Str dung thuéc chéng déng mau trong thei ky mang thai va
sau sinh

Gi&i thigu

Céc lwa chon chdéng ddng mau da dwoc mé rong trong vai thap ky qua, cung cap mot
sb lwong Ién hon cac tac nhan dé phong ngtra va diéu tri bénh huyét khéi tic mach.
Ngoai cac thubc khang heparin va vitamin K, cac thuéc chéng ddng mau truc tiép vao
hoat ddng ctia enzym thrombin va yéu t6 Xa da dwoc phat trién. Viéc st dung thich
hop cac tac nhan nay doi hdi phai cé kién thirc vé cac dac diém, rdi ro va loi ich riéng
cua ttrng nhém.

M6t nhém nhd bénh nhan mang thai can dung thuéc khang déng trong théi ky mang
thai va / hoac trong théi ky sau sinh, bao gém phu ni¥ c6 nguy co' cao bi huyét khéi tinh
mach sau va phu nir c6 van tim nhan tao, rung nhi, huyét khbi xoang tinh mach nao, réi
loan chirc nang théat trai, va mét thai nhi (fetal loss). St dung thuéc chéng déng mau
trong th&i ky mang thai 1a moét thach thére do tac dung gay qudi thai tiém an va sy phirc
tap vé liéu lwong cta thubc va diéu tri chdng ddng mau trong théi gian chuyén da.
Ngoai ra, nhitng phu ni¥ dang dung thubc chéng déng mau man tinh dw tinh mang thai
can dwoc tw van vé cach tranh céc tac dung co thé gay quéi thai ctia warfarin.

Thubc rc ché thrombin trye tiép va thudc tre ché yéu t Xa trwc tiép khéng duoc st
dung trong th&i ky mang thai, do thiéu nghién ciru 1am sang. Néu mét bénh nhan dang
dung mét trong nhirng thubc nay cé thai, nén dwoc chuyén sang diing heparin trong
lwong phan tlr thap (LMW heparin) ngay lap tic, heparin LMW dwoc wa chuéng & hau
hét phu nlr mang thai can dung thubc chéng déng méau

Toéng quan veé viéc lwa chon thuéc chéng déng mau

Ngwoc lai voi thude chong dong mau & phu ni chra mang thai, viéc lwa chon thudc
chong déng mau trong thai ky can phai tinh dén sw an toan cga thai nhi va cac van dé
chu sinh cla ba me (vi du nhw khoi phat chuyén da khong the doan tru’é’cLsG dung
thudc gay mé than kinh (neuraxial anesthesia) dé kiém soat con dau chuyén da).

Heparin

Heparin dugc s dung cho hau hét phy ntr mang thai vi chiing khéng qua nhau thai va
khéng dan dén viéc chong déng mau cho thai nhi.

- Heparin trong lwong phan tie thap (LMW)
Khuyén céo dung heparin LMW (Low molecular weight) thay vi heparin khong phan

doan (unfractlonated heparln) cho t4t ca bénh nhan trir nhirng tuan cubi cda thai ky, vi
ching cé hiéu quéa va dé sir dung hon heparin khéng phan doan. Heparin LMW tao ra



dap tng chéng déng mau dé tién lwgng hon so véi heparin khéng phan doan va khong
can theo doi thwdng quy.

M6t tdng quan hé théng cac nghién clru vé viéc st dung LMW heparin d& phong ngira
ho&c diéu tri VTE (Venous thromboembolism) trong thai ky d& két luan rang heparin
LMW vira an toan vira hiéu qua (64 nghién ctru, 2777 tredng hgp mang thai). Ty 1é
huyét khéi tinh mach va déng mach twong (rng la 0,8% va 0,5%, va ty |&é chdy mau
dang ké (2%), phan tng da (1,8%), va gay xwong do lodng xwong (0,04%) thap c6 thé
chap nhan dugc. Khong cé trwong hop t&r vong me va khdng cé treéng hop gidm tiéu
cau do heparin

- Heparin khéng phan doan

Heparin khéng phan doan la mét Iwa chon thay thé hop Iy cho heparin LMW khi chi phi
hodc nhu cu ddo ngwoc nhanh chéng 1a quan trong (vi du, dé sinh con hodc phau
thuat). Heparin khéng phan doan dwoc wu tién hon heparin LMW & bénh nhan suy than
nang (vi du, dd thanh thai creatinin <30 mL / phut) vi d6 thanh thai heparin LMW hau
nhw chi & than, trong khi sw thai trlr heparin khéng phan doan la & than va gan.

