HEPARIN-

UNG DUNG TRONG LAM SANG
BS Huynh Thi Thanh Trang
Khoa Ngi Tong Hop

A-DAI CUONG:
1-Nhic lai so' d6 déng mau:
- Giai doan cdm méu so khoi: Tiéu cAu— Nat chan tiéu ciu
- Giai doan dong mau: Cac yéu té déng mau — Thrombin — Fibrin
- Giai doan ti€u soi huyét: Plasminogen, Plasmin, Urokinase, t-PA
2-Co ché diéu hoa dong mau:
- Antithrombin III (AT III)
- Heparin
- Protein C
- Protein S
- TFPI
- Protein Z
3- Co ché ting dong- Huyét khdi:
- Mt thang bang co ché dong mau: Hé dong mau bi kich hoat, ting cac yéu t6 dong
mau, giam cac yt chéng déng, giam cac yt TSH— Ting dong
- Huyét khéi: Tam chimg Wirchow
4-Piéu tri huyét khdi:
- Chdng giai doan tiéu cau : Dipyridamole, Aspirin, Ticlopiodine, Clopidogrel,
Tirofiban, C7E3
- Khang dong méu: Heparin, khang vitamin K
- Tiéu soi huyét: Streptokinase, Urokinase, t-PA

B-HEPARIN:
1-Lich su:
- 1916: Mac Lean tim ra Heparin,
- 1936: 2 thir nghiém 1am sang phong ngtra thuyén tic phoi.
- 1939: Brinhous: Co ché tic dung Heparin véi su tham gia cta 1 yéu to-
Heparin dong yéu t6 - can thiét dé Heparin c6 hiéu qua.
- 1940: Thir nghiém 1am sang sir dung Heparin dé diéu tri huyét khdi & My va Thuy si
- 1968: Abildgaard dat tén Heparin dong yéu t6 1a AT III
- 1970: Co ché twong tac Heparin- AT III dugc sang to
- 1980: xuét hién Heparin TLPTT, d4u tién la Nadroparin (Fraxiparin)
2-Heparin tiéu chuén
Con goi la Heparin ty nhién hay Heparin chua phan doan (unfractionated heparin).
La 1 hon hop khong dong nhét nhitng chudi Mucopolysacharride c¢6 chidu dai rat khac nhau
Trong lugong phan tir 3000- 30 000 dalton, tb 15.000
a- Ngué)n géc:
- Tir té€ bao mast cua to chirc lién két.
- Sau khi dugce phong thich, Heparin bi dai thuc bao pha hity — BT khong thay trong huyét
tuong
-.Heparin dung trong Y khoa dugc trich ly tir mang rudt cua heo hodc bo
b-Co ché tac dung: chu yéu tac dong vao con dudng ndi sinh.va dudng chung
e Tao phuc hop: Heparin + AT-III + Thrombin.
e Heparin ciing voi AT c6 thé trc ché 3 gdoan:
+ tao Xa (do bét hoat IXa, XIa, XIIa)
+ tao Ila (do bat hoat Xa)



