SUDUNGHOPLY, AN TOAN

CAC HEPARIN KHOI LUONG PHAN TU THAP

Heparinlacacthuéc chéng dong dudng tiém.
Trong khi heparin khéng phan doan téc
dung trén yéu t6 lla va Xa thi heparin khoi
lugng phan ti thap (KLPTT) va fondaparinux
(pentasacarid) tdc dung chd yéu théng qua
co ché Uc ché yéu t6 Xa. Biém dang chu y
cla heparin KLPTT la thoi gian ban thai (t1/2)
dai nén chi can tiém 1-2 lan/ngay. Thong
thuong, thuéc chi dugc s dung mot thai
gian, sau do sé dugc thay thé bang mot thudc
chéng déng dudng uéng nhu thuéc khang
vitamin K dé diéu trj 1au dai. Khi s dung, can
luu y tuong tac thuéce va cac chéng chi dinh
c6 lién quan dén nguy co chay mau.

Heparin KLPTT la hdén hop khong
déng nhat cla cac mucopolysacarid sulfat.
Khdc vdi heparin khéong phan doan dugc
chiét tu rudt lon, cé khéi lugng phan tu tu
4000 - 30.000 dalton, heparin KLPTT dugc
san xuat bang con dudng ban téng hop va
c6 khéi lugng phan ti trung binh la 5000
dalton. Hién cé 4 loai heparin KLPTT luu hanh
trén thi trudng vaéi cach tdng hop phu thudc
vao tlng cong ty san xudt: depolymer héa
bang acid nitro (dalteparin va nadroparin),
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depolymer hoéa trong kiém va benzyl héa
(enoxaparin), depolymer héa bdng enzym
heparinase (tinzaparin).

Co ché tac dung, dac tinh dugc ly

Méc du khac nhau vé d6 dai cac chudi
mucopolysacarid sulfat, tdt ca cac heparin
KLPTT déu c6 mot vung c6 5 phan to dusng
dac hiéu. Nho c6 vung pentasacarid nay,
heparin KLPTT c6 thé gdn vdi antithrombin
Il va gia tang t6c dé phan dng (luu y 1). Viéc
khuyéch dai hoat tinh cta antithrombin Il
ddn dén tic dung chéng doéng cla
heparin KLPTT. Trén thuc té€, qua trinh Gc ché
thrombin (yéu té lla) can su lién két déng
thdi ctia chudi heparin véi antithrombin Il va
thrombin, trong khi dé qua trinh Uc ché yéu
t6 Xa chi can lién két gitta chudi heparin va
antithrombin 1ll. Trén co s& do, nhimg chudi
khéi luong phan t& dudi 5400 dalton chi co
tdc dung khang Xa trong khi nhing chudi cé
khéi luong phan t 16n hon 5400 dalton cé ca
tac dung khang lla. Cac heparin KLPTT c6 khoi
lugng phan t& nhd nén co tac dung khang Xa
manh hon tdc dung khang lla, vdi ty lé hoat
tinh khang Xa/khdng lla dao dong tU 2-4 lan
tuy theo thudc.

Bang 1: Mot s6 heparin KLPTT dugc dang ki luu hanh tai Viét Nam

Loai Hoat chat Biét dugc
Dalteparin Conpac
Heparin Nadroparin Fraxiparine
KLPTT Lovenox, Troynoxa,
Enoxaparin Enoxaplen,
Gemapaxane
Pentasacarid  Fondaparinux  Arixtra

Do c¢6 kich thudc nhd nén thudc chi
cé tdc dung Uc ché yéu té Xa. Cac chudi
polysacarid khi dung bang dudng uéng sé bj
phan huy trudc khi hdp thu nén cac heparin
KLPTT va pentasacarid sé dugc dung dudng
tiém, thong thudng la tiém dudi da (bdng 2).
Thai gian ban thai clia cac heparin KLPTT khodng
4 gi¢ (dai hon rat nhiéu so véi thai gian ban thai
cla heparin khdng phan doan: 60-90 phut).