Heparin khong phéan doan - Heparin khdng phan doan 1a mot giai phap thay thé co6 thé
chap nhan dwoc va it tbn kém hon heparin LMW. N6 c6 thé thich hop hon heparin
LMW trong céac giai doan cua thai ky khi can kiém soat nhanh chéng déng mau theo
thoi gian (vi du, gan thdi diém sinh, néu can phau thuat). Heparin khéng phan doan
cling dwoc wu tién hon heparin LMW & bénh nhan suy than nang (vi du, dé thanh thai
creatinin <30 mL / phat) vi chuyén héa heparin LMW chi & than, trong khi chuyén héa
cua heparin khéng phan doan & than va gan. Heparin khéng phan doan khéng di qua
nhau thai, va bang chirng khéng tac dung cé hai déi v&i thai nhi

Thuéc thay thé heparin (Fondaparinux, argatroban, danaparoid )

Thubc chéng ddng mau khdng phai heparin thwong khéng dwoc s dung trong thdi ky
mang thai trir khi c6 chdng chi dinh v&i heparin (vi dy, gidm tiéu cau do heparin) hoac
khéng thé str dung thubc tiém.

- Danaparoid

Danaparoid la mét heparinoid trong lweng phan t& thp (dan xuét ctia heparan) c6 &
nhiéu quéc gia (vi du: Canada, Nhat Ban, Chau Au, Uc) nhung khéng c6 & Hoa Ky.
Thubc khéng qua nhau thai. Thiéu di¥ liéu str dung danaparoid trong thai ky, thudc nay
thuwérng dwoc danh cho phu nir mang thai bi giam tiéu cau do heparin (HIT) trong hodc
ngay trwéc khi mang thai

- Fondaparinux

Fondaparinux la mét polysaccharide tdng hop dwa trén phan doan hoat dong cua
heparin. Kinh nghiém vé&i fondaparinux trong théi ky mang thai la rat han ché va di liéu



lién quan dén sw di chuyén qua nhau thai con ban cai. ACCP (The American College of
Chest Physicians) d& nghi han ché st dung fondaparinux trong th&i ky mang thai déi
v&i nhivng phu ni cé phan (ng nghiém trong véi heparin (vi du, HIT) khéng thé dung
danaparoid

- Argatroban

Argatroban 13 mét chat e ché thrombin truc tiép qua dwong tiém danh riéng cho
nhirng ngudi cé phan trng nghiém trong véi heparin (vi du, HIT), nhirng ngudi khéng
thé dung danaparoid ho&c fondaparinux (vi du, do khéng cé sén ho&c phan tng di
&ng). Argatroban yéu cau tiém tinh mach lién tuc va theo ddi thdi gian thromboplastin
hoat héa tirng phan (@PTT).

Thuéc chéng déng mau thweng dwoe tranh trong thei ky mang thai
- Warfarin

Warfarin va cac chat déi khang vitamin K khac tw do di qua nhau thai va gay qual thai,
v&i nguy co cao nhat xay ra khi ding thuéc trong khoang tuan thtr 6 dén 12 cta tudi
thai; nhirng tac nhan nay ciing cé thé gay chay mau thai nhi & bat ky giai doan nao cla
thai ky.

Warfarin thwdng duwoc tranh trong thdi ky mang thai vi né di qua nhau thai, gay quai
thai va gay ra hién twong chdng ddng mau cho thai nhi trong suét thai ky. Trong th&i ky
dau mang thai cé thé dan dén bénh ly phdi (embryopathy), trong giai doan sau cua thai
ky c6 thé gay chdy mau thai nhi, bao gébm xuét huyét noi so.

M6t ngoai 1& 1a & phu nir dwoc coi 1 cd nguy co' cao dbi vdi huyét khdi hodc huyét khobi
thuyén tdc mach (vi du, do van tim co hoc). O nhirng bénh nhan nay st dung warfarin

trong th&i ky mang thai 1a mét lwa chon. Viéc lwa chon thudc chéng ddng méau trong bbi
canh nay dwa trén sy can nhac can than vé cac nguy co clia ba me va thai nhi khi thao
luan vé&i bénh nhan. Warfarin da dwoc st dung trong ba thang cudi cla thai ky khi qua

trinh hinh thanh co quan gan nhw da hoan chinh, nhwng nguy co’ chdy mau thai 1a mot
bat loi so véi cac thubc khac.

