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LG GIOI THIEU

Kién thite vé dong mdu (bao gom cde qud trink cdm mdiu, déng mdu ver tiéu
© fibrin) le rdt can thiér khéng chi trong chuyén khoa huyét hoe, ma cd 1 ong nhidu
chuyén khoua khdc nine: tim mach, tiéu hod, ngoai khoua, nhi khoa, truyén nhiém,
ldo khoa, ung thud... BSi vay déng mdu luon chiém v irf quan trong trong hdnh
Ctrang kién thite cita cde thdy thudt,

Vi sie tién hg nhur vii bdo ciia khou hoc kF thugt, déc hiét li nfumg k¥ thudr v
hoo nén hidn nay kién thipe vé doug mdu da duge bd sung vé ddi méi rét u!ue’.r.r

Qua hoc tdp va trao d6i véi cdc dong nghiép, dong thii véi sy c6 ging tim
10l, tham khdo cdc tai liéu vé dong mdu trong nudc va nude ngodi; trén co sd
cd tinh dén nhitng nhu cdu trong thyc hanh va gidng day, PTS.TS. Nguyén
Anh Tri - Vién trwcmg Vién Huyét hoc - Truyén mdu T'rung wong dd bién soan
cudn sdch “Dong mdu iimg dyng trong ldm sang” Trong dé:

Tde gid dd danh mot phdn thich dang dé trinh bay nhitng vin dé co bin vé Iy
thuyét cde qud trinl cdm mdw, dong mdu va tidu Jibrin.

-Phdu chinh ctia cudn sach dd dé cdp dén nlnr.ug vin dé rit thigt thee ciia
dong mdu ting dung, ntur: Cdel phan tich va dénh gié oo xét nghiém déng méu;
Chi dinl xét nghiém déng mdu hop 1y Cdeh kidm tra tink ang dong mdu trude
phéu thugt; Cech c!mrg va die bidt la edel theo dai bdng cdc xét nghidm dong
mdit trong didu tri cde thude chéng tiéu fibrin; hepw in, warfarin;streplokinase,
urokinase, +-PA; aspirin. H$i chitng déng mdu rdi rdc trong long mach (PIC)
viing 4T duge wrinh Iy mér edeh rdt chi et trong cudh sdch nay.

Mde ddu vdn con nhitng thidu sét vé ngi clung ldn hink thite, nhung nhin
clrng hén canle mgt b cue hop ¥, mt cdeh viét sang sia, dé hiéu; thi nhing
dicm néi bt cia cudn sdch nay 1a: tinh hé thdng va tink cdp Tihdt cao. BST vdy,
sdeh thit s i mot tai ligw tham khde hitu ivh cho cde bde s7 labo va cde thiy
thude thire hanh diéu 1 trong nhiéu chuyén khoa, ciing nhut cho sinh vién cic
Trugng dai hoe ¥Y-Diroe,

Chitng i xin tran trong gidi thigu cudn sdch nhd ndy voi ban doc va qua day
€ !mg moty nhdn dwge nhitng § kiéin déng gdp chan thanh cia dée gid vé ngi dung
cudn sach.
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Nguyén Chit nhiém B¢ mén Mién dich hoc » Hoc vién qudn y



LOiI NOI BbAU

Xin chan thanh cdm on cdd ban bé va déng nghiép - ddc bigt la hoc vién
cde 16p cao hoc, chuyén khoa I, chuyén khoa IT va ndi tri chuyén khoa Huyét
hoc - Triyén mdu (trong nhiing ndm tir 1996 dén nayj...dd déng vién va
khich 18 chiing 160 trong vide viet cudn sdch nay.

Chiing toi xin bay t6 long biét on sdu sde dén GS.TS. Pham Manh Hing -
Nguyén Thit trudng Bo ¥ 1 - dd danh thoi gian dé doc, gop § cho ndi dung va
viét 157 gidi thigu cho cudn sdch.

Nhdn (i'ay ciumg t4i ciing xin cdm on D: S: Chan Kim (Hcm Qude) da
gitip d& cho chiing t6F nhiéu tai ligu quy va cdp nhdt vé dong mdu.

Chitng 16 xin chdn thanh cdm on Nha xudt bin Y hoc dd tgo didu kién
thudn loi che vide xudt bdn cudn sdch nay.

Mc ddu di vt o8 géing, nhung chéc chdn sich vdn con nhiéu thiéu sot;
Chiing t6i mong nhdn duge nhitng y kiéh dong gép chdn thanh clia ban doc vé
ndi dung cia-cudn-sdch.—

Xin giti déu cdc bun bé, d{?ng nghiép-ddc bidt I nhitng déng nghiép ciny
chuyén kioa Huyét hoe -Truyén mdu hién dang cong tde tai cde ving s,
ving xa - cudn sach nho nay. Mong hdy coi day mhuit mét mén qua tuy hé ‘
nhung chita dung nhiéu tinh nghia vi trong dé khéng chi ¢d ndi chmg na con
¢6 ¢d tdm Idng thiét tha voi nghé cia mdt ngudi ban.

Tace gfd" |
NGUYEN ANH TRI
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Phadn mét

LY THUYET
PONG MAU UNG DUNG

TIEU CAU

I.DAI CUONG VE QUA TRINH SINH MAU TIEU CAU VA TIEU
CAU

Tiéu cdu [a mot trong nhitng thanh phén cé vai trd quan trong bac nhit
cita qud tiinh cdm mdu v déng méu. Tuy xuwong 14 noi sinh ra tidu cu.
Tiéu chu 13 céc manh nho khong nhan, tich ra tir cdc miu tidu cdu.

Qui trinh sinh miu tiéu cdu duge tom tt nhu sau (xem so dé 1):

— TE blao géc van nang, dudi téc dong clla cde yéu 18 kich thich sinh
mdu, s& lan lugt chuyén thanh céc € bho gée dinh hudng sinh tuy hén hop
(gém ca dong héng cdu,bach cdu hat vi dai thuc bho), vii sau d6 I & bio
tién than dinh huéng sinh mau tiéu cdu (bao gém: loai sém Ja BFU-Mk;
va loai muén 1a CFU-Mk), '

Tir cde t€ bho ndy, miu tiéu cdu tiép tuc biét hod d€ tao thanh cdc &
bio diu dong c6 the nhan biét duge (recorgnizable precursors) dudi kinh
hién vi quang hoc, theo phuong phép nhudm Giemsa théag thudng.

~ Sinh miu tiéu cu duge diéu hod biing mot co ch& hét sic phic tap, md
cho dén nay vin con mot s6 di€u chua biét 5. Trong d6 6 sy tham gia diéu
hod clia hiu hét cdc chat kich thich sinh miu, nhu: Cic Interfeukin (IL,, 1Ly,
L), y€u 18 tc ché loxémi (LIF), cdc y&u 16 kich thich tao cum (CSF),
thrombopoietin(TPO),erythropoietin(EPQ), thrombospondin (TSP)...
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— O uhiing 1t tudi déu tién, ciic 1€ bao ddu dong chi mang nhimg
markers chung clia t€ bdo déng tuy (nhu HLA-I], HLA-I); nhung trong
qud trinh truong thanh clia minh, mau tiéu cdu dén dd téng hop duoc
nhitng thanh phén dic trung cho miu tiéu cdu va tiéu cdu; vi dy:

+ O It tudi tir € bao tién than dinh hudng sinh miu tiéu ciu trd di cdc
t€ bao nay di téng hop dugc GPIb/a- dé 13 hai loai glycoprotein rat
quan trong trong viéc dinh cdc tiéu cu véi collagen hodc véi fibrinogen.

+ Tir t€ blo nguyén miu ti€u ciu & di thi ching dil c6 thé tdng hop
dugc mét loat cdc y&u t§ quan trong khdc, nhu: GPib, yéu 6 von-
Willebrand (v-WF), thrombospondin (TSP), yéu t6 4 tidu cdu (PF-4),
tham chi ca fibrinogen (FBG).

— Cdc t& bho miu ti€u cdu chi yéu gép trong tuy xuong ma ¢ thé
‘nhan bigt duge bing k¥ thuat nhuém Giemsa vi soi dudi kinh hién vi
quang hoc la: ‘

+ Nguyén miu tiéu cdu (megakaryoblast): Day 1a t€ bio duy nhit clia
cdc méu tidu cdu cé khi ning phan bao. Kich thude 20-40 Lm; nhan to
min thudng ¢ 1-2 nhan. Nguyen sinh chit wa base, cé mot quing md&
nhat giffa nhan vd nguyén sinh chat.

+ MAu tiéu ciu ua base (promegukaryocyte): 6 1a nhiing @& bio ¢6
kich thude to hon nguyén miu tidu cdu (>40 um) . Nhan nhd ik thin
hofic hinh da gidc ¢6 eo thit, cé thé con béng hat nhan. Nguyén sinh chit
vin con rilt ya base va khong ¢6 hat.

+ Miu tiu cdu ¢d hat chua sinh tidu cdu {megakaryocyte without
thrombocyte) Kich thuée to (50-80um) nhan nim lech vé& mot phia, ludi
mau thé va nhiéu miti; Nguyén sinh chal va base nhe, chita rit nhiéu hat
nhd bit mau va azua; cdc hat ndy lic ddu xuft hién & quanh nhin sau d6
lan ra khiip nguyén sinh chat. Mang t€ bio cdn nguyén ven.
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ILTIEU CAU
1 Pic d:em chung

Tléu ciu {a thanh phdn hity hinh nhé nhit cla méu, cé dudng kinh 4-
8ium. D6 14 nhitng ménh nguyén sinh chat derge tich ra tir méu ti€u cdu
khéng theo co ché phfm b’lo

Cac taéu ciu fur hanth & médu ngoai vi ¢6 mot siéu cdu tric phiic tap
26m hé thong mang, khung t€ blo, vi quan, vi sgi; Ngoai ra cdn dfu vét
cita bd Golgi, mét t ty lap thé, mot he théng luéi noi bao tuong goi 1a he
théng dng day dacv.v... Trong ti€u ciu cdn ¢b nhidu g glycogen va dic biét
c6 chifa cdc yéu t§ bao tuong nhu: yéu t6 XIII va yéu t8 tang trudng t& bio
néi mac ngudn aéc tir tiéu cdu (PDECGF piateiet - deuved endothelial
cell growth factor).

Nhiing céng trinh nghién citu cho thdy trong tidu chu cdn 6 rit nhléu
hat, duge chia thanh ba nhém: hat sm, hat « va tii lysosome véi cdo
thénh phan chifa trong cdc hat dé nhu sau:

o) Hat sdm:
— ADP, ATP, GDP, GTP
~ Serotonin
-~ Histamin
~ Calei. _
-~ Magie
— Pyrophosphat
b) Tiii lysosome:
— Galactosidase
— Fucosidase
' — Hexosaminidase -
- Glucuronidase.