+ chuyén Fibrinogen thanh Fibrin (do bit hoat Thrombin)
e Ban than Heparin khong 1a chat chong dong, AT méi 1a chat chéng dong that su
e Heparin 1am gia ting tc do phan tmg T-AT
e Sau khi gén AT, Thrombin bi bat hoat
c- Hép thu va dugc dong hoc:
- Khong hap thu bang dudng tiéu hoa
- BPuong dung:
+ Tinh mach lién tuc.Hiéu qua ngay sau khi TTM
+ Tinh mach ngit quéng.
+ Tiém duéi da: liéu khoi dau phai cao hon 10% so voi TTM
Khi TDD 500 dv/kg/24h, tac dung chéng dong bt dau sau 1h, néng d6 dinh dat duoc
sau 3h
- T1/2: phu thudc vao lidu chi dinh: 100, 400, 800 UI /kg — T1/2: 1-2,5-5h
- Loc sach phan hity nho hé vong ndi mo. Chuyén hoa tai gan, bai tiét qua nudc tiéu
d- Xét nghiém khi sur dung Heparin:
- Can theo ddi vi hiéu qua chdng dong phu thudc:
Can nang
b6 16n cua HK
Do gin ctia Heparin vao huyét t vong va cac té bao vong ndi mo
- Theo dbi dé¢ dat lidu diéu tri
- XN theo doi
+aPTT (TCA)- c6 thé thay thé bang xét nghiém Howell.
1,5-2,5 lan so véi ching
Tuong (mg néng dd Heparin 0,2-0,4U/ml
+ Hodc dinh lugng anti-Xa: BN ¢6 yéu t6 chong dong trong Lupus hodc TCA co ban da
kéo dai
+ Po ndng d6 Heparin hodc danh gia thdi gian dong hoat hoa
3- Heparin trong lwong phén tir thip (Low Molecular Weight Heparin=LMWH)
- Thu dugc bang cach khir polymer Heparin KPD
- Trong lugng phan tir trung binh 4000- 6.000 dalton.
- LMWH c6 hoat tinh chdng Xa cao hon so v6i hoat tinh chéng Thrombin
- Dugc dong hoc: .
+ LMWH c6 d¢ kha dung sinh hoc gr:in 100%
+ Hoat tinh chong Xa dat dinh 3-5 gid sau TDD
- So v6i Heparin KPD, LMWH
+ gan voi protein plasma it hon — tac dung chéng dong co thé dy bao diing hon, khong
can XN theo dai diéu tri
+ gén dai thuc bao it hon — . dugc loai thai qua théan, T1/2 dai hon — TDD 1-2 lr:in/ng
+ gan v6i Tiéu cau it hon — KT phu thuéc Heparin it hon — it gy giam Tiéu cau do
Heparin
- Luya chon xét nghiém dé theo dai :
+ Dinh lugng anti-Xa.
+ TCA :khong nhay bang.
- Mot sb biét duge :
+ Lovenox (Enoxaparin)
+ Fragmin (Dalteparin).
+ Fraxiparin.( Nadroparin)
4-Chi dinh diéu tri bing Heparin:
- Nghé&n mach huyét khéi tinh mach (diéu tri du phong va diéu tri chira bénh).
- Huyét khéi dong mach vanh.
- bong mau rai rac trong 1ong mach (DIC).
- Phau thuat bypass tim phoi.
- Huyét khdi gay nghén mach nao.



- Dé phong huyét khéi trong chay than nhén tao.
5-Chong chi dinh diéu tri bang Heparin:
- Xuat huyét noi
- Tién can giam Tiéu cau
- Loét da day dang tién trién
- Viém mang ngoai tim cip
- Tang HA 4c tinh
Chong chi dinh twong doi:
- Cao tudi, suy dinh dudng, ting HA
- Suy gan, Suy than, tién cin loét da day ta trang
6-Twong tac thudc:
- Khong dung véi NSAID, Ticlopidin
- Theo ddi diéu chinh liéu v&i thude khéang vit K, Glucocorticoid, ACE, lgi tiéu gitr Kali,
Nitrates
- Cén théan voi: Cephalosporin, PNC, Omega 3, Dichofenac boi tai chd
C-SU DUNG HEPARIN:
1-Heparin tiéu chuin
a-Trong diéu tri dy phong:

Liéu 200 Ul/kg/24 gio (phac d6 Kakkar)

Sau d6 tiém dudi da 5.000U1/1an, ngay tiém 2-3 1an.

Theo ddi: XN TCA hodc dinh luong ndng do anti-Xa, 1dy mau gitta 2 1an tiém.

+ TCA: kéo dai hon so véi ching 10-12 giay.
+ Hodc ndng d6 anti-Xa = 0,1-0,5 Ul/ml.
b-Trong diéu tri:
Cdch thir nhdt :
Liéu : 400-800 Ul/kg/24 gio.
Theo ddi liéu bang Heparin (Liéu : 400-800 Ul/kg/24 gid)

Hwéng din Thoi diém iy miu theo doi Két qua cin dat dwoc
1. Truyén tinh mach BAt ot lte ndo - TCA=2 - 3 lan so v6i ching.
lién tuc ' - Anti-Xa = 0,4 - 0,6 Ul/ml.
Lay mau vao 1 gio trudc khi -TCA=1,2-2,0 lan so véi chung.
tiém mii tiép theo. - Anti-Xa =0,15 -0,3 Ul/ml.

2. Tiém dudi da. - TCA=2 - 3 1an so v6i chung.

Lay mau gitra 2 lan tiém. _ Anti-Xa = 0.4 - 0,6 Ul/ml,

- TCA= 1.5 -2.0 lan so v&i ching.
- Anti-Xa = 0,15 - 0,30 UI/ml.