- Thubc trc ché trwe tiép thrombin va trc ché yéu té Xa dwong uéng (DOAC)

Thubc &rc ché thrombin truc tiép qua dwdrng udng (vi du: dabigatran) va trc ché yéu té
Xa (vi du: rivaroxaban, apixaban, edoxaban), dwoc goi chung la thudc chdng déng mau
truc tiép dworng udng (DOAC), khéng duoc st dung trong thi ky mang thai do tang ri
ro sinh san trong cac nghién ctru trén dong vat va khdng da dir liéu vé tinh an toan va
hiéu qua trén ngwoi. DOAC ciling khdng nén dung cho phu nir dang cho con bu

KHI NAO BAT BPAU LMW HEPARIN



Phu nir dang dung thudc trc ché thrombin tryc tiép (vi du: dabigatran) hoac thudce tre
ché yéu to Xa (vi dy, rivaroxaban, apixaban) nén co6 ké hoach chuyén sang heparin
trong lwvong phan tr thap (LMW) khi ho c6 thai.

Chuyén tir thubc chéng déng mau dwong ubng sang heparin LMW déi véi phy niv dang
diéu tri thuéc chong déng mau dwong udng man tinh dang dy tinh mang thai, tw van vé
viéc tranh tac dung gay quai thai ctia warfarin

B4t dau s dung heparin LMW déi v&i nhirng phu nir khéng duoc diéu tri chéng déng
mau man tinh nhung can dung thubéc chéng ddng méau trong thdi ky mang thai (vi du:
diéu tri dw phong huyét khdi), thi viéc chéng ddng mau dwoc bat dau khi cé thai hon 1a
trwdc khi thu thai. Di véi nhivng phu niv nay, LMW heparin thwdng dwoc bat dau trong
ba thang dau sau khi thai ky dwoc xac nhan bang két qua thr thai dwong tinh, mién la
khéng cé chay mau am dao.

KET LUAN

Déi v&i hdu hét bénh nhan can dung thudc chéng déng méau trong théi ky mang thai
(ngoai trr b&nh nhan van tim co hoc), heparin an toan hon cac thuéc chéng déng mau
khac. Dbi v&i nhivng bénh nhan nhw vay, khuyén cao dung heparin trong lwong phan to
thdp (LMW) hon Ia heparin khéng phan doan tri» nhirng tuan cudi cda thai ky (Grade
1B). Diéu nay dwa trén sy dé sir dung ctia heparin LMW so vé&i heparin khéng phan
doan. Heparin khéng phan doan la mét gidi phap thay thé hop ly khi chi phi hodc nhu
cau can hdi phuc nhanh la quan trong, va 1a tdc nhan wu tién cho bénh nhan suy than
nang (vi du, d thanh thai creatinin <30 mL / phut) va cho tat ca bénh nhan chuan bi
chuyén da va sinh né.

C6 thé dung LMW heparin v&i cac liéu lwong khac nhau tiy thudc vao nguy co huyét
khéi tdc mach va mac dd chéng déng mong mudn. Thuat nglr chung "liéu diéu tri" va
"liéu dw phong" dwoc str dung dé thé hién cwdng dd khang déng va thay dbi tuy thudc
vao tac nhan dwoc st dung. Diéu quan trong 1a st dung cac ché pham khoéng co chét
bdo quan. Xét nghiém creatinin va sé lwong tiéu cau trwdc khi bat ddu LMW hodc
heparin khéng phan doan, va theo déi sé lwong tiéu cau trong khi dung heparin.

Viéc lwa chon mirc dung thuéc thich hop dwoc thdo luan trong cac bai tbng quan chu
de riéng biét vé cac chi dinh chong ddng mau:

- Bénh huyét khdi khé dong di truyén (Inherited thrombophilia)
- Thuyén tac huyét khoi tinh mach trwdc do (Prior venous thromboembolism)

Chay mau la mét rui ro v&i bat ky loai thudéc chdng ddng mau nao. X tri chdy mau phu
thudc vao mirc dd va vi tri chay mau, va chi dinh ban dau doi véi thudc chong déng
mau, va cac quyeét dinh ve viéc ngirng str dung va dao ngugc thuéc chong déng mau



dwoc dua ra tuy tirng trudng hop véi sw tham khao y kién clia bac si huyét hoc va cac
bac si chuyén khoa khac.