N N Thoi gian
Dang trinh bay bén thai (gid)
Dung dich tiém 2500 IU/ml 3-4
Dung dich tiém 2850 anti-Xa 1U/0,3 34
ml; 3800 1U/0,4 ml
Dung dich tiém 20 mg; 40 mg;
60 mg; 2000 1U/0,2 ml; 4000 1U/0,4 ml; 4-7
6000 1U/0,6 ml
Dung dich tiém 2,5 mg/0,5 ml 17-21

Chi dinh

- Phong va diéu tri huyét khéi tinh mach:
Heparin KLPTT chi dugc dung trong moét
khodng thoi gian ngdn, sau do sé dugc chuyén
sang dung thuéc khang vitamin K khi c6 chi
dinh diéu tri lau dai (bdng 3). Liéu phap diéu tri
bang heparin van la bién phap co ban trong du
phong bién c6 huyét khéi & cac trudng hop ¢
nguy co.
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Bang 2: Dugc dong hoc

Hap thu Sinh kha d
Chuyén héa Chayéu &
Thai trir Qua than
Thdi gian ban thai Khoang 4
Thdi gian duy tri tdc dung 12-24 gio

- Hoi ching mach vanh cdp: Hién cac thubc
heparin KLPTT (Lovenox, Fraxiparine) va Arixtra da
duoc phé duyét chi dinh két hop véi mot thude
chéng két tap tiéu cau trong trudng hop dau thit
nguc khéng &n dinh va nhéi mau co tim.

- Chidinh khdc: Huyét khéi dong mach va du
phong déng mau tuan hoan ngoai co thé trong
quad trinh loc maui.

cta heparin KLPTT
ung dat 98% sau khi tiém dudi da

gan (phan Ung desulfat va depolymer héa)

gio

Luuy1:
Hai diéu kién can cé dé heparin phét huy tac
dung:

- Binh thuong vé ca so luong va chét
luong antithrombin 1.

- Vung pentasacarid clia phan ti heparin
phai cé mat & it nhat 1/3 s6 chudi.

Bang 3: Diéu tri huyét khéi tinh mach

Chidinh

Du phong huyét khéi tinh mach sau: tiém duéi da 1

TG e I e fondaparinux 2,5 mg

Trudng hop thoi gian
ndm vién kéo dai do

cdc bénh ly cdip tinh fondaparinux 2,5 mg

Dalteparin 5000 IU hodc enoxaparin 4000 IU hoac

Dalteparin 5000 IU hodc enoxaparin 4000 IU hodc

Thoi gian
lan/ngay
T6i da 10 ngay cho dén khi

bénh nhan co thé tu
sinh hoat tr& lai

T6i da 14 ngay

Diéu trj huyét khéi: tiém dudi da 2 lan/ngay (tri Arixtra: tiém 1 lan/ngay)

Dalteparin: 100 IU anti-Xa/kg Enoxaparin: 100 IU

Truena hop tinh tran anti-Xa/kg Téi da 10 ngay sau do
ngnop ! ang Nadroparin: 85 IU anti-Xa/kg thay bang cac thudc
huyét khéi tinh mach ) : s ) o R
S o Fondaparinux (Arixtra): 7,5 mg (5 mg néu can khang vitamin K dudng
sau da duoc xdc dinh N . N . PN .
ndng bénh nhan < 50 kg hodc 10 mg néu can uéng
ndng bénh nhan > 100 kg)
Enoxaparin: 100 IU anti-Xa/kg . 7
. Tinzaparin (Innohep): 175 1U anti-Xa/kg 161 da JO nosy saufio
Trudng hop ' ) PPN thay bdng cac thuéc
g Fondaparinux (Arixtra): 7,5 mg (5 mg néu can nang ) o R
tdc mach phoi A x < a A khang vitamin K dudng
bénh nhan < 50 kg hodc 10 mg néu can nang uSn
bénh nhan > 100 kg) 9
Chéng chi dinh -Tiém bap.
Chdng chi dinh tuyét doi: - Suy gidm chuic nang than nang (d6 thanh
-Tién strgidm tiéu cu do heparin KLPTT hodc  thai creatinin < 30 ml/phut). Trong trusng hop
heparin khéng phan doan. nay, heparin khéng phan doan dang calciparin la

- Hién dang chdy mau hodc c6 nguy ca chay
mau do r6i loan déng mau.