3. Tiém tinh mach

céch hdi (nay it ding) Lay mau 1 gio trudce khi tiém

Cdch thir hai :
Liéu va cach dung :
+ Tiém tinh mach mii dau tién 5.000 UL
+ Sau d6 truyén tinh mach lién tuc véi lidu 30.000-40.000 Ul/ngay.
Theo ddi: 14y mau 4-6 gid sau khi tiém.
Xét nghiém TCA = 1,5 — 2.5 1an so v6i ching.
Piéu chinh liéu :
+ Khi TCA< 1,2 lan. Tiém thém liéu 5.000 UL
+ KhiTCA < 1,5 1an. Tiém thém liéu 2.500 UI

Cach thir ba :
Pha thubc : 20.000 UI/ trong 500 ml dich truyén (ndng d6 thude cd dinh 40UI/ml)
Céch dung :
+ Tiém tinh mach liéu dau 5.000 UI (bolus)
+ Truyén tinh mach lién tyc.
e Bénh nhan co nguy co chay mau cao, licu 31 ml/gid.



(31 ml x40 UI x 24 gio = 29.760 Ul)

Bénh nhén c6 nguy co chay mau thap, liéu 42 ml/gio.

(42 mlx 40 UI'x 24 gio = 40.320 UI)
Lay mau sau 4 — 6 gi0, diéu chinh va theo ddi theo bang sau :

XetT“(gjg‘em Thay dbi i 18 Thay ddi lidu Cin 1am tiép
Gidy Thém 6ml/gior (szr(;‘léfg ;‘fﬁ‘%jygid) Sau 4-6 gi¢r [am lai xét nghiém TCA
46 — 54 giay | Thém 3ml/gio | Thém 2.800 IU/ ngay Sau 4-6 gio lam lai xét nghiém TCA
55— 85 giay | Khong Khoéng Khoéng
o . Ngung truyén Heparin 1gid, sau do thi
86 — 110 gidy | B6t 3ml/gio G_lam 2.880 IU/ngay .\ trli(fyerig lai. }Lay mgu klerr;g tra TCA sau khi
(=40IU x 3ml x 24 gi0)
dung lai heparln 4-6 gio.
Ngung truyen Heparin 1gi0, sau do thi
> 110 giay Bé6t 6ml/gio Giam 5.760 IU/ngay truyén lai. Ly mau kiém tra TCA sau khi
dung lai Heparin 4-6 gio.

+ Liéu khéi diu 80U/kg TM, sau d6 truyén TM 18U/kg/gis

TCA(giay) Ti1é¢ TCA/TCA ching Liéu TM Truyén lién tuc
<35 <1,2 80U/kg Téang 4U/kg/gi6
35-45 1,2-1,5 40U/kg Tang 2U/kg/gid
46-70 1,5-2.3
71-90 2,3-3,0 Giam 02U/kg/gid
Ngung truyén trong 1gid,
>90 >90 rdi gidm 03U/ke/gids

+Ki€m tra TCA 06gid sau mdi 1an chinh liéu d&n khi dat 46-70gidy—theo doi TCA mdi ngay.

2-Heparin trong lwrgng phén tir thip:

Thudc biéu tri du phong biéu tri:

Lovenox Nguy co HK tb: 20 mg TDD 1 lan/d Img/kg/12h
20mg- 0,2 ml Nguy co HK cao: 40mg TDD 1 lan/d TDD 2lan/d
40mg-0,4ml

Fraxiparin Nguy co HK tb: 750UI TDD 1 lan/d 100-225U1/Kg/12h

0,2-0,3-0,4-0,6-0.8-1 ml
(1ml chira 9500UI chong Xa)

1 lan/d

Nguy co HK cao: 1000-1500UI TDD

TDD 2 lan/d

Léy mau 3-4 gi6 sau khi tiém dé xét nghiém anti-Xa ( khong can theo doi TCA)
Diéu tri dy phong: Ket qua can dat: nong do anti-Xa = 0.4 Ul/ml.

Piéu tri: Két qua can dat: ndng do anti-Xa =

3-Phéi hop Heparin véi thudce khang Vitamin K

St dung trong diéu tri bénh 1y huyét khoi.
Phac do tong quat :
+ Bat dau la dung Heparin

0,5-1,0 Ul/ml

+ Sau 4-5 ngay dung Warfarin p}}éi hop véi Heparin.
+ Sau 3-5 ngay thi cat Heparin dé st dung Warfarin don doc.