11



— Vi mot s& thanh phan khéc...

) Thanh phan hat o

— Céc protein dinh:

+ Fibrin

+ Fibronectin

+ Y&u t8 von-Willebrand (v-WF: von-Willebrand factox)
+ Thrombospondin

+ Vitronectin
— Céc chit diéu bien phét wién (growth medulators):

+ Yéu t& phét trién nguén gdc tur tidu cau (PDGF: platelet derived .
growth factor).

+ Peptid hoat hod té chirc lien k&t (CTAP: connective tissue activating
peptide).

+ Y&u 16 4 tiéu clu.

+ Thrombospondin.

— Céc y&u t§ dong méu:

+YEuts vV

+ Kininogen trong leong phﬁn W cao (HMWK: high molecular weight
kininogen).

+ Chiit tre ch€ Cl (Cl- inhibitor).

+ Fibrinogen.

+ Yéu 16 X1

+ Protein S.

+ Chit Gc ché yéu t6 hoat hod plasminogen-1 (PAI-1: piabmmogen
activator inhibitor-1)

Bao boc xung quanh tiéu cdu cé Iép ' 'K quyén quanh tiéu cdu"-d6
I mot I6p cdc thinh phén clia huyét tuong duoc tiéu cdu hit Jén tén bé

12



mat ¢ha minh; Chinh 1ép ndy d& ¢6 vai trd rit quan trong trong qud trinh
cAm mdu. Néu thuc hién viéc ria tiéu cdu thi 16p khi quyén quanh tiéu cdu
bi troi di diin dén chitc ning clia tiéu cdu cling bi giam.

2. Cic yéu to cha tiéu cdu
Hién nay ngudi ta d3 biét mot 8 y&u t6 sau:

— Y&ut§ 1: LA yéu 16 ¢6 thé thay thé cho AC-globulin huyét twong dé
hoat ho# prothrombin thanh thrombin; dugec Ware v cong sy phdt hién
nam 1948.

— Yéu 18 2: L y&u 18 ¢6 tic dung rit ngdn thdi gian dong cla
fibrinogen dudi tdc dung cla thrombin

- Yé&u 5 3: Bin chat 1 mdt lipoprotein’ dugc téng hop boi tidu cdu ;
chit y&u nim & phén hat, c6 thé 1a hat ty do hoiic hat dinh vio mang. Yéu
t6 3 tiéu cdu rit cdn thi€t dé hinh thanh thromboplastin ndi sinh biing cdch
twong tdc véi cdc y€u 8 chong hemophilia ; vd dé 1di xic tde cho qué
trinh chuyén prothrombin thanh thrombin. '

~ Y&u 16 4. Con..goi 1A-y8u 16 chéng. heparin. Ban chit B mot.

glycoprotein. Y&u t6 4 ¢6 tdc dung trung hod hoat tinh chéng dong cla
heparin (1 don vi ctia heparin ¢6 thé bi trung hod béi 5 x10° tidu cdu).

~ Yé&u t& 5: Li mot y&u t6 ¢6 khé nang lam déng mdu, 6 18 tdc dung
tuong ty fibrinogen. Néu diing trypsin dé xir Iy tiéu cdu (loai trlt yéu td 5)
thi thily ti€u cdu khong tap hop duge thanh tiing ddm khi cho tigp xdc véi
chc y&u 18 gdy ngung tap.

— Y&u t6 6: Con goi 12 y&u t8 chéng tiéu soi huyét, vi yéu t6 6 cé tic
dung chdng lai hién tugng ndy. Tuy nhién y&u td 6 khdc véi yéu t6 chdng
tidu sgi huy&t cla huyét twong vi déng hgc. cia hal' men ndy thudc hai he
théng khdc nhau. ~ e DT '

13



~ Yé&u 16 7: L déng y&u t6 véi thromboplastin vi né ¢6 kha ning
chuyén prothrombin thagh thrombin khi c6 mot néng do thip
thromboplastin té chic, ion calci hay y&u 6 5.

— Yéu t6 8: La yéu t§ chéng thromboplastin cia tidu cdu, trong dé’
hoat tinh chdng déng cé lién quan voi phosphatidincerin.

— Y&u 1§ 9: LA y&u 16 co rit giéng thrombosterin, tao didu kién cho sy
c¢o cuc miu duoc t&t hon. '

— YEu 18 10: L2 serotonin khong phai do tiéu cdu tao ra ma do tiéu
ciu hép thu duge tir dudng tieu hod. Serotonin ¢6 tic dung gy co mach
do kich thich co tran; Trong qué trinh cdm méu tiéu cdu v ra s&€ lam co
mach dia phuong & nhimg khu vyc giin dinh clim mau. Déng thai
serotonin cfing ¢6 kha nang hoat ho# hé théng tiey fibrin do dé cd thé tiéu
cuc huyétkhéi.

— Yé&u S 11: La thromboplastin ctia tigu cau.

~ Yé&u t5 12: Chinb A yéu 16 XIII ciia huyét twong- y&u 16 én dinh sgi
huy&t - do chinh tiéu cdu hip thy lén bé mat clia nd.

— Yé&utd 13: La ADP.
i1 NHONG DAC TiNH CHINH CUA TIEU CAU
1. Kha nang hap phu va van chuyén céc chat

" Do tiéu cdu cé khi ning hdp phy dugc cdc chit trong huyét tuong va
e 1€ bio cliatd chite khic trong qud trinh ti€p xtic cla minh dé tao ra
mot i6p khi quyén quanh tiéu cliu. Nhord6 ma cdc chdt thiét yéu cho qui
tinh cim mdu va dong mau dugc lyu hanh dén nhiing not cén thiét dé
thuc hién nhiém vu. Vi du: Tiéu ciu ¢6 kha ning hdp phy serotonin tir cic
t& bao wa bac & rudt non; hép phy adrenalin, noradrenalin v& hap phuy céc

y&u 16 dong médu trong huyét tuong..

14



2. Kha nang két dinh (adhesion) ciia tiéu ciu ‘ _

~ Tiéu cu ¢é khi ning din ra vi dinh vio mot $& bé mat. Trong in-
vitro thi tiu clu c6 thé dinh vio tit ci cdc bé mat la nhu &ng nghiém, bi
thuy tinh, thach anh, beatonit, barbiturat); Con trong in-vivo thi tidu céu
khéng dinh vdo 16p t€ bio ndi mac, nhung lai ¢6 thé dinh rdt manh véi td
chirc dudi ndi mac, dic biét 1 véi collagen.

Hién tuong dinh cia tiéu cdu x4y ra cdn 6 su tham gia clia mot s6 cic
yéu 18 khic nita: ion calci, cdc yéu t& huyét tiong, GPIb, GPIIb/IIa, yéu
t& von -Willeband, fibronectin, thrombospondin.. -

' R'iénﬂ hién tugng dinh véi collagen con ¢6 nhing dic thil riéng, nhu
xdy ra tic khic,khéng cdn dén s cé mat cua ion calc: 6 vai trd quan
trong cla y&u to von—W:i!ebmnd : :

— Dinh 1A sut khoi ddu cho sy bai tigt phoncr thich céc chﬁt hoat dong,
12 hién tuong vat 1Y do fuc hit tinh dién giita cdc tidu cdu vi co chat. Hien
tugng dinh ting lén sau mé, sau dé vi sau mat sy phd huy t8 chitc,

— Cic chét Gc ch€ su dinh bdm tiu cfu [a: promethazin, cocain,

quinin, aspirin, serotonin lidu cao .

~wTromg thue &8 ngudi-ta 4 dp-dung cde ki-thugt-do-do-dinh d& ddnh -

gid vé& chifc ndng cha tiéu cu.
3. Kha nang ngung tap (aggregation) ciia tiéu cdu

Tiéu cfiu c6 kha ning két dinh I’m nhau tao nén cic ket chym tiéu ciu
goi 4 hién tuong ngimg tap tidu cdu. Day 1a'mot kha nang rét diic biét clia
tiéu cdu, thoig qua hién fugng ndy ma tiéu cdu thie hién chitc ning clia
minh.

c.f) Ciic chdt 6 lchu siding gay ngimng tdp tidu cdu

s nhiéu chat c6 kha niing gay ngung tap tieu cdu, nhu‘ ADP

thrombin, adrenalin, seroténin, acid aracmdomc thromboxan A,

collagen, ristocetin... Céc chét niy duge goi 1 "chit kich hoat" tidu cau.

T2- BMUDTLS i3



Ngoii ra cdn ¢b mot so chét khic niva nhu : mot $6 men hod tan, phic
hop khdng nguyén - khing thé, acid béo bio hod ¢é gdc R dai, acid uric, -
mot s8 céc vi khudn v virus, cde vién bi thuy tinh..

h) Co ché gay ngung tdp tiéu cdu:

Cé gid thigt cho ring ADP ghy ra ngung tip tiéu ciiu theo co ch€ sau:
Binh thudng céc tiéu cdu khong ngung tip ia phai cé nang lugng, ning
fugng duge tao ra la do sy thodi hod ATP thanh ADP. Trong trudng hop
6 nhiéu ADP (do dua ti¥ ngoi vio) thi phén (ng nay bi dc ché, nén gly
ra thi€u nng luong din dén tiéu cdu bi ngung tap (vem so dé 2).

Hién nay, nhidu téc gia da ching minh duge vai trd clia phospholipid
‘ming -ma cy thé hon 12 clia acid arachidonic - tham gia vio co ch€ ngung
tip tiu cdu.Trong co ché nay, ngung @p tiéu cdu 1 k€t qui cta s tudng
thc gifta cdc yé&u t6 kich tap véi phospholipid mang va cic men nhue
cyclo-oxygenase va thromboxan synthetase {xent so do 3).

Aspirin Gc ché dugc sy ngung tap tiéu ciu do bdi cb tac dung tc ché
men cyclo-oxygenase.

_ Ngoai ra thrombin cdn gay ngung tip tiéu cdu qua mdt co ché khic
nita: Thrombin di tic dong l1én y&u t6 5, ¢6 trén bé mat ti€u cfu, nhdy dé
ma gay ra ngung tap tiéu cdu. Boi vy khi diing men trypsin d€ thuy phén
y&u 16 5 cha tiéu cdu thi tiéu cdu khong con ngung tip duoce nita.