-Tén thuong cac co quan dé chay mau.

- Chdy mau ndi so.

- Gay t& ngoai mang cling hodc gay té tly séng.
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thudc duy nhét ¢ thé dung.

Chéng chidinh tuong doi:

-Tai bién mach mau ndo do thiéu mau cuc bd
trong giai doan cép tinh.

-Viém ndi tdm mac cap.



- Suy gidm chdc nang than muc do tu
nhe dén trung binh (d6 thanh thai creatinin
< 60 ml/phut).

Than trong khi st dung:

- Tim kiém cac dau hiéu xuat huyét: Trong
trudng hgp chdy mau, phai lam ré nguyén nhan
va cé bién phéap diéu tri.

- Banh gid chic nang than: Trudc khi bat
dau diéu tri bang heparin KLPTT, nhét thiét phai
danh gid chdc nang than, dac biét la véi bénh
nhan trén 75 tudi. Tinh dé thanh thai creatinin
dua trén cong thiic Cockcroft:

Do thanh thdi creatinin (ml/ph(t)

_ [140 - tudi (ndm)] x can nang (kg)

"~ 0,814 x creatinin huyét thanh (micromol/I)

(v&i phu n{, nhan két quéa vai 0,85).

SU dung thuéc & phu nir ¢é thai va cho
con bu

Heparin  KLPTT khoéng qua dugc
nhau thai. Tuy nhién, tdt cd cac biét
dugc cla heparin KLPTT déu khéng
dugc khuyén cédo dung & liéu diéu tri
huyét khéi cho phu n co6 thai. Ngoai tri
Innohep khéng dugc khuyén cdo dung cho
phu n cé thai 8 moi giai doan cua thai
ky, nhing heparin KLPTT khac van c6 thé
dugc dung & liéu du phong trong trudng
hop can thiét, sau khi da can nhéc lgi ich/
nguy co cla thudc. Cac thudc nay cé thé
dung dugc trong thdi ky cho con bu.

Tac dung khéng mong muén

- Nguy co chdy mdu, dac biét trong cac
truong hop khong tuan tha vé liéu, thoi gian
diéu tri, chéng chi dinh, tuong tac thuéc va luu
y dén tudi clia bénh nhan.

- Tu mdu tai vi tri chd tiém c6 thé xay ra sau
khi cé ban xuat huyét.

- Gidm tiéu cdu: Thudng gdp nhat la
typ 1, muic dé trung binh (tiéu cdu < 100.000
t& bao/mm3), xudt hién sém va khong can
nging diéu tri. Hiém gap gidm tiéu cau di Ung
mién dich typ 2.

-Cdcdj tng hiém gdp, trén da hodc toan than.

- Nguy co lodng xuong trong trudng hop
diéu tri dai ngay.

- Tdng enzym gan transaminase thodng qua.

- Hiém gdp, tdng kali mdu hodc tdng bach
cdu di toan.

Tuong tac thuéc

Khong cé tuong tac thudc nao dugc coi
la chéng chi dinh tuyét déi. Tuy nhién, viéc
st dung déng thai heparin KLPTT vé&i nhing
thudc khac cé tac dung lén qua trinh déng

mau co thé tdng nguy co chdy mau va tang
kali mau.

Nguy co chdy mdu:

- Thudc chéng két tap tiéu cau: ticlodipin
(Ticlid), clopidogrel (Plavix), abciximab (Reopro),
tirofiban (Agrastat). ..

- SUr dung corticoid toan than vdi liéu cao
hodc trong thdi gian dai (> 10 ngay): nguy co
tén thuong niém mac tiéu hoa hodc cac mach
mau nho.