Xét nghiém theo doi :




+ Giai doan stir dung Heparin : TCA va/ hodc dinh lugng anti-Xa.
+ Giai doan stir dung Warfarin : PT(% gidy), INR. Duy tri INR = 2-3.
4-Théi gian sir dung khang dong:
- Giai doan déu sau khi bj HK hay thuyén tic phoi, BN tiép tuc uéng khang déng tir 3-6
thang ngan chén sém su tai phat

- Sau 6 thang danh gia lai

- b6i voi BN HK di truyén ti€p tuc trén 6 thang

Phan loai nguy co: Théi gian

- Nguy co trung binh: Tuy nguy co cao ma phong bénh kéo dai

1 HK, khong tri¢u ching
- Nguy co cao:
> 2 HK tyu phat Khoéng han dinh
1 HK tu phat de doa cudc séng
1 HK ty phat & vi tri bat thuong
( mach mau nao hay nhdi mau mac treo)
1 HK ty phat hién dién v6i khiém khuyén sinh hoc
) HK tai phat
D-BIEN CHUNG SU DUNG HEPARIN:
1-Xuét huyét:
- C6 thé gip 5%
- Hay gép & BN dang PT, dot quy, c6 tién st XHTH, bénh than, tudi cao, giam tiéu
cau hodc BN cung luc diéu trj thudc khang TC, tiéu soi huyét
2-Giam tiéu ciu
- Gip & 3 — 5% bénh nhan sau diéu trj Heparin 5 — 10 ngay.
- Do khéang thé chdng lai phtic hgp Heparin véi yéu té 4 tiéu ciu.— do co ché mién
dich (heparin-induced thrombocytopenia — HIT)
- Biéu hién: c6 thé c6 xuat huyét nhung it, chu yéu 1a xay ra huyét khéi, dic biét 1a
huyét khéi dong mach
Xt Iy: Ngimg Heparin. SO luong tiéu ciu s& tro lai binh thuong trong vong 4 ngay.
Diéu tri huyét khdi bing Lepirudin.
3-Loang xwong
Khi sir dung heparin lidu cao (> 20.000 IU/ngay) va kéo dai (> 5 thang) thi c6 thé xay
ra bién chimg lodng xuong, do béi ting hoat dong ctia hity c6t bao (Osteoclast)
4-Cac tac dung phu khac
- Giam Aldosteron
- Phan ung qua man.
- Tang men gan.
- Hoai tir da khu tru..
- Tang Kali mau..

E- KHANG HEPARIN

- Goi 12 khang Heparin khi phai str dung véi liéu > 35.000 TU/24 gio méi tao ra duoc
hiéu qua khang dong trung binh.

- Nguyén nhén: la do tang viéc gin heparin voi céc protein huyét twong (nhu
vitronectin), yéu t6 4 tiéu cau, Monocyt hoic té bao n6i mac.

Mic khéc ciling ching to qué trinh huyét khdi van con xdy ra manh mé ( mic dau dang
c6 diéu tri chdng dong); Hodc & ddy co su bit luc twong dbi cua phirc hop Heparin AT 111
trong viéc trung hoa Thrombin.

- Xtr 1y: nhanh chéng loai b nguyén nhan gy ra huyét khéi; C6 thé tang lidu Heparin
1én dudi sy kiém so4t chat ché cua xet nghiémTCA; Tuy nhién khéng dugc qua lam dung
vi rat d& gay ra bién ching giam tiéu cau, chay mau do dung qua liéu Heparin.



F- QUA LIEU HEPARIN

St dung Heparin qua lidu c6 thé gay ra mot sd bién ching nghiém trong nhu ting nguy
co xuét huyét, giam tinh d6ng mau cta céc serin protease.

Dé huy bo tac dung cta heparin nén str dung protamin. 1 mg Protamin Sulphat c6 thé
trung hoa dwgc 100 IU Heparin. Protamin chi trung hoa duogc hién luc chéng Thrombin
nhung khong trung hoa dugc hiéu lyc chdng Xa cua Heparin.

Cac liéu thong thudng duoc sir dung theo dudng tinh mach & ngudi 16n 1

e 3ml (=3.000 UAH) Protamin néu sutrung hoa dugc thuc hién trong vong 6
gid dau ké tir khi tiém liéu Heparin cudi cung.

e 2ml(=2.000 UAH) Protamin néu su trung hoa dugce thuc hién sau 6 gio
dau keé tir khi tiém liéu Heparin cubi cung.