_Adrenalin vi noradrenalin gy ngung tip qua hai co ché : gifin tiép qua
ADP do gy ra sy phong thich ADP; vi tryc tiép kich thich sy ngung tap
qua vai trd clia acid arachidonic. :

Hodc ngung tip do ristocetin thi xdy ra do sy kich thich yéu 3 von-
Willebrand (v-WF) giin véi tiéu cdu tai vi tri receptor GPIb.

Gén day ngudi ta con cho ring co ch€ cla sy ngung tp tiéu cfu phai
qua trung gian lién két cha fibrinogen vOi GPIIb/II1a d4 hoat hod cé mat &
[6p ngodi cha mang bio twong.

16
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® Mot vdi nér vé GPHbIHg

GPIIb 1a mét glucoprotein, ¢6 trong lugng phan tir bing 140 KD, gém
hai chudi IIboe va IIbf ndi véi nhau qua mot cdu disulfua.

Cdn GPHla cling [a mot I glucoprotein, c6 trong luong phan tlr bing
90 KD, chi ¢6 mot chudi polypeptid véi 762 acid amin.

Ching duge tong hop & giai doan sém clia s biét hod miu tidu ciu
(xem so d6 1) va chi t6n tai & dang phitc Hop GPIIb/ [la. Phitc hop nay
duoc phin b6 déu trén mang bio twong cha t& bio tidu cdu.

Khi ti€u cdu duge hoat hod, do sy dich chuyén clia ming ti€u cdu, cdc
yéu 1§ GPIIb/ Ila duge boc 16, chiing s& gan véi protein huyét tuong nhu
fibrinogen, von- Willebrand, fibronectin... theo mot nguyén tic 1a d4 gin
vdi loai protein ndy thi loai trir khd nang gn véi loai protein khéc. Tuy
nhién thudng thi GPIIb/IIla gén v6i fibrinogen la chii y&u, vi hai 1y do:
fibrinogen ¢6 ndﬁg dé cao nhat & trong huyét twong vi GPIIb/IHa cé 4i
lye véi fibrinogen 12 manh nhat. Nha v{iy ﬁbﬁhdgen dirge xem nhir [ mot
cdi cdu ndi nhiing  GPIIb/Ila cha céc tiéu cit Véi nhau va do.dé tao ra
dugc sy ngung tap ticu cdu ﬁa‘ong_igt_\f_itl'é.

Didu kién d€ ti€u cdu ngung tap phai [a:

+ Mang ti€u cdu phai nguyeén vén, kh@ﬁg'b@ tén thuong (vi 12 noi cung
- cdp phospholipid, y&u t8 5 tiéu-cdu, GPIb/IIIa, yéu t6 v-WF..)

+ C8 mit mot s6 yéu t& hﬁyé’t twong, dic biét fibrinogen.

® Chii y:

Sy ngung tap ti€u cAu 1A mot hién twgng ¢ thé phuc héi duge o
nhién. Qud trinh phyc héi nay 1a do su ¢é6 mat clia mot hé théng men &

trong huyét trong va trong tidu cfu ; trong dé adenylat kinase déng vai tro
quan trong nhdt. l
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" cén

¢) Mot s6 chdt gdr) j ché ngumg 1dp 116w cdu:

— Cic thudce: aspirin & chift e ché sy ngung tap tiéu céu rit manh;
phenylbutazol; clopromazin.. '

_ Cjc sin phdm do thoai hod fibrinogen, fibrin (FDP).

_ Chc chdt (e ch€ sinh 1yt Nhing chift chuyén hod ciia ADP, AMP vd

~adenosin duéi tac-dung cia clc men- adenylatkinase va phosphatase (ven

sodé ) .
_ Cic fic ché khéng sinh Ij:
+ Cac chit i ché van chuyén Ca™, Mg,
+ Céc chét cyanua kall.
+ Monoiodoacetat
+ Céc chét gay té tai chd gdc thiol..

4. Kha nang thay hinh déi dang va phong thich céc chit ciia tiéu

" Duéi tic dung cla ADP, thrombin.. tidu cdu bi ngung 12p, tiép theo s&
xay ra mot loat chc bign ddi, d6 a qué trinh thay hinh 481 dang va phong
thich cla tiéu cdu.

Day 1a mot hién tugng rit phic tap, bao ‘g(“‘)m sy bign d6i vé hinh théi
Vi sinh hoé clia tidu cdu dé hinh thanh dinh cAm méu nhu:

— Nhitng thay 4éi vé hinh thél tiéu cdu phéng to 1én, trai rong ra, ket
dfnh, ngung tp, hinh thanh chan giA, mét hat, co lai.. ) »
o= Gidi phéng ra céc thanh phin khéc nhaw tidu céu co rit, phoéng
thich ra mot loat cic y&u & nhu serotonin, adrenalin, histamin, yéu.t6 3
tiéu ciu, 5- hydroxy tryptamin, nucleotid va mot 56 men khéc...

Céc hién tuong sinh hod xay ra nhit: Kich thich chuyén hod tiéu duong,
thodi hod va tai téng hop ting phin ATP, ADP thanh AMP; hoat ho#’

thrombosterin..
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Hign tugng ndy xay ra cd sy tham gia cla thrombin, collagen va cé
tiéu tdn nang lugng cla tiéu cdu. Day la h:en tugng co v ngh;a vd cling
quan trong trong viéc tham gia tao thanh dmh cﬁm mau kh1 mach méu c6
ton thuong. '

*Lu y: Céc kha nang (nhu dinh, ngung tap, phonc thich..) clia tiéu
cdu - trong thuc t&- ¢6 su gan b6 rdt chit ché véi nhau, kha ning nay thic
ddy, tao diéu kién va m& rong cho khi ning khéc xdy ra dé dat muc dich |
cudi cling 1a thyc hién t6t cdc chic nang ca tidu cdu.

IV.CHUC NANG CUA TIEU CAU
Nhé cdc dic tinh néi trén, tiéu ciu da thyc hién mot cach rét hieu qui
cdc chifc ndng sau:

1. Bao vé noi mo
Tiéu céu rdt cdn thiét cho Su; tron ven cfja‘ thinh mach. D& thdy ring &
nhitng bénh nhan cé s6 luong tiéu cau g;am {dic biét khi giam < 50 x10%/1

thi tinh bén viing clia thanh mach khfmg con nita, bgnh nhén rédt dé bi xuat
huyét.

- Hogc & nhiing bénh nhén bi glam tléu ciu, neu dU‘O‘C tx uyén tidu céu thi
sttc bén thanh mach ciling ting lén.

" Co ch& dé tiéu cdu cling ¢d thanh rmch ia: t]éu cfiu cd kha nang am
non hod céc t€ blo ndi mac vi cling c& mfmﬂ cla nf)i mac qua vai trd cla
vé€u 16 ting trudng t& blo nfn mac nguén géc tir tidu clu (PDECGF) {chi
y 1 té bio noi mac rﬁt 1t cé phan b"%o)

2. Tham gia vio qui trmh caim mau

Nha ¢6 kha nang dinh, ngung tép v phéno thmh céc chdt ma tigu clu
di tham gia it tich cyc vao qud trinh cém méu {xem phan sinh 1y cdm
miu). '
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3. Tham .gia vao qué trinh dong mau

Tidu chu c6 vai trd rit quan HONg trong qué tinh dong méu thong qua

mot 58 co ché khéc nhau.

~ Ngay khi tiép xiic véi cotlagen, bén canh viéc dinhi, ngung tap.. dé
Khéi dong qud tinh cdm méu, thi di c6 mot qud trinh hoat hod ngay tai
mang tiéu ciu dé chuyén yéu 16 X1 thanh Xla.

— Hodc sau khi c6 hign tuong thay hinh ddi dang thi tidu cdu phéng
thich ra y€u t6 3 (iéu cdu - 46 12 yéu t6 cb val trd bt quan trong rong Vi&o
tao phic hop IXa, VIija vi Ca** trong thic dong méu (xem thém phad
sinh 1y dong mau).

 MACH MAU

Mach mdu cling c6 vai trd rit quan trong trong hoat dong cim

mau,dong mdu va ca iéu fibrin.

1. Su co mach

Khi mach mau bi tén thuong duéi téc dung cua co ché than kinh vi thé
dich thi mach méu co tai. Trudc hét, co mach 14 do phan xa thin kinh-day
{3 mot phin xa tu nhién cha co thé. Tuy nhién co mach xay ra khong chi
do phén xa thin Kinh, i con nhd mot s8 €0 ché Khéc nia, nhu

— Do t& bao ndi mac ti€t rd duoc chit co mach cue b6 la angiotensin
11, mit khéc ching cing thyc hién vigc chuyén hod va bit hoat cdc peptid

hoat mach.
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~ Do tiéu cdu tiét ra thromboxan A,- d6 la mot chét c6 kha ning gay
ra co mach. ' '

Viéc co mach di dua lai hai lgi ich: gidm duogc khau kinh clia mach
mdu lam cho luu lugng ctia dong mdu bi gidm di, do d6 lam han ché phan
nio sif chdy mdu; mat khic do dong mdu chiy cham lai céc tiéu cdu dinh
vao 16p dudi ndi mac, tao diéu kién thun loi cho viéc hinh thanh dinh
cim mdu én dinh.

2.¥ai tro cia cic & bao ndi mac

“T€ bdo néi mac cb cdc ditc didm vi kha nang sau:

— Trén bé mat ndi mac ¢6 phi mét 16p giycocalyx, mi trong dé cé
chira: '

+ Heparin sulphat : ¢é vai trd quan trong trong viéc chéng sinh huyét
khoi; ‘

+ Va cdc chit glycosaminoglycan (mét dang mucopoly-saccharid), cé
khd niing hoat hod antithrombin III - A mot chit e ché rit manh cic
enzym doéng mau. ... ... o .

~ Dudi 16p glycocalyx d6 con ¢6 mot 16p mang lipid kép chita
ADPase- diy 12 mét men thiic diy cho sy thodi gidng ADP (chéng dugc
dinh va ngung tap tidu ciu).

— Té& bdo nédi myc cdn cb khi nang chuyén hoid vi biit hoat cdc peptid
hoat mach nhé vay mi tham gia vio qué trinh diéu hoa van mach.

— Dic biét t& blo ndi mac ¢é chita men prostacyclin synthetase, do dé
di chuyén dugc acid arachidonic thanh prostacyclin (PGI2)- chdt ndy cé
tic dung dc ch€ ngung tap ti€u cdu rit manh thong qua viée tic dung lén
men adenylate - cyclase dé tao ra mot luong 16n AMP vong (vem so dé 3).
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—~ T& bao ndi mac c¢é chia thrombomodu!in, chit ndy gin véi
thrombin (1 san phidm dugc tgo ra trong gud trinh dong mdu ngay tai vi trf
bi tén thuong) dé thyc hién nhiém vu hoat hod protein C, thic ddy su
giing hod vi tc ché cic y&u 16 Va va Vila.