- Thu6c chéng viém khong  steroid
(NSAIDs) dudng toan than: tic ché hoat déng
cla tiéu cau va gay tén thuong niém mac
tiéu hoa.

- Acid acetylsalicylic (aspirin) va cac
salicylic khac st dung & liéu gidm dau, ha sét
hodc chéng viém.

Nguy co ting kali mdu khi phéi hop vdi:

- Thu6c chéng viém khong  steroid
(NSAIDs).

- Ciclosporin (Neoral).

- Thudc lgi tiéu gilr kali (spironolacton,
amilorid).

- Thudc Uc ché men chuyén va thudc chen
thu thé AT1 (sartans).

- Trimethoprim (Bactrim, Cotrimoxazol).

- Mudi kali (Diffu-K, Kaleorid...).

Phéi hgp thuéc

- Thay thé heparin KLPTT bdng thudc
khdng vitamin K: trén bénh nhan cé tién
st gap bién cd huyét khéi tinh mach hoac
sau phdu thudt tim mach, viéc thay thé
heparin  KLPTT bdng mét thudc  khang
vitamin K la can thiét dé dam bao thai gian
diéu tri bang heparin KLPTT khong qué dai.
Trén thuc té, viéc st dung déng thai 2 thudc
thuong chikéo dai ti 2-5 ngay. Heparin sé dugc
dung khi chi s6 INR nam trong khoang muc tiéu
(tu 2-3).

- Thay thé thubc khdng vitamin K bdng
heparin KLPTT: & nhiing bénh nhan s dung
thudc khang vitamin K, trudc khi trdi qua can
thiép bang phau thuat, can phai theo doi INR
trong vong 7-10 ngay trudc can thiép. Néu
gia tri cudi cing nam trong khoang diéu tri,
thudc khang vitamin K sé dugc dung 4-5 ngay
trudc khi can thiép va thay thé bang heparin
KLPTT & liéu diéu tri:

48 gid sau lan cudi dung warfarin (Coumadin).

24 gi® sau lan cudi dung acenocoumarol
(Sintrom).

Ngoai ra, can xac dinh chi s6 INR trudc khi
phau thuat do nhiing bénh nhan c6 INR > 1,5
tai thoi diém nay phai dung thém 5 mg vitamin
K dudng udng.
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Nguyén tac ké don

Cdn tién hanh cdc xét nghiém cdn lam sang
dé phdt hién cdc chéng chi dinh va thdm do bilan
sinh héa/huyét hoc trudc khi bdt dau diéu tri:

- S6 luong tiéu cau.

- Chuc nang than (thanh thai creatinin).

Theo dbi cdc chi s6 sinh hoc: trong moi
trudng hap, can theo doi s6 lugng ti€u cau 2
lan/tudn trong 1 thang, sau dé 1 lan/thang.
Trong ca trudng hop st dung véi muc dich duy
phong va diéu tri, viéc diéu tri bang heparin
KLPTT khong yéu cau phai theo ddi chic nang
dong mau, ngoai tri cac trudng hop ddc biét
nhu bénh nhan cao tudi, cé can nang dudi 40 kg
hodc trén 100 kg, o suy gidm chuic ndng than,
phu n{ ¢o thai hodc bénh nhan cé bién c6 chay
mau (luu y 2).

Luuy 2:

Viéc theo déi chi s6 sinh hoc & bénh nhan
dung heparin KLPTT khéng nghiém ngdt nhu
vGi bénh nhan dung heparin khéng phan doan
do thuéc cé nguy co chdy mau cling nhu nguy
co giam tiéu cau thap hon va thai gian béan thai
dai hon heparin khéng phan doan.