C6 thé str dung 13p lai sau mdi 2 hodc 3 gid cho dén 12 gid sau

G- MOT SO TINH HUONG SU DUNG HEPARIN
1-Hoi chiing mach vanh cap:
a) Hoi chitng mach vanh cip khong ¢6 ST T

Liéu phdp chong huyét khéi t6i uu gdm: Aspirin + Clopidogrel + Heparin TLPT thap (c6

thé thudc tc ch€ GP 1Ib/IIla cho BN nguy cd cao can can thiép PMV qua da)
b) NMCT cip v6i ST T
Uu tién hang du 1a phai tdi luu thong PMYV bi tic do huyét khdi.

- C6 2 phuong phép tdi Iuu thong PMV bi tic: dung thudc tiéu huyét khdi
(streptokinase, rt-PA) va can thi€ép PMV qua da.

- Biéu tri chdng huyét khdi déng vai trd hd trg cho viéc tdi luu thong PMV, gidp ngin
ngira tic DMV tdi phét (sau khi da t4i lvu thong DMV thanh cong biing thudc hoic can thiép
qua da) va tic PMV & nhitng vi tri khéc.

- Biéu tri chdng huyét khdi bao gdm diéu tri chong ti€u cau (Aspirin cin thiét cho moi

BN -néu khong c6 CCP) va diéu tri chong dong.

- Khi truyén thudc tiéu huyét khdi hoic nong/dit stent, cuc mdu dong trong PMV bi
phan rd va gidi phéng mot lugng 16n Thrombin — phdi ding Heparin d€ tc ché lugng
thrombin nay.

% BN dudc can thiép PMV qua da cin dudc dung Heparin KPD TTM. 60-100 UI/Kg
(t61 da 5000 UI) IV Bolus + TTM 12-15UI/kg/24 gi, TCA= 1,5 — 2 chiing
% BN dudc diéu tri bing thudc tiéu HK chon loc (rt-PA — Alteplase, Reteplase,
Tenecteplase) dung liéu Heparin & gi6i han du6i
< BN dudc diéu tri bing thudc tiéu HK khong chon loc (Streptokinase, Anistreplase,
Urokinase) c6 nguy cd cao bi thuyén tic mach hé thong ciing can dugc diing heparin
KPP TTM (Nguy c6 cao bi thuyén tic mach hé thdng: NMCT rdng hoic thanh
trudc, rung nhi, c6 huyét khdi trong budng that trdi, c6 tién sif thuyén tic mach).
Nhiéu nghién citu cho th'y Clopidogrel + Aspirin ¢6 1¢i hon aspirin don tri (BN ¢6
dung thudc tiéu huyé&t khdi hoic khong) va Enoxaparin ¢6 1gi hon Heparin KPP (BN
c6 dung thudc tiéu huyét khoi).
Liéu Enoxaparin : 30 mg bolus + 1 mg/kg TDD /12 git (khdng bolus néu > 75 tudi)
2-Huyét khéi tinh mach sau-Thuyén tic phoi:

a-Phong nguwa HKTM sau
Pudc chi dinh cho BN bi bénh niing (nhit 1 suy tim, suy ho hap, ung thu) hay sau m&,

sau chin thuong phai nim bat dong lau.



Phong ngira dic biét can thi€t néu BN 16n tudi, c6 tinh trang ting dong hoic tién st
huyé&t khdi tinh mach su va sau mot s6 phiu thuat chinh hinh (thay khép g6i, thay khép
héng gid).

Dung Heparin KPP liéu thap (5000 don vi x 2 /ngay TDD) hoic Heparin TLPT thap
TDD 1 1in /ngdy. N&u phai phong ngira kéo dai (vi du sau phau thuat chinh hinh 16n), ding
thudc KVK uéng (INR = 2-3).