— T€ bao not mac (véi sy cé mit cha thrombin) tao ra dugc Y&y 1o
hoat hod plasminogen, do vy ma ¢6 thé khdi dong duge qud trinh tiéu
fibrin.

— T& bao ndi myc cling téng hep duge protein S- 12 mét dong yéu 1if
" clia proteinC. '

~ Dac biét, t€ bao noi mac con ki noi tong hop duge yéu & von-
Willebrand (v-WF)- d6 13 mot "chat keo sinh hoc™ cén thigt cho qud dinh
clia ti€u ciu v6i collagen & t8 chifc dudi noi mac (xer 5o d6 5).

'Nh& nhitng dac tinh trén nén 16p t€ bao noi rﬁz;c-"iix_ 1ép 1€ bao "khong
sinh huyét kh&i"- di tham gia mét cdch hét sic dic luc vio vige duy tri
duge sy can bing gifta hai hé théng: hé thong cic Iyé'u 16 déng mdu trong
huyét trong va hé théng cdc chit hoat hod qué trinh cdm mdu vh déng
méu & ngay trong 16p 6 chifc dudi t€ bho ngi mac (xen so dé4).

3. Vai trd ciia t6 chite du6i 16p t€ bao noi mac:

Thinh phin cla t§ chic ndy gém cé: .c'oiiagen, t6 chitc chun,
proteoglycan, mang nén, vi soi, cdc mucopoiysaéharid, fibronectin..

Khi thinh mach bi tén thuong, cdc thanh p.hﬁti dudi ndi mac bt boc 16,
Hién twgng dinh cua tiéu ciu véi cac thanh phé.n dix_éi ndi mac, dic bigt I
v6i collagen va cdc microfibrin qua vai trd trung gian clia y€u t8 von-
Willebrand vi GPIb, GPIIb/II1a.. lap tic dﬁqd xdy ra.
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Sords & - Vai tro ciia 18" hdo ngi mac trong gtia trinh
cdm mdu,dong mdu va tiéu fibrin
(Theo AN Hoffbrand, J.E. Pettit: Clinical heniatol.;
Sundoz Atlas, 2%edit:; 1994)
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YEU TO VON-WILLEBRAND (v-WF)

v-WF duogc téng hop tir t& blio noi mac va miu tiéu cdu. Ching dugc
t6n trit trong cic thé Weibel Palade cia t€ bao ndi mac; réi duge tigt chi
y&u vao huyét tuong (khodng 70%), con fai thi tiél vao 16p t& bao ndi
mac. Khi luu hinh trong miu  v-WF gin véi y&u t6 VIII dong mau (
VIII:C) d€ tao ra mot phifc hop gdm y&u t6 VIII v v-WF {=VIII- v-WF).
Day la mot phitc hop gbm hai y&u t6 ¢ nhiing tinh chiit sinh hoc va mién
dich khdc nhau; chiing 6 thé tach 11 nhau vi khong ¢6 lién he dong hod
tri. V& phuong dién mién dich, cé thé xdc dinh v-WF bing khéng thé di
loai, bdi vay dugc goi ia khing nguyén v- “WF (v-WE:Ag) (xemhdngl ).

— Chitc ning cla v-WFE:

b )

C6 vai trd to 1én trong cim méu ky ddu : 1a chét keo sinh hoc" dé gan
k&t tidu ciu v6i collagen, dé 1a co s& quyét dinh cho hién tugng dinh ctia

tiéu ciu voi té chite ndi mac, tao nén dinh cdm mau (xem s0 dé 5).

Ngodi ra vi v-WF ciing la mot protein mang y&u t& VIII vi vay mi

ciing ¢6 vai trd (gidn ti€p) trong qud irish déng mdu.

Mot s6 chit nhy thrombin, fibrin, plasminogen, endotoxin,

interteukin-1.. ¢6 khi nang kich thich sy tiét yéu t6 von-Wiliebrand.
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Bdng 1: So sanh yéu 16 von-Willebrund va yéu t& VII.C

So sdnh Yéu té Yéu t6 Vil

von-Willebrand (v-WF) { Viii:C)

Noi t8ng hop: T& bao ndi mac, tidu cau | Gan (lach)

Di truyén: Nhiém'sic thé thuong | Nhidm séclthé’X

Hoattinh sinh vt |Hoat tinh déng y&u 18| Hoat tich y&u 5 VIl
Ristocetin (RCo). " dbng méau ( VIIC)

Hoat tinh  khang|Khang nguyén yéu t6|knang nguyén yéu 16

nguyén: von-Willebrand VIl (VHEAg).

' (v-WF:Ag)

Trong ligng phan ti: |800.000-140.000.000 | 70.000-240.000

Chitc ndng: - 1Cam mau ky d8u va canlYéu to dong mau (theo
cho hoat ti-h VIIL.C, con dudng déng  mau

ndi sinh)
Bénh ly: Bénh Willebrand .(v6i|Béhh ua chay mau

nhiéyu typ khac nhau; {Hemophilia A)
ABC) I (ABCD) va '
i
Bac diém bénh von-Willebrand va  bénh | mopmha A

| - P#c diém clia chay Mang nhdy, niém mac | Khdp; t8 chitc mém

méu trén lam sang. _ :

- Y&u 8 Vil Gidm Gldm
- Yéu 18 von-Willebrand] Gidm- S Binh thudng

(v-WF} S .

- v-WF: Ag Glam Binh thudng

- Thdi gian mau chay | Kéo dai Binh thudng

- Ngung tap véi Giam Binh thudng
Ristocetin

U Ristocetin Ia mét khdng sinh sdn xudt béing cdch 1én men Nocardia
lurida, ditng dé diéu tri cdc viém nhiém do Staphylococcus va Enteroc‘occus
ma dd khdig doi vi 1dt cd cdc loai khdng sinh khic. :
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SINH LY QUA TRINH CAM MAU

. CAC HOAT BONG XAY RA & THOI KY PAU TIEN CUA
QUA TRINH CAM MAU (Xem 50 do 6).

Khi thanh mach bf ton thucng, 1ap we xay ra qud trinh c4m méau ban
ddu. D6 1a mot qua trinh rt phu'c tap, bao gém cdc hign tugng sau day:

1. Hién tugng <o mach

- X&y ra cuc'bd & ng'ay tai ché mach mdu bi 1én thuong theo hai co
ché: SRR L

+ Co mach do phan Xa thﬁn kmh dﬁy 121 mot phan xa ty vé thu'o’ng thdy
& hau hét cdc mé clia ccr the '

+ Co mach theo co ché « clia'cdc tac dong thé dich: T€ bio noi mac gidi
phdng ra chit anglotensm iy tleu “cdu phéng thich ra serotonin hoic
thromboxan A,.. d6 1& nhlmg chﬁt co téc duno co mach.

- Kétqua id mdch mau co la: khﬁu kmh thu nho lam cho dong chay
cla mdu bét lai. Hxéu qua co mach ¢d ¥ nghia trong viéc tham gia tao
dinh cim mdu ban d"m d’ic biét 13 & nhifng mao mach, hoic mach miu
nhd. )

~ Con néu tén thu'(mg & mach mdu ién thi higu qua nay rit it; mat

khédc cdc phan xa than kinh, chat ang;otensm IL... s& nhanh chéng bi yé&u
din. Néu khong c6 nhu’ng co ché khéc nira th s& khéng thé ndo cdm duogc
miu.
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2.Tiéu can dinh vao cic thanh phan du6i noéi mac

Khi thanh mach bi t6n thuong, 1ép t€ bao ndi mac bi phd v&, cic 18
chitc dudi ndi mac nhu collagen, mang nén, vi soi, chat chun.. dugc boc
I, Day 1A diéu kién co ban cho hién tugng dinh vi ngung tip xay ra, trude

heét 1a tiéu cdu trong phén thé tich méu tai viing ¢6 tén thuong.

Dinh tiéu cdu vao collagen 12 mot hiéh ntong ndi bat nhat. Ngudi ta cho

ring hién tuong két dinh ndy I3 do lyc hit tinh dién: tidu cdu cé dién tich
am vi cé nhiéu acid sialic & mang di dinh vao nhém amin (-NH,) cla
collagen cé dién tich duong. Sy két dinh ndy xay ra titc khic, khong cédn ¢é

calci va cde yé&u t8 dong mau trong huyét teong.

Nhitng céng trinh nghién céu gz’iﬁ day d& cho thdy sy tham gia rét tich
ctre cita cdc y€u t& von-Willebrand (duge tao ra tir t€ bao néi mac v3 méu
tidu cdu), cling nhu cic y&u t8 GPIb, GPIb/Illa (ndm ngay & mang tidu
cdu) trong viéc tao ra sy két dinh clla tiéu cdu vio collagen duéi 1dp t& bio
ndi mac (xem sodd 5),

O day yéu ts von-Willebrand da trd thanh” chat keo sinh hoc” gan két
cic phan tir GPIb va GPIIa/llla ¢lia tiéu clu vdéi collagen qua céc vi tri

Sy két dinh nay da [am phén tir von-Willebrand dé bi thay déi cdu triic.
Tiép theo tiéu cdu lai ti€p tyc gin k&t véi phan tir von-Willebrand khdc dé
md rdng qué trinh dinh két.

Ngodi ra tiéu cau cdn gin két v6i ca mot s6 thinh phdn khéc nita, déc
bigt v6i microfibrin (vi soi) do bdi phan tir microfibrin ¢4 nhiéu diém vé
célu tric khd giéng véi von-Willebrand. |

Mat khdc collagen ciing cdn B mot y&u t8 kich thich sy ngung tap tiéu
cdu; diéu nay di duge khing dinh trén thyc t& va qua cdc cong trinh thuc
nghigm (xin xem thém phén tiéu cdu).
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C6 thé néi sy dinh tidu cfu xay ra tic khic nay khtt ddu cho mot hoat
dong c4m méu hét stc rim 1o : ngay sau d6 s& xay ra hién twgng ngung
tap, thay hinh ddi dang va dé r6i phéng {hich ra tit ¢4 c4c thanh phan bén
trong ciia 16p tiéu cdu diu tién nay. CO thc gid da sit dung ngit " hoat hod
tiéu cdu " dé chi buée khoi diu nay.

Dang miu ti€p tuc dua thém tiéu ciu dén, s6 luong cic tiéu cu duge
hoat ho# ciing vi thé mi khéng ngimg tang én;Va chinh @6 ciing th co 50
ctia mot dién ti€n md rong trong hoat dong cam méu.