Bang 4: Liéu du phong cta heparin KLPTT

Thuéc Liéu
Dalteparin 2500-5000 U
P Tiém dudi da 1 1an/ngay
Can ndng:
: Dudi 51 kg: 0,2-0,3 ml/ngay
('\F'f:;iogzgz) 51-70 kg: 0,3-0,4 ml/ngay
b Trén 70 kg: 0,3-0,6 ml/ngay
Tiém dudi da 1 1an/ngay
Enoxaparin -~ Tur 2000 1U/0,2 ml dén 4000 1U/0,4 ml
(Lovenox) Tiém dudi da 1 lan/ngay

- Liéu dting va nhip dua thuéc: liéu dung cla
heparin KLPTT dugc lua chon dua trén chi dinh
va can ndng cla bénh nhan (bdng 4). Tuy theo
ting thudc va chi dinh, c6 thé tiém dudi da 1-2
lan/ngay.

Khuyén cao kém theo

Viéc phong nglia huyét khéi tinh mach sau
bao gbm ca nhimg bién phéap khéng dung thudc:

- Tranh ndm c6 dinh maét chd trong thoi
gian dai.

- Cac bién phap kim ché co hoc (viec dung
bang ép tinh mach la bat budc khi s dung
phdac dé diéu tri huyét khoi).

- Trong phau thuét, st dung bién phap gay
té ty séng va van dong sém.
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- V6i cac bénh nhan cé nguy cao cao, theo
doi cac dau hiéu bét thudng & chan.

Mot diéu rdt quan trong véi cac bénh
nhan diéu tri bang heparin KLPTT la can gitp
bénh nhan hiéu vé phac d6 diéu tri (tu van
cho bénh nhan cach thao tac trong truong
hop tu tiém thudc) va nhan biét nhing dau
hiéu bat thusng:

- Ddu hiéu chay mdu:

+ Chdy mau mdi.

+ Chdy mau Igi.

+ Rong kinh.

Tuy thudc vao mudc do va vi tri xudt huyét,
cac bién phap xt tri bao gom:

+ Ngung dung thuéc ngay hodc gidm
litu, dua trén muc do mat mau va muc do
nguy co khi khong thé tiép tuc dung thudc
chéng dong.

+ Truyén mau.

+ Dung protamin sulfat vsi tdc dung
gidi doc, do protamin trung hoa tic dung
chéng déng cla heparin bang cach
lien két véi thudc, phd hay phic hop
heparin-antithrombin. Liéu clia protamin dugc
diéu chinh dya trén liéu heparin da dung trudc
dé, cé tinh dén thai gian ban thai, dua trén
€0 s& 1 mg protamin c6 thé trung hoa 100 1U
heparin.

- Ddu hiéu trén da: can theo ddi vi tri tiém
do cé thé xdy ra di ing véi heparin hodc mot
trong nhimg thanh phan cla thudc. Thém vao
doé, bénh nhan can chu y theo déi hang ngay dé
tim ra nhing vét bam tim hodc nhing dau hiéu
bat thuong trén da.

- Khi di du lich: tat c& nhing bénh nhan da
tradi qua mot bién cé huyét khéi nang can dugc
khadm can than truéc nhing chuyén di dai
(trén 4 gidy), ké ca bang dudng hang khéng hay
dudng bo. Su thay déi vé ap sudt hodc Utré tuan
hoan kéo dai do ngdi lau c6 thé dan dén nguy
ca huyét khéi. D€ du phong, bénh nhan cé thé
st dung bang ép tinh mach va tiém mot liéu
heparin KLPTT 2 gi& trudc khi khai hanh (chuédn
bi trudc mai tiém lan 2 khi quay vé). Trong
truong hop di méy bay, bénh nhan can mang
theo heparin va don thudc (bdng tiéng Anh
hodc dich sang ngdn ngl clia nudc sdp dén).
Tuong tu nhu vy, can hoi ki thong tin dé biét
dugc noi dén trong truong hop xay ra van dé vé
suc khoée tai noi do.

- S dung cdc thudc khdng ké don: khong
nén dung thudc dong thai véi cac NSAIDs, co
thé thay thé bang thudc gidm dau khac nhu
paracetamol. Néu bdt budc phai dung déng
thai vai mét NSAID, can phéi theo déi 1am sang
rat nghiém ngat.