b-biéu tri HKTM siu va thuyén tic phdi
Dung Heparin KPP liéu cao TTM hoidc Heparin TLPT thap TDD it nhit 5 ngay
- Enoxaparin 1 mg /kg x 2/ngay TDD
- Fraxiparine 0,4 — 0,9 ml x 2/ngay TDD
<50 kg: 0,4 ml
50-59 kg: 0,5 ml
60-69 kg: 0,6 m
70-79 kg: 0,7 ml
80-89 kg : 0,8 ml
>90 kg : 0,9 ml
(1 ml chita 9500 dv anti-Xa)
- Bit ddu thuoe KVK udng ciing lic v6i Heparin, diing song song 2 thudc va ngung Heparin
khi nao INR dat mic 6n dinh va > 2,0.
3-Nhoi mau nio . .
- Aspirine dung trong 48 gi¢ dau c6 lam giam ty 1¢ tir vong va ty 1¢ thuong tat trong nhdi mau
ndo. Aspirine, Ticlopidine, Clopidogrel, c6 két qua trong phong ngtra thir phat nh6i mau néo
- Heparine TLPTT duoc chi dinh di€u tri trong HKTM ndo v trung, ngay ca truong hop
HKTM géy nhoi mau c6 xuat huy€t, tuy nhién néu c6 mau ty thi khong st dung.
- Sau giai doan cap s€ dung khang dong uong trong 3-6 thang.
- Heparine TLPTT con du’(_rg chi dinh trong béc tdch ndi mac dong mach canh va dong mach
cot song tu phat hay sau chan thuong.
4-Trén BN phau thuat
a- Phiu thuit khan cho BN dang ding KVK: truyén huyét tuong tudi dong lanh dé
diéu chinh dong mau.
b- Phiu thuat chuong trinh:
- Phic @6 thong thudng: ngung KVK 72 gid truc md. Khi INR gidm
< 1,5 ¢6 thé md an toan.
- Trudng hgp BN nguy co cao : cho BN nhip vién, ngung KVK 3 ngay truéc md, bit
d4u Heparin truyén TM khi INR ha xudng < 2 va ngung Heparin 6 gid truSc mé.
Nguy co cao: Huyét khdi thuyén tic mach méi (trong vong 1 nim trudc)
hoidc van nhén tao kiéu cii
hoic BN ¢6 nhiéu YTNC (rung nhi, tién cin thuyén tic mach,
tinh trang tang dong, van nhan tao cd hoc, EF < 30%)
- Sau md cho BN uéng KVK lai sém néu khong c¢6 van dé chdy mau hau phiu, c6
thé ngay ngay hom sau. P6i v6i BN nguy cd cao bit dau heparin trong vong 24 gid
sau m& va tiép tuc cho d&€n khi BN c¢6 thé udng duge thusc KVK va INR > 2.
- Phiu thuat, thd thuat c6 nguy cd chdy mau thip (md ngoii da, m& duc thiy tinh thé
hoic glaucoma, danh béng ring, tram ring) : khong cin ngung KVK truéc.
-Nh6 ring: gidm liéu KVK d€ dat INR =2 - 2,5. Ngay sau d6 ti€p tuc thudc KVK
véi liéu nhu cii. Néu phai nhd nhiéu ring hoic nhd ring khé c6 thé phai ngung KVK
2 ngay trudc dé tranh chdy mau nhiéu va bit diu KVK lai ngay budi chiéu ngiy nhd
ring véi liéu nhu cii.



d-Nhdi m4u mac treo:
- Sur dung khang dong sém khi c6 chan doan NMMT
- Gi61 han sy tién trién cua HK va ngan ngua tai phat 7
- Nhicu nghién ctru cho thay néu BN khong dung khang dong sau mo c6 ty 1€ tai phat
va tir vong cao
- Str dung Heparin sém trong vong 24 gid sau m& va ti€p tuc cho dén khi BN c6 thé
udng dudgc thudec KVK, giit INR > 2.
5-Trén BN c6 thai
Trong thai ky c¢6 tinh trang tdang dong do :
- Tang ndng dd cic yé&u td dong mau VII, VIII, X va Fibrinogen, dé khing véi
Protein S va gidm ndng dd Protein C.
- Giam hoat tinh ti€u Fibrin do ting PAI-1 & 2.
a-Mot so tinh hudng st dung:
-Van tim nhan tao
-Di truyén:
+ Thi€u yé&u td V Leiden.
+ Dot bién gene Prothrombine.
+ Thiéu Proteine C.
+ Thi€u Proteine S.
+ Thi€u Antithrombine III.
- C6 huyé&t khoi tinh mach truée do.
- Thuyén tic tinh mach ldc c6 thai.
- Hoi chitng khang thé khang Phospholipide.
- Rung nhi man.
b-Loai thudc sit dung:.
Theo Sixth American College of Chest Physians (ACCP) Consensus Conference on
Antithrombic Therapy da khuyén cdo st dung 03 chién lugc diéu tri thudc khdng dong trong
luc c6 thai:

A Heparin KDP
| | | |
| Ba thang dau | Ba thang gitra | Ba thang cudi
B LMWH
' : : :
Ba thang dau Ba thang gitra Ba thang cubi

C  Heparin KDP hoac LMWH WARFARIN Heparin KDP hoac LMWH

< »d »d [
< Ll | Ll | »