3. Hoat hoa qua trinh dong man

Ngay tir khi thanh mach vira bi t8n thuong thi qué tinh déng méu 1ap
titc duoc khdi dong theo hai con dudng:

— Ngoai sinh: Do viéc gidi phong ra thromboblastin tir té chifc bi t&n
thuang hodc tlr céc hong cdu bi va do tiép xic véi bé mit la.

— Noi sinh: D6 1a sy hoat hod yéu 16 Xila theo mot co ch€ ma hign
nay chua biét r0.

Théc déng mau dugc khoi dong, va dugc tigp sttc thém bdi sy phong
thich ra y&u t8 3 tidu ciu tir hoat dong dinh, ngung tap vi phéng thich clia
cée tidu clu vira duge hoat hod. '

L. THOI KY MO RONG CUA QUA TRINH CAM MAU

C6 thé néi trung tam ciia hién tugng md rong 46 1a do viéc phong thich
ra céc y&u t6 clia tiéu cdu dén dén viéc dinh va ngung tap tidu cdu duge
nhiéu hon: Khi dinh va ngung t4p tiéu céu nhiéu hon thi phéng thich lai
ciing manh mé. Vong xodn nay mdi ldc mot md rong! Tiéu cdu theo dong
mau s& nhanh chéng bi thu hiit vao vong xofin d6; cang vé sau cang dirh
nhidu hon boi 1€ chinh "céi chét” cha né di tré thinh mot diéu 16t cho
hién tugng dinh tang 1én. - .
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1.M& rong qué trinh cAm mau qua vai tro cta thromboxan A,
ThromboxanA , 1a mot chét gy ngung tap tidu cdu rdt manh.
Lic dau 12 nhd su ™ hoat hod tiéu cdu " cac men ciia hé théng dng ticu

ciu (nhu cyclo- oxygenase, thromoboxan synthetase) $& xic tdc chuyén
acid arachidonic thanh thromboxanA,.

V& sau bén canh con dudng niy thi con do Augng ADP, thrombin..
cang ngdy cang nhidu cho nén throml:aoxamA1 lat cang durge tao ra nhxéu
hon nita.
2. M6 rong qua trinh cAm mau qua vai trd cia ADP
~ Nguon géc clia ADP: Ddu tién 1 do tiéu cdu dinh vao collagen, vi
sgi.. 10f phéng thich ra ADP (chinh Ja yéu t§ [3 clia tiéu cdu); hodc do
héng cdu bi v& gidi phéng ra ADP va do sy thodi hod ATP dusi tic déng

clia thrombin. V& sau sy ngung tﬁp ti€u cdu cang tang thi lugng ADP
cang dugc phéng thich ra nhiéu hon,

Nhu’ viy: ADP dugc cung céip chil yéu tir hai ngudn:
+ Ngoai sinh: Tir t6 chic v2 héng cdu bi v&
+Noisinh: Tirtiducdu . .

— Co ch€ clia st ngung tap tiéu cdu do ADP : C6 thé do mét trong céc
co ch€ sau:

+ ADP di cling calci va y&u 8 von- WtEEebland d€ ta0 ra mét cdu ndi
dinh cdc tiéu cdu véi nhau. '

+ St cé mat clia ADP da tic che qué trmh thom hod clia ATP dfm dén
ti€u céu khong c6 du ning lugng nén da két dinh véi nhau. '

+ Dic bigt Ia ADP- v8i vai trd nhu mot "chét kich t4p” dd hoat hod
" ‘phospholipase dé thiic ddy cho sy chuyén cic phospholipid ming thank
acid arachidonic, sau d6 1a nhd sy tdc dong clia cdc men trong hé théng
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8ng tiéu cdu &€ tao ra thromboxanA, ,day 1a mét chét gy ngung tap tiéu
~cfu rft manh. :

3. Mi§ rong qué trinh cAm méu qua vai trd ctia thrombin

— Hién tuong ndy x3y ra rit sém ngay cd wudc khi thr omtbin xdc tac
cho su chuyén fibrinogen thinh fibrin, va hién tuong nay khéng chiu su
t4¢ dong ngan can clia heparin.

— Nguén géc thrombin: Liic ddu chi: y€u [a tr con duong dong miu
ngoai sinh; nhung cang vé sau khi da c6 y&u t& 3 tiu céu thi thrombin
duge bé sung chit y&u theo con dudng déng mai noi sinh. Tiéu clu cang
dinh, cang ngung tap vh phéng thich cang nhiéu thi lugng thrombin tao ra
cang nhiéu.

— Nhitng tdc dung ctia thrombin:

Thrombin s& thc dong l1én y&u t6 5 tiéu ciu gy ra su ngung tap;

Thrombin ciing gép phin cho sy thiic ddy chuyén ATP thanh ADP;

‘Pic biét anh hudng clia thrombin rdt 16n con & chd id dd gy ra sy
phéng thich céc thanh phén cdn lai cua tiéu cdu mh tude d6 con chua
dugc phéng thich hé, nhu 12 cdc men hexokinase, A ghicuronidase,
protein, lipid, adrenalin vi noradrenalin (lam tang hiéu lue the dong cua
thrombin}..

Nhu vay ciing nht collagen, thrombin di gy dinh, ngung tip va
phéng thich cdc thinh phin cha tiéu cdu ... nhung tac dung clia né hodn
hao hon nhiéu.

" #Luw §: Ngodi thc dung clia cdc thinh phén di k& (thromboxan A,
ADP, thrombin) thi con nhiéu y&u t6 khéc (nhu serotonin,adrenalin,
noradrenalin, fibrinogen...Jeling ¢6 tdc dung tric tiép hoiic gidn ti&p tham
gia viio viéc hoat hod tiéu cdu. Cde y&u 8 nay cling ngay mot nhigu hon
theo su tién trién cla qud trinh m& réng noi trén. '
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4. Moi quan hé giita thrombin, ADP va tiéu ciu trong hoat dong
cam mau

— Nhu trén d3 néi: Sy tao ra thrombin s& thic dfy viec chuyén ATP
thanh ADP, nh& d6 tao ra ning lugng cung cdp cho cdc hoat dong clia gié"u
chu trong qud trinh thue hién chic ning cdm madu.

— Thrombin trirc ti€p hodc gidn ti€p gay ra sy ngung tap tiéu cdu va
phéng thich ra ADP. )

- Ngudi ta con cho ring tdc dung ngung t.ap tiu cdu ciia thrombin 6
~ |8 phai ¢ ADP lam trung gian.

- -~ ADP gay ra hxen trgng ngung tip vi phong thich ciia tiéu cdu, qua
d6 lam gidu thém y&u t& 3 tidu céu, gidn tiép IAm tang thém’ lu'dng
thrombin . :

— Tiéu cdu mudn ngung tap duge tg nd cling phai ¢6 mot s6 diéu kién
nhu: phai ¢6 mot hoat déng sinh Iy hoan thién dé ¢6 thé phdng thich ra
duge nhitng thinh phin khéc nhau, nhu serotonin, 5 hydroxytryptamin,
adrenalin, histamin, y&u 8 3 tiéu cu, nucleotid vi cdc men...; Déng thdi
trong noi & bio ti€u ¢du cling xdy ra cdc hién tuong sinh hod nhu: Kich
‘thich sit chuyén hod tiew dirdiig; thiodi Hos VA taf t8iig hop timg phin ADP,
tao AMP, hoat hod thrombosterin, Day 12 nhilng hién twong chid dong cé
sy tham gia hoat hod clia thrombin, collagen, hén dich tao keo hoat dong
(ca tiéu cdu) dbng thoi ¢d tiéu tén ning luon b&’:f‘i vy né tiéu thy phan
16n nang luong cla ticu cu. ‘

5.Hoat dong chiic nﬁng chia tiéu ciu xay ra in-vivo

D6 12 bao gdm tit ca cdc hoat dong chiic nang dé hoat hoi tidu cdu
nhu dinh, ngung tap, bién dang keo, phéng thich cdc chét nhim thue hién
cdc chite nang ¢dm mdu ky ddu. - , o

Hoat dong ndy chi xdy ra khi c6 vét thuong thinh mach ngay tai chd,"
véi cdc dic diém sau: R4t nhanh, xen k& cdc giai dogn va cd sy tudng tac
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lin nhau; sy kien nay xtc tac cho s kién khdc, hién tuong trude thic ddy
hién tuong sau; hién twong sau tro lai ¢6 tic dyng md réng cho hién tugng
trude nhanh hon va manh hon.

Trong qué trinh n2y thi sy tao ra ADP, thrombin, su gidi phéng ra cdc
thinh phdn néi tiu cdu, boc 1o thanh phin GPIIb/lla.. la cye ky quan -
trong. Chiing vira 12 két qua clia qué trinh trudc, d6ng thdi lai 1a chit xdc
tac clia qud trinh sau. '

“Dén day thi nit (dinh) cfm méu bit ddu duge hinh thanh, tuy nhién
cdn nhd va chua vitng chic,

11l HOAN CHINH NUT (DINH) CAM MAU BAN DAU

Niit cAm méau d% duge tao ra, nhung cdn nhd va chua bén ving, vé sau
do hién tuong ngung tap tiéu cu cang ting lén nén nit tiéu cdu to Ién
thém, déng thdi nhd cé hién tugng co cyc mdu nén nit tidu cdu méi d
nén chic va on dinh hon. ‘

Céc y&u t6 tham gia vao hién tyong co cyc mau la:

1.Tiéu cau

Diéu kién bét bugc dé hien tugng co cyc mdu duge t6t hon 1 tiéu cdu
phai lanh manh vd nguyén vencde thanh phin nho GPD,
phosphoglyceraldehyt hydrogenase va pyruvatkinase phai diy di ; qud
trinh tiéu dudng phai rit hoan chinh; ATP trong tiéu cAu cin phii ddy du
(ngudn chinh ctia ATP trong tiéu ciu xuft phdt tir qua trinh tiéu dudng).
Cic thanh phén khic cling phai ddy da.

Thrombospondin (tir hat o) s& gin véi GP IV dé 1am cho ngung tip
tidu chu 1t ché cdn ¢6 thé héi phue duge trdr nén khong héi phuc.

Yéu 16 von-Willebrand va fibronectini s& gén,vio phic hop GPIIb/Ila
dé cling ¢ niit tiéu cu.
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. Thrombostenin, mdt protein.co gifng nhu actomysin cha co, chia
trong ti€u cdu s& dugce phéng thich ra; ti€p xdc véi cde yéu t6 dong mdu
trong huyét tvong va s& phat huy tdc dung 1am co niit tiéu cu.

