi bi
bénh tang plasmin trong mau.

Plasmin khong nhiing lam tiéu fibrin, ma con két hop véi mot s6 yéu t6 dong mau va hiy
hoai chiing, 1am co ché dong mau cang réi loan.

Nhitng phan tir mdéi sinh do fibrin bi hay ciing két hop lai véi fibrin dé cho phic hop
khong dong duoc nita. Nhitng chit phan huy nay con lam cho tiéu cdu khong ngung két
thanh cuc duoc. Két qua lam chay mau tram trong.

Thudc lam giam su tiéu fibrin s& ¢6 tdc dung cdm mdau. Hién c6 mot s6 thudc chong tiéu
fibrin dang duoc st dung trén lam sang dé cam mau.

3.1. Aprotinin (Trasylol)

La thudc tc ché protease gom 58 acid amin, c6 3 cau ndi disulfur, phan ti lugng 6500,
14y tlr tuyén mang tai, phoi, gan. Diéu ché dit tién, thoi gian ban thai ngan:150 phit; chi
tiém tinh mach hoac truyén tinh mach véi li€u lugng tuy thuoc vao chi dinh. Phong chay
madu khi phau thuat tim md liéu 2000000 don vi, chdy mdu do tang plasmin mau khéi dau
500000-1000000 don vi.

Thudc tao phiic v6i plasmin dé cho phiic hgp méi “aprotinin -plasmin” khong c6 hoat tinh
plasmin. Aprotinin con tc ch€ dugc cic enzym huy protein khac nita, nhu trypsin,
chymotrypsin, kalikrein.
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Aprotinin thai qua nuéc tiéu duéi dang mat hoat tin h, nén khong dung dé chéng tiéu
fibrin duong tiét niéu. Ding nhiéu 14n c6 thé gay nhitng phan ting qua min & ngudi c6 co
dia di tung.

3.2. Thuéc tong hop
3.2.1. Acid ®- aminocaproic

C6 cau truc giong lysine c6 tac dung chong tiéu fibrin nho hai nhdm amin va carboxyl
cach nhau 0,7nm, tc ché su hoat hda clia plasminogen, kim ham khong cho plasmin tac
dong 1én fibrin, lam cho fibrin khong bi gidng héa bdi plasmin nita.

Thudc khong tc ché dugc céc chat hoat hda plasminogen (kinase, activator). Thudc c6 thé
uong 24 gam chia 1am 4 lan trong ngay hodc tiém cham tinh mach 5 -7,5g dé du phong
hoic diéu tri chay mau.

3.2.2. Acid tranexamic (Cyclokapron )

LA déng dang va c6 tinh chat, tic dung giéng acid o- aminocaproic, cé thé tiém finh
mach hodc uong dé phong chay médu sau mé tuyén tién liét, nhd rang & ngudi bi
hemophilia hodc qué liéu thudc tiéu cuc mau dong hodc phu nit bi da kinh véi liéu 2 -
4g/24 gi0, chia lam 3 lan .

3.3. Ap dung diéu tri ciia thudc chong tiéu fibrin

- Chi dinh: Dung trong trang thdi tiéu fibri n nguyén phat, tiéu fibrin cap, du phong chay
madu sau phau thuat tao hinh, tai miii hong, cat bo tuyén tién liét v.v...

- Chong chi dinh: Doc tinh cia Acid ®- aminocaproic va acid tranexamic rat it, tuy nhién
can dung than trong khi suy than nang (c6 thé g ay tich lu§ thudc), khi c6 tién st hodc da
c6 biéu hién huyét khai tic finh mach hoiac dong mach.

Vi tri tic dung cua thudc tiéu fibrin va chong tiéu fibrin xin xem trong cuén “Dugc 1y hoc
lam sang.

CAU HOI TU LUONG GIA
Trinh bay co ché'tdc dung va dp dung diéu tri ciia vitamin K.
Trinh bay co ché'tdc dung va dp dung diéu tri cia heparin.

Trinh bay co ché’tdac dung va dp dung diéu tri ciia dan xudt coumarin.

R b~

Trinh bay co ché tdc dung chong déng vén tiéu cdu va dp dung diéu tri cia

aspirin.

5. Trinh bay co ché tdc dung tiéu fibrin va dp dung diéu tri cua urokinase va
streptokinase.

6. Trinh bay co ché tdc dung tiéu fibrin va dp dung diéu tri cua anistreplase va chdt

hoat hoa plasminogen mo.



DUGQC LY HOC 2007 - PAI HOC Y HA NOI
SACH DUNG CHO SINH VIEN HE BAC SI PA KHOA

7. Trinh bay co ché tdc dung chong tiéu fibrin va dp dung diéu tri ciia aprotinin va
acid w- aminocaproic.
Hay so sdnh duoc dong hoc va co ché'tac dung cua heparin va dan xudt coumarin .