A I I .
Ba thang dau Ba thang gitra Ba thang cuoi

Pa 56 dung chién luge C: dung Heparin trong 03 thdng dau va sau tuan thit 35; Warfarin trong
03 thdng gifta va phan diu cda 03 thdng cudi. Tuy nhién, su lua chon ché& d6 khiang dong phu



thudc vao su thich hop cla tirng bénh nhan va thay thudc sau khi d3 xem xét nhitng nguy co cho
me va thai v6i mdi loai thudc

-Thudc KVK di qua nhau thai, c6 thé gdy xay thai va di dang thai nhi. Tan suit di dang thai nhi
(di dang mili, sun xuong, cot song, hé TKTU, mit) dic biét cao néu dung KVK tif tudn 6 dén
tuan 12 clia thai ky. KVK tuong d6i an toan trong tam c4 nguyét thir 2 va 3.

-Heparin khong di qua nhau thai, tuy nhién khi diing kéo dai c6 thé giy lodng xudng va gidm
ti€u cau.).

10.
11.
12.

13.

14.
15.
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LUUY
Gidm ti€u cAu do Heparin: c6 2 loai gidm tiu ciu do heparin

1) Gidm ti€u cau nhe do tdc dung truc ti€p clia heparin 1én tiéu cau : Ti€u cau
= 100.000-150.000/mm3, thudng khong triéu chitng, xuat hién 1-3 ngay sau
khi bit diu dung heparin va tu hét sau vai ngly.
2) Gidm ti€u cAu ning do cd ch& mién dich (heparin-induced
thrombocytopenia — HIT) : Ti€u cau c6 thé < 50.000/mm3, xuat hién 3—15
ngay sau khi bit du heparin (s6m hon néu trudc d6 BN di c6 dung heparin).
Biéu hién : tic mach (do huyét khdi tiu ciu) + chdy mau.

X tri : ngung heparin, diéu tri huyét khéi bing lepirudin.

*Chuy: Dé dé phong cac bén chimg chay mau hodc giam tiéu cau do diéu tri biang heparin
nhat thiét phai str dung cac xét nghi¢m dong mau dé theo doi.
Bang 1. Tham do cac bénh nhan bi chay mau trong khi dang diéu tri heparin

Két qua xét nghiém Ly do va xir ly
- APTT : dai gap 2-3 lan so véi chimg - Qua liéu heparin.
- Tiéu cau binh thudng. - Giam hodc ngimg diéu tri heparin.
- Fibrinogen : Binh thuong.
- APTT : trong gi61 han binh thuong - Gian tiéu cau do dung heparin.
hodc kéo dai. - Ngung su dung heparin.
- Tiéu cau thip .
- APTT : rét dai. - C6 thé DIC hoic bénh 1y gan hay than ?
- Tiéu cau thap. - Néu dang sy73 dung heparin thi :
- Fibrinogen : Thap. + Pinh lugng lai ndng d6 heparin (bang ki

thuat anti-Xa assay).
+ Piéu chinh lai liéi heparin

Thudc khiang dong trén BN ¢6 thai
Nhitng tinh hudéng sit dung thudc khdng dong liic cé thai

* Van tim nhin tao
* Di truyén:
+ Thi€u yé€u t8 V Leiden.
+ Dot bién gene Prothrombine.
+ Thi€u Proteine C.
+ Thi€u Proteine S.
+ Thi€u Antithrombine III.
* C6 huyé&t khoi tinh mach trude do.
* HKTMS c4p hodc thuyén tic tinh mach ldc ¢6 thai.
* Hoi chiing khang thé khang phospholipide.
(Antiphospholipide antibody syndrome)
* Rung nhi man.
* HO1 chiing Eisenmenger.




Ba loai thudc thudng duge st dung lic cé thai: Heparin khong phan doan (UH = unfractionated
heparin); Heparin trong lugng phan tif thip (LMWH = low molecular weight heparin ) va Warfarin.
Theo Sixth American College of Chest Physians (ACCP) Consensus Conference on Antithrombic
Therapy di khuyén cdo stt dung 03 chién ludc diéu tri thudc khang ddng trong lic c6 thai:
A UH

A
v

Ba thiang dau Ba thdng gitta Ba thdng cudi

B LMWH

I | I I

I Ba thang dau Ba thang giita Ba thang cuoi |
C

UH hoiac LMWH WARFARIN UHhodacLMWH

: : : :

Ba thiang diu Ba thdng giita Ba thdng cudi

Pa sé cdc thdy thudc lam sang ding chién luge C: dung Heparin trong 03 thdng dau va sau tuan
thit 35; Warfarin trong 03 thdng giita va phan diu ctia 03 thang cudi. Tuy nhién, su lya chon ché do
khdng ddng phu thudc vao su thich hdp cda tiing bénh nhin va thiy thudc sau khi di xem xét
nhitng nguy co cho me va thai véi mdi loai thudc.