Cic phén tr ATP s€ bj chuyén thanh ADP giai phéng ra nang lugng
cung cilp cho hien twong co cyc.

2. Huyet tuo’ng

LA noi cung cép nhidu thanh phdn tham gia vao sy co cyc mdu, Qué
trinh dong mau duge hoat hod s&€ tao ra thrombin, thrombin xidc téc
chuyén fibrinogen thanh fibrin, tao thanh mot mang udi bao boc 14y tiéu
ciu. Su tao ra mang fibrin thé 1a co s& vat Iy cho su co cuc méu.

Ngdéii'la huyét tuong cdn cung cip cd yéu 16 XIII, ton calci, glucose,
ATP, ADP... Day [a nhiing y&u 15 rét cfm thiét cho quq trmh co cuc dai
véi ndt cﬁm mdu ban dau

Ciing cdn tuu ¥ ring & day chung ta tach cic yeu to ra Ja dé d& fim
hi€u ; Con trong thyc t€ cdc y&u t6 trén rfit gin bé vdi nhau, tao didu kién
hé trg, hop tdc véi nhau d€ tao nén hién tugng co cyc. Mat khdc cdc hién
tuong trén cdn phy thude vio nhiét do, bé mit t€ bao, dién tich tiép xic,
p}«} S e i s

‘ Két qua clia todn bé qué trinh frén i Hinh thanh mét dlnh cim miu
to v ch’tc ngay tal nGJ mach mdu bi tén thuong.

V. -BKEU- HOA QUA TRINH CAM MAU

'Co thé con ngudi ludn o6 kha nang tir didu chinh moi hoat déng cha
minh theo nhitng quy luat chit ché va Iy thi. Qué trinh cAm mdu ki ddu
théng qua cic hogt dong nhu hoat hod tidu cdu, khéi dong cdc con dudng

-déng mau... dé o ra dinh ciim mdu. Tuy nhién cdc hoat déng cdm méu

chi dugc phét trién dén mét lde ndo dé thi budc phai dimg ia..i, néu khong
& XAy ra céc hau qui khong kém phén nghiém trong. D& dam bio duge
hién tugng d6 phai thong qua mét qua trinh di€u hoa cim méu,
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1.Vai tro clia huyét tuong

— Trong huyét twong 6 chia adenylakinase va phosphatase, nho
nhiing men ndy md ADP- d6i tugng co ban giy nén su dinh va ngung tap
tiu cdu- duge tao ra & mot mic o ndo dé s& bi thuy phan theo quy trinh
sau:

Adenylakinase Phosphatuse -
ADP 5 AMP #Adenosin

Adenosin 13 mot chét ¢c ché ngung tap tiéu cdu rit manh.

— Ngoii ra trong huyét tiong con ¢6 chit dc ché ngung tap tiéu chu
khéc thong qua co ch€ phin huy ADP va thrombin,

2.Vai tro ciia thanh mach
a) Pidu hod qua vai trd cria prostucyclin (PGI2)

. Prostacyclin 12 mét chit tc ché ngung tap tiéu chu rit manh thong qua
viée thic ddy sy téng hop AMP vong dé tir dé e ché tdc dyng cua
thromboxan AZ.

T€ bao ndi mac ¢b chita men prostacylin synthetase; Men nay d# thuc
hién viéc xdc tic dé chuyén acid arachidonic thinh prostacyclin (xem so
as 5).

Ngoai ra prostacyclin con duge tdng hop lién tuc trong t& bio ndi mé &
phéi ; hodc tir mdt s6 tiéu cdu luwe théng ciing téng hop ra duge cic
endoperocid vi chat ndy dwge chuyén thanh prostacyclin luu thong &
trong méu. Do thei gian bén huy rft ngin (khodng 3 phit) nén néng do
prostacyclin frong dong mach ludn cao hon trong tinh mach.

* Land y: Aspirin cling ¢ tdc dyng dc che men prostacyclin synthetase,
vi thé day ciing 13 mot trd ngai khi diing chit niy dé chéng huyét khoi.
Tuy nhién Vi aspirin ¢é tdc dung tc ch€ men cyclo-oxygenase (ctia hé
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thdng 6ng ti€u cdu) manh hon nhiél so véi tic dung tc ché prostacyclin
synthetase, bdi vy ¢é thé diing aspirin liéu thdp vin ¢6 thé ngan cin duge
qud trinh tao huyét khéi.

h) Didu hoa nhd vai tré clia cde enzym

Cic enzym nhu ATPase, ADPase, 5- dinucleotid cé & bé mit t& bio
noi mac lam trung hod nhanh chéng ATP v ADP do tiéu cAu hoat hoa
phang t‘mch ra, nhd vily mi gdp phén vio vige diéu hok hoat dong cam
mau.

3.Vai trd cila cac t€ bao mé4u trong diéu hoa cim mau

- Vai td clia phospholipid nﬁmg: Néu bach cdu qud nhidu ciing <6
thé gy r6i loan qué trinh cdm mdu. Mat khic nhiu cong trinh nghién
cttu cho théy khi tiu cdu cao kém theo héﬂg chu ciing cao thi hay ¢6 cic
r6i loan cam méu hon so v&i khi chi c6 tiéu cdu cao don thudn. Ngudi ta
cho ring trong cdc hoat dong cdm miu cling nhw dong mau déu c6 sy
tham gia ciia phospholipid khong chi cla tiéu cu mi con ctia bach cdu vi
héng ciu nita. '

~ Vai trd cia thye bao trong dong méu va tiéu fibrin: Nhd cdc dai
thue bao 6 chita cdc thy thé ciia cdc protein dong méau, dic biét nhd vai
trd ehia qud trinh thue bio trong tiéu fibrin; Ngodi ra mot s& chat cé ngudn
gdc K proenzym, cdc tic nhan oxy hod ... cling ¢6 tdc dong 1én su didu
hoa cém miu.. ' ' :

4. Vai tro ctia qud trmh tién hbrm

Céc sin phim thodi hod fibrinogen va fibrin (FDPs)déu c6 tic. dung
chéng ngung tip tidu ciu,bdi viy md vc ti€p dnh hudng dén hoéz Jdéing
cdm miu.Cin fuu § dén dic diém niy tong cde n,tro'ng hdp bi DIC hofe
sir dyng thude tiéu fibrin...



SINH LY QUA TRINH DONG MAU

I. CAC YEU TO PONG MAU

Trudc day ngudi ta cho rdng c6 {2 protein trong huyét twong tham gia
vao qué trinh dong méu, v duge Uy ban danh phip quéc t& (1934) dat tén
cho cdc y&u t6 d6 bing céic chir s6 Lami. Tuy nhién vé sau 43 ¢é sy thay
d8i: mot 56 y&u 16 i bi bd di (nhu cde y&u & JIL, IV, VI) vi khong tuong
{ing véi mot protein riéng biét ndo ; nhung bén canh dé thi lai c6 mot yé&u t&
khic duogc phat hién thém (nhu prekallikrein, HMWK). Dudi day ia bang
cic yéu t6 dong méu véi cc dic diém chi y&u clia chiing (xem bdng 2).

Bing 2. Céc yéu t& déng mdu

Néng do , C6 mat| Co mét
trong Chicnang| Nita | Noi | Phy | bong  long
Yéu s huyet 1 pian i doi | sén | thuge plasma| huyet
turang séng | xuét K hat 5 thanh
{mg/di)
Yéu 1§ 1|150-400 | pgiobulin| Cochdt |90giv |Tébao|Khong| C6 | Khong
{fibrinogen) dong mau gan
Yéu 6 11100150 o hayp | zymogen |60 gid | Tébaoi Co Khong | Khéng
(prothrombin) globulin gan
Yau 16 V| 05-10 |p globulin; Sdngyéu { 12-36 | T€bao: Knang Co | Khang
{proaccelerin) 16 gi¢ | gan
Yas © Vil 10 |oglobulini zymogen i 4-6 |Tébdo| CO | Khong Céd
{proconvertin) : gig | gan
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Yéu t6 VIl <001 |B globuiin| Béngyéu | 12 giv | TEbao|Khong| Co | Khong
(Ant ‘ 16 gan

hemophilia A

factor)

Yu 16 'IX] 001 {e,globulin| zymogen | 24gio |Tébao| C6 |Khong| Co
{Anti ' o gan

hemophilia B ‘

factor) - .

Yéu 15 X 0.75 jprealbumn| zymogen |24 gi¢ |TEbac| Cé |Khong| Cb
{Stuart factor) _ gan

Yeu 16 Xi] 12 | Bhayy | zymogen |40gi¢ [T&bdo|Khang| Co | Co
(PTAY. globulin : gan |

Yéu @ X[ 04 |Pglobulin| zymegen | 4852 {Tébao|Khang| €& | Co

(Hageman : ‘ gid | gan
factor)
Yéu 1§ X 25 |oyglobulin| Chuyn | 35 [Tébao|Khéng| C6 {Khong
{fibrin amydase | ngay | gan
stabilizing
factor) :
Prekaflikrein | 0.3 faste. | zymogen | 48-52 [Tébao|Khong| C& | Co
factor) .
Kininogen - 25 |oglobulini Béngyéu | 65 |[Tébao|Khdéng| Cé | ©Cb
trong  hrng ot ngdy | gan :
phdn tir cao
(HMwK) O
(Fitzgerald
factor)
Chit thich:

™ PTA (plusma-thromboplastin antecedent) 1ién chdt thromboplastin
liyét neong. ' ' '

HMWK (high molecular weigh kininogen) kininogen trong hipng phan
Ht cuo.
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Mot 88 lua ¥ vé cdc y&u t6 dong mau:

1.Nhém cdce yéu t6 ciia hé thong hoat hod tiép xtc

Hé thong hoat hod ti€p xtc bao gom: y&u 1§ XII, HMWK va
prekallikrein/ kallikrein.

Céc y&u t8 nay hinh nhu khong ¢ vai d gi trong qud trinh cdm méu
in-vitro; tuy nhién chiing lai ¢6 vai trd rit quan trong trong vige khéi ddu
cho qué trinh déng méu theo con duong noi sinh (xem so d6 dong miu)

Ngoai ra cling di ¢6 nhitng bing chitng cho thiy chiing cling c6 vai tro
quan trong trong viéc hoat hod hé théng tiéu fibrin.

_ 2. Céc yéu t6 phu thujc vitamin K
Céc yéu t6 11, VII, IX v& X (con goi 12 nhém PPSB) va hai chit tic ché
sinh 1y 12 protein C va protein S thuéc vé gia dinh edc protein phy thude K.
Chiing duoc téng hop & gan dudi dang tién chat va chi khi ¢6 mijt clia
vitamin K thi su téng hop ra ching mdi thyc sy tron ven.