Giadm tiéu cau do heparin (HIT): ty 1& méc HIT khi mang thai la rat thap, theo d&i HIT
bang cach danh gia sé lwong tiéu ciu ctia bénh nhan dinh ky trong théi gian dung LMW
hoac heparin khéng phan doan. Bénh nhan nghi ngo HIT nén dwoc danh gia ngay lap
tirc vé& cac thong sb 1am sang (vi du, sé lwong tiéu cau, sw hién dién cta huyét khéi
hodc thay dbi da); déi v&i nhirtng ngudi dwoc coi la c6 kha nang méc HIT cao, nén thay
thé mot loai thudc chdng déng mau thay thé va can tién hanh xét nghiém HIT.

Nén tranh dung thudc chéng déng mau trong qua trinh chuyén da; hau hét cac bac si
san khoa thay thé heparin LMW liéu diéu tri bang heparin khdng phan doan & tudi thai
36 dén 37 tuan dé gidm nguy co chay mau khi sinh. Trwéng hop ngoai 1é 1a nhirng phu
ni¥ c6 van tim co hoc, chuyén sang dung heparin khéng phan doan thuwérng duoc thuc
hién mudn hon

Khong thé dwa catheter dé gay mé than kinh néu bénh nhan dang khang déng. Khoang
thoi gian khong ¢ khang dong trwdc khi gay mé than kinh phu thudc vao tac nhan va
lieu lwong str dung.

Thubc chéng ddng mau dwoc bat diu lai sau khi sinh & hau hét bénh nhan dang dung
thubc chdng ddng mau trong théi ky mang thai; nhirng bénh nhan khac cé thé bat dau
chéng déng mau sau sinh dé diéu tri dw phong thuyén tic huyét khéi tinh mach (VTE).
Heparin khéng phan doan hodc LMW cé thé dworc tiép tuc véi liéu dw phong s&m nhat
la 4 dén 6 gid sau khi sinh nga am dao va 6 dén 12 gid sau khi sinh mé triv khi cé chay
mau dang k&, méc du dbi véi hau hét bénh nhan, khuyén céo doi tir 6 dén 12 gi® sau
sinh ngd am dao va 12 dén 24 gi® sau khi mé 13y thai. Nhiéu thuéc chéng déng méau (vi
du, heparin, warfarin) c6 thé dwoc st dung trong thdi ky cho con bu vi chiing khéng
tich tu trong stra me.

Phu nlr dang dung thudc chéng déng mau man tinh dang dy tinh mang thai can duoc
tw van vé viéc tranh tac dung gay quai thai cta thudc chdng déng mau duvong udng (vi
du: warfarin). Warfarin, thudc (rc ché thrombin truc tiép dwong uong va thubc rc ché
yéu t6 Xa khoéng nén tiép tuc trong ba thang dau va nén chuyén sang dung LMW
heparin trwéc khi cb gang thu thai hodc ngay sau khi xac nhan ¢ thai.

Phu luc

Dung heparin trong mang thai



Heparin

Dose level

Dosage

LMW heparin

Prophylactic®

IntermediateT

Enoxaparin 40 mg SC once daily
Dalteparin 5000 units SC once daily
Enoxaparin 40 mg SC once daily, increase as pregnancy progresses to 1 mg/kg once daily

Dalteparin 5000 units once daily, increase as pregnancy progresses to 100 units/kg once daily

Therapeutic Enoxaparin 1 mg/kg every 12 hours
Dalteparin 100 units/kg every 12 hours
Unfractionated heparin Prophylactic 5000 units SC twice daily

IntermediateT

Therapeutic

First trimester: 5000 to 7500 units every 12 hours
Second trimester: 7500 to 10,000 units every 12 hours
Third trimester: 10,000 units every 12 hours

Dose every 12 hours to keep aPTT at 1.5 to 2.5 times control or patient's baseline six hours after dose

LMW: low molecular weight; SC: subcutaneously; aPTT: activated partial thromboplastin time.
* Prophylactic dosing may require modifications for extremes of body weight;
1 Our "intermediate” dose level differs from that used in society guidelines (eg, ACCP, ACOG).
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