- Warfarin: qua d& dang hang rao nhau va c6 thé giy hai cho thai, nhung an toan trong Itic cho con
bi. Tan suit bénh cho phdi (embryopathy): bat thudng vé sy thanh 14p vé sun va xuong cho thai 1a
4-10 %, nguy co cao hon khi Warfarin dugc st dung trong tuin thi 6 va thi 12 cia thai ky. Khi st
dung trong 03 thdng gifta va cudi, Warfarin c6 th€ gy nhitng bat thudng hé TKTW. Tuy nhién,
nhitng dif liéu gan ddy thira nhan ring nguy co gdy bénh cho phoi thi thdp néu sit dung vdi liéu <
Smg/ ngay.

- UH: khong qua dugc nhau va dugc xem 1a an toan nhét cho thai. Tuy nhién lai gy 4nh hudng
cho me: loing xuong, xudt huyét, gidm ti€u cau do heparin ( HIT = heparin — induced
thrombocytopenia) va c6 tin suit cao huyét khdi & bénh nhin c6 van tim co hoc.

UH c6 thé cho tinh mach (TM) hoic tiém duéi da (TDD) su6t lic ¢6 thai .TDD 10.000 U x 2 1an /
ngay; danh gia liéu thich hop dua trén aPTT 2-3 1an ching. Liéu UH thudng st dung cao hon dé dat
aPTT do tinh trang ting dong lic c6 thai. Pudng TM phai ngig 04 git trudc khi md bit con va st
dung lai 06-12 gid sau sanh.

- LMWH: it gay HIT. Anh hudng trén mat d6 xuong chua rd rang .LMWH c6 thé TDD ma khong
can theo doi aPTT. Dif liéu vé d6 an toan va hiéu qui cia LMWH & bénh nhin c6 van tim cd hoc
chura ddy dd. N6i chung, LMWH thudng dugc st dung trong 03 thang diu clia thai ky.

- Thuéc chong két tap tiéu cau 1am ting xudt huyé&t cho me va qua dudc nhau. Aspirin ting tin
suat sinh non va chiam phdt trién thai. Tdc dung tc ch& tdng hdp Prostaglandine ctia Aspirin din
dén déng 6ng PM. Aspirin dudc st dung trong nhitng chi dinh dic biét (Nhdi mau co tim) va du
phong tién sdn giat. Chua c6 dit liéu vé hiéu qué clia Dypyridamole, Clopidogrel, hoic nhitng chat
tic ché thu thé Glycoproteine IIb,I11a cda ti€u cau.




Nghién cifu da trung tAm ¢ Phap trén 155 thai phu cé van tim nhan tao co hoc: nguy co huyét
khdi tic mach va nghet van ¢ nhitng ngudi dung heparin cao gip 4 lan so véi nhitng ngudi
dung thuoc KVK (Arch Mal Coeur 1994; 87: 429-437
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Piéu tri TT phoi:
- Liéu lugng Heparin khong phan nhanh(UFH): c6 02 ch& d6 :
* Thong thudng:5000-10.000U Tm,sau dé truyén lién tuc 1000-1500U/gis sao cho aPTT 1,5-
2,5 1an chiing.
= Liéu lugng dya trén cin ning:vu di€m hon dat dugc ndng d6 khang dong nhanh va an toan:
+ Pha 20.000U Heparin vao 500ml dung dich truyén(40U/ml)
+ Liéu khdi dau 80U/kg cin ning TM,sau d6 truyén TM 18U/kg/gid
+ Kiém tra aPTT 06gid sau khi truyén va diéu chinh liéu theo sau:

PTT(gidy) Ti 1é PTT Lidu TM Truyén lién tuc
<35 <12 80U/kg Ting 4U/kg/gid
35-45 1,2-1,5 40U/kg Tang 2U/kg/gid
46-70 1,5-2.3
71-90 2,3-3,0 Gidm 02U/kg/gid
Ngung truyén trong 1gid,
>90 >90 rdi gidm 03U/ke/gid

+Ki€m tra aPTT 06gid sau mdi 1an chinh liéu d&n khi dat 46-70gidy—theo doi aPTT mdi ngay.