Ci 4 y&u 5 PPSB déu la zymogen (tién men) chia cdc serin protease
(men hoat dong). Chiing khong cé hoat tinh enzym & trang théi co ban,
nhung c6 thé bi bién déi thanh serin protease bing sy phin cit cd lya
chon mot hodc hai day néi peptid.

Xét nghiem dé danh gid cdc y&u t& PPSB la thrombotest (thdi gian
Owren).

Do téng hop & gan nén néng do ctia PPSB trong huyét twong phén dnh
trung thanh chifc nang cla cdc 1€ bdo gan (véi diéu kién c6 dit vitamin K).

Trong trudng hop bi thi€u vitamin K, gan chi téng hop ra tién chét clia
céic yéu t6 néi trén; Cdc tién chit ndy cb nhiing dic diém sau:

~ Mang diic tinh khdng nguyén clia chinh citc yéu 15 dong méu tuong
ing.
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- €6 hoat tinh sinh hoc déng mdu rit thap.
— Thém chi mot 8 chiing con ¢6 hoat tinh dc ch€ dong mdu nira.

Nhiing chit nay duge goj fa: Cée protein duoge tao ra do thi€u vitamin
K hoiic do chédt d6i khing véi vitamin K (proteins induced by vitamin K
absence or antagonists =PIVKA)

3. Lac yéu td de hily

Yeu t8 V va VIII [a hai y&u t6 dé& huy nhdt, cho nén trong mau luu e
vi méiu c6 xir Iy bing nhiét thi hau nhu khc‘mg céydutd vV va VHL

Cling nhi HMWK, hai y&u 16 V va VIII 1a cée ddng yéu t§ enzym chit
khong phdi i zymogen, ching 6 cfu trifc tuong déng véi cdc y&u t6 IX
va X, vi fa dong yéu 1§ Cf;_ﬁ hai y&u 16 ndy; ching luu hanh trong méu
khong chi duéi dang moe chudi ma dudi 'déng nhiing manh nhé hon. Sau -
khi bi tiéu protein (do tic dung clia thrombin) thi cdc y&u t8 Va vi VIIa
s& hoat déng nhu mat d(‘in: yé’u t6, lam gia tdc them nhitng tuong tdc ciia
- enzym- chét nén (vi du yéu 5 VHId co the lam tzmg hoat tmh cla yéu 16
' IXa lén gip 10 ooo 14R).” -

Riéng yé&u t6 VIII thi cdn ¢é dic diém 13; Kh1 vira duge téng hap xo@
chi sau 8-12 phiit Ia yé€u 18 VII gin ngay v6i yéu t6 von-Willebrand (v-
WE). v-WF ¢6 tic dyng 6n dinh yéu t6 VII va bio vé chiing khoi bi ph4
huy trong bio tuong t€ bio ti€t va trong huyét twong, nhd dé- ma lam 6n
dinh hoat tinh déng mau clia y&u 16 nay. Mat khéc, yéu 18 v-WF ¢iing cdn
cé tic dung phan phdi yéd 16 VI dén vi trf gdin cfia cdc ti€u clu hoat hod
tai noi ma ¢6 thanh mach b ton thuong. |

Khi mét y€u t§ VIII bj phan cét va hoat hoa béi thrombm thi né ciing
khong con gin véi y&u t6 v-WF nifa.
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#Lae § Mot s6 thuat ngit vé yéu tf VIII va yéu t6 von-Willebrand nhu
sau:

— Y&u 18 VI (fuctor VIH): L mot protein dong miu- y€u t8 chéng ua
chiy miu-lvu hanh trong mdu duéi dang phic hop vdi yéu t8 von-
Willebrand. Yéu t6 VIII bi gidm trong huyét wong cita bénh nhén bl ua
chiy méu & dién (bénh hemophilia A) va bénh von-Willebrand. -

Yé&u t6 VIII duoc xdc dinh bing cdc xét nghiém dong méu chuén (nhu'
dinh luong yéu 18 VIIL, APTT..)

— Yéu t6VII: € (factor VIIC= VIIL:C) : Thudt ngll nay mudn néi vé
dic tinh  dong mdu ciia protein yéu t& VIIL; doi khi thudt ngit VIIC

ciing dugec sir dung thay cho thult ngit "y&u 18 VIII".

~ Khéng nguyén yéu 16 VI (factor VI antigen = VHI:Ag): La cic
quyét dinh khdng nguyén cia y&u t8 VIIL, duge xde dinh qua cdc phan
ttng mién dich bing cdch sit dung cdc khing thé da gid vh don gid.

— Yéu 18 von-Willebrand (von-Willebrand fuctor=v-WF): Li mot
glycoprotein ¢in cho sy dinh cla ti€u cdu binh thuong . v-WF leu hanh
trong huyét twrong dubi dang tao thanh phéc hop véi y&u t6 VL Trude
diy c6 tén goi I “hoat tinh y&u 8§ VII - yéu &5 von-Willebrand
(VIIR:WF} v hoat tinh déng yéu 18 ristocetin (VIIER CoE).

Dé dénh gid v-WF thudng ding nhét 12 xét nghiém do sy ngung tp
clia ti€u cdu v6i sy ¢6 mat clia khdng sinh ristocetin, hoac do d¢ dinh cia
‘tiéu cAu bing c6t bi thuy tinh.

~ Khing nguyén yéu & von-Willebrand ( von-Willehrand  factor
antigen = v-WF:Ag ) : La céc quyét dinh Khdng nguyén cira yéu t& von-
Willebrand, duoce xdc ding bing xét nghiém mién dich v6i cdc khing thé
don gid vi da gid.

Can luu y cdc tén got dugx day d& chi dé chi v-WF:Ag déu 1a khéng
ding:

+ Khang nguyén lién quan yé&u 8 VIII (VIII R:Ag)
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+ Khing nguyén yéu 18 VI (VIIL:Ag)
+ Khing nguyén AFH.
.+ Khing nguyén giéng AFH
~ Hout n’nh d(fng Yéu 18 ristocetin {risocetin cofactor activity) :
dac tinh cla yéu t& von-Willebrand ma né g:up cho sy ngung tip bcri
ristocetin clia cdc tiéu ciu binh thudng da rira.

Il. NHONG CHAT UC CHE DONG MAU SINH LY

* Day I3 he théng ty vé, nhim ngan chin nhing hién tugng déng mdu
khong can thiét xdy ra & trong co thé c6 thé gay ra tc mach. Cdc chit e
ch& dong mdu s:nh Iy duoce chia thanh hai ho I6n véi cdc dic diém nhu
) mlu {xem bung 35 '

1. Ho céc chit trc ché ciia serin protease hay serpin

Ho my bao gém 40 Eom protein khic nhau. Ve cau txuc thudng cé
mét chuéi polypeptid v6i khodng 400 acid amin v gléng nhau & cdc vitrf

Qg,oc

Phan [6n cdc serpin ¢4 hoat tinh Gc ché céc serin protease nhdtic dung

quan trong- ¢6 1& chiling ¢é ¢uing ngu

cita mot trung tam hoat dong nim & trong chudi polypeptid cila chiing.

Trong ho ndy, anti thrombin 11 (AT II) c6 vai trd (e ché rit to I6n.
AT III c6 khé nang trc ch& hdu hét céc serin protease (tifc 13 cic y&u 6
dong mdu di duge hoat hod) trir'yé'u t6 VIIa. Tdc dung e ché nity dic biet

manh véi thrombin (Ila). Higu luc dc ché cang dugc tang lén gdp rét
nhiéu 1an khi ¢6 mit ctia heparin, vi vy AT IIE con duge coi nhu [3 mét
déng yé€u t& ctia heparin, .
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Bing 3: Cde chdr e ché dong mdu sinh [y

Néng d6 trong .
Chétircché | Noiténg hap | huyét tuong Chire néing Trong itrong phan
(mg/d) fU
Nhdm 1:  Chc chilt (i ché cla serin profease:
-Antithrombin Wi TE bao gan |24 22 Ufe ché thrombin, |58.000,c6 mot day.
(AT i) Xa,i‘Xa,_ XlaXila
Katlikrein. 72.500,66 bon day.
-0, Macroglobulin | Té bdo gan  [215 £1 iﬁlikﬁgiz thrombin, .
{0 ,MG) 54.000, ¢6 mot day.
e oh - 1104.000,c6 mot day. |
-oantitrypsin  |Tébdogan  |200£45 iﬁﬁkg}ﬁ v ;h;?g]bm' 2oy
(o AT) o ohé kel " ]85.000, c mot day.
-Cyltc ché Tébaogan | 2443 Xl?l vgh;ia kalikrein,
Ding yéu 16| Tébaogan | 9426 tJc ché thrombin
heparin
Nhom 2: K& théng protein C
-Protein C T4 bao gan vdij5.0 Lam thodi hod Va 62.0@@’) hai day.
sur c6 mat cla va ViH:Ca
vitamink
g T PO A Cang wdi thrombin 5
Thrombomodulin {TE  bao  nd G2 hoat hod protein 74,600. ¢b mot day.
mac C
Protein S Tébaoganv6i| g5 La d6ng y&u 16 cla|84.000,c6 mot day.
st ¢O mat cda priein C, gidp thic|
vitaminK day sy thodi hoé Va
vaVIikCa

" Co ché tic dong clia AT III a: Trén bé mit cia AT Il ¢6 vi trf gin két
véi vi o hoat dong cla serin protease ¢fing nhy clia heparin. () trang thai
hoat hoi su két hop AT [II véi serin protease va heparin dugc tao ra. Nhu
viy AT III dd tao diu kién 4 heparin gén véi tdc serin protease, qua dé

{fc ché tde dung clia serin protease (nhu XIla, Xla, IXa,Xa va Ha).
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Trong mét s6 bénh 1y thigy hut AT il (bdm sinh, di tr uyén hoic mic
phai) thudng rit hay gip cic tai bién huyét khéi hodc ngh&n mach.

Vé tén goi cla AT III Trude diy nguo'l ta cho rang ¢ 6 protein khéc
nhau ¢6 thé dc ché thrombin, dugc dit tén AT tir [ dén VI. Vé sau ngudi ta
dil chitng minh duoc AT I va III chi I mét, cdn cdc protein con lai chi fa
anti protease, cho nén cdc tén cii da bi bb di. Hién nay chi con mét loal
antithrombin, nhung tén goi AT (I vin con duge ding chi la do théi
quen; Xu hudng 16i ciing s& khong ding II nita.

2. Ho céc chit e ché thudc hé thong protein C

Trong hé ndy gém ¢ 2 protein huyét tuong A protein C (PC) va
protein S (PS), vi mét protein mang & thrombomodulin.

PC vi PS duoge téng hop tir t& bao gan va 1a nhitng yéwtd phu thude
vitaminK; con thuombomodulm thi duge tao ra béi € bio ndi mac vi do
d6 khu trit & & bao néi mac ciia hé théng mach méu.

pPC 1 mét zymogen (dang tién men) cia serin protease. PS thi khong
phdi 1 zymogen ma 1A dong yéu (6 clia PC. C4 ba thanh phén PC, PS va
thrombomodulin ¢ méi lien quan rit chat ché trong-qué-trinh hoat hog

Dudi tde dung cila fhromﬁin trypsin, hay men hoat hod yé&u t6 X c6
mit trong noc rén Russell thi PC dugc hoat hod. S hoat hod duoc tang téc
bdi thrombomodulin vi s& con phét huy tdc dung hon nifa (dac biét I tde
dung chéng déng) khi cé mit cia PS, calci, phospho Sau khi duge hoat
hod PC c6 tdc dyng chéng dong, déng thdi cdn ¢ h:éu luc clia chit tién
thin Exéu saii huyét ‘

o Tx ong huyet twong con ¢ chit e ché PC (fim ra nam 1980), d6 1A mat
protein chi cé mot day polypeptid, trong luong phan tir bing 57.000

dalton. Chét nay ¢6 tdc dung vc ch€ PC nhung chi & trong trang thai khi
mi PC dii duge hoat hod.
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lil. NHONG THANH PHAN KHAC THAM GIA VAO QUA
TRINH DONG MAU _

1.Y&u td t6 chitc (tissue factor = TF)

Pé 1 mét glycoprotein don chudi, trong luong phén tlr bang 42 KD.

TF ¢6 hiu hét trong céc 18 chidc, nguyén blo sqi, thanh mach, biéu bi,
dac biét c6 nhiéu trong ndo va phéi.

TF khong ¢6 trorig' céc 1€ bao ndi mac. Nhu vay TF tao thanh mot vo
boc v6 cling phong phii xung quanh hé théng mach mdu; nhung lai kKhong
tiép xiic duge véi céc thanh phin trong méu (tiéu cdu, cic y&u 16 dong
méu..) do bdi syt ngan cach chia 16p t€ bao nédi mac. Chi khi ¢6 su tdn
thuong mach mau, mdi tiép xde duoc v6i cdc y&u td ﬁng méu, ldc 8y TF
méi phit huy tic dung.

TF ¢6 su két hop chit ché v6i céc phospholipid mang, chinh sy két hop
dé tao ra phitc hop TF- phospholipid niy da tao ra dwge hoat tinh chitc
ning cla nd.

Phitc hop TF-phospholipid d3 tré thanh mdt déng y€u t6 hoat hod yéu
t& VII (bién VII thanh VIla-serin protease).

2. Tiéu cau

Tidu cAu cé mang che y&u 16 dong méu xung quanh minh tao ra 18p

v

"khi quyén quanh tiéy ciu ".

Mt khéc ti€u cu cdn o6 chita phospholipid mang; Khi duoc hoat hod

* cdc phospho lipid cé sy diéu chinh, dac bigt 14 su tich clia phosphatidyl

serin tit céc t4i nhd va di chuyén qua céc mat ngoai ciia mang tiéu céu. Do
d6 ma tao ra duge mot bé mit ti€p xdc va ¢6 thé gén bam dugc nhitng y&u
t6 d6ng méu hon va tgo ra dugc céc diéu kien t0i wu cho sy tuong tic cla
céc yéu t6 dong méu.
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Nhu phén trén dd ndi tiéu cdu con 1 noi cung cdp bé mat tich dién am
cin thiét dé hoat hod cdc yéu t§ tiép xic hoat déng ddéng mau theo con
durong ndi sinh.

3. Né6i mac mach mau
CS mét vai trd vt quan trong trong qud trinh dong mdu.

Néi mac 1 noi cé cdc yéu 6 td chitc (TF), hoat hed déng mdu theo
con dudng ngoai sinh.

Té chifc dudi ndi mac ¢é chita cdc thanh phin hoat hod tiéu cdu (nhu
collagen, vi sgi. ), djc biét la qua ti€p xdc dé hoat hod theo con dudng noi
sinh. |

Ndi mac cling 13 noi tham g_.i.a.diéu. hod qué trinh aéng mdu fheo 2coché:
— Trén bé mat ndi mac ¢6 chda mot polysaccharid gidng heparin ¢é
tdc dung ting cudng hoat dong cua AT 1.
. —~ Nhe tdc dung cia thrombornodulin hoat hod protéin C.
Té& bio ndi mac ¢6 chita nhitng thu thé mang gitip truyén cdc thong tin

ctia hién twong déng-méu mot khi-dd khai-dong— - - -

Ngudi ta thdy ring: Trong mét s& bénh 1y (vi du cho tiép xiic véi dac
t8, hiy cdc cytokin) thi t&€ bio ndi mac c6 thé sdn xudt va bidu 16 trén bé
mit y&u 816 chiic va gidm sy tdng hop thrombomodulin.C6 thé coi d6 1a
mot 1i do dé€ din t6i déng mdu rdi réc trong dng mach (DIC).

IV. CO CHE DONG MAU

Nsivé so dé co ché’ dcﬁng micu:

Hsén nay ¢ rﬁt nhxéu so d6 dong méu da xudt ban; Ben' cank - mot s6
so dé qué don gian thi cling ¢6 cdc so db qua phic tap. ¢ day chqu toi
Xin gi6i thiéu so dd déng mdu clia M.A Laffan vd A E.Bradshaw, in trong
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sach "Pratical hematology”; 8" edition; 1994. So dé nay d4 dién ta khd .
ddy du thdc déng mdu theo trinh ty clia né, cling véi sy tham gia cila cdc
déng yéu 16, dac biét la véi co ché tdc déng trd fal clia mot s6 cde yéu 16
d3 hoat hod (nhu thrombin) dé thic ddy v md rong qué trinh dong méu.
So dé ciing khong dén ndi qué phic tap vi viy dé nhé va van dung (vem
sodé 7).

A - NHUNG GIAI DOAN QUA CAC CON BUONG DONG MAU
1. Con dudng dong mau ndi sinh

La con dudng dong mdu cé sy tham gia clia da s cic yéu 16 déng mau
vii theo quy luét dién ti€n md rong do vay ma rfit co ban vk bén viing

a} Gial doan tiép xic

Day Ia bude khoi ddu clla con dudng dong mdu noi sinh. Thic dong
méu thie s¢ duoe hoat hod khi ¢é gu ¢8 dinh cha cdc yéu 16 X1I, X1,
Kallikrein, HMWK vio bé mit dién gch am.

Bé mat dién tich 4m & day chinh 12 bé mit ti€p xic bao gdm: tt ¢d cic
6 chitc dusi ndi mac {in-vivo), hodc thuy tinh, kaolin, polymer (in-
vitaminyo); ngodi ra cic tiéu cdu kich thich ciing cé thé gy hoat hod yéu
td X1 thanh XIa.

o} giai doan ndy sy hoat hod cha cdc y&u t§ dong mdu xay ra theo
nguyén 1y khuyéch dai dién ti€n:

Bat ddu 12 sy tiéu protein clia y&u t8 XII duge xdy ra theo mot co ché
cdn chua 13 ring, c6 thé ik do su thay déi vé mat cdu tao cla yéu & XII
« mi di xdy ra sy hoat hod.

Tiép dé Xlla s& xiic tdc su tiéu protein dé chuyén prekallikrein thanh
kallikrein. Sy hoat hod nhy qua vai ud trung gian cia HMWK: yéu t6
HMWK tic dong nhu mot dong y€u t6.dé dam bao thuan loi t6i da cho
qud trinh hoat hod \ '
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CON DUGNG NGOAI SINH

Sorda 7 Cix ché ding miu
ATheo M. Laffn vi A E. Bradshew;
Practical haematology; 8% edition; 1994

Kallikrein ' w
/@%ﬂhkmm '

Kl e X111
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{hoi tan)
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FIBRIN
{ khdng hodl tan)

Yt thich ; I L: ]’hmphnlmn!r ve 1)’ ;n’l('fr 1 mr)
S L TE: Yeéu i g ebine
- HMWK : Kininogen trong linmy phein b cose,

.

Fibrin  XJI-
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Kallikrein tao ra i xdc tic dé chuyén XII thanh Xila nhiéu hon, do sy
khuyéch dai nay ma chiing bao lau ¢6 thé tao ra rdt nhiéu yéu 16 Xlla.

Déng thot XIIa s& xic tdc chuyén XI thanh Xla.Yéu t§ Xlila cang
nhiéu thi sy xic tde chuyén yéu t6 XI thanh Xla cang manh. Tir d6 dudi
tdc dung cfia Xla, vi sy ¢6 mit cta ion calci yéu t6 IX s duge chuyén
thanh IXa. :

Théc déng méu khéng dimg lai & d6, y&u 16 IXa cling véi dong yéu &
VIII hoat hod (VIIa) véi sy ¢6 mat clhia ion calei vh phospholipid (y&u 18
3 tidu cdu) s8 xic tdc cho sy chuyén yéu t6 X thanh Xa. Dén giai doan
niy tic dong mdu con ¢b sy tham gia hop luc clia con dudmg dong mdu
ngoyi sinh nita. '

b) Giui doun hoat hod prothrombin

Su hoat hod prothrombin (y&u t6 II) thanh thrombin (Ila} dugc thuc
hién do mot phitc hop goi 1a prothrombinase gém : Xa, Va, Ca*™ vi
phospholipid.

St hoat hod ndy xdy ra t6t nhat & bé mit tiéu cdu da hoat hod va bé
mat ndi mac huyét quan, vi & d6 cd chita nhiéu phospholipid va y&u 16 V.

K&t qud chia sy hoat hod ndy [a prothrombin dugc chuyén thanh
thrombin. Thrombin tao ra, ¢6 thé néi, ¢6 mot vai tro cuc ky quan trong
trong viéc thiic ddy hoat dong dién ti€n md rong cla qué tinh dong mdu,
do béi tdc dyng cla thrombin én viée chuyén X1 thanh Xla, VII thanh
VIla vd V thanh Va (vem s0dd 7 va 8).

2. Con dudmg dong mau ngoai sinh

Xy ra do mdu ti€p xdc véi yéu 18 & chic (tissue factor= TF).Con
dudng dong mau ngoai sinh xdy ra rdt nhanh do viéc céc bude hoat hod
dé tao ra thrombin ngin vi tryc tiép hon so véi con dudng dong mdu ndi
sinh.
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a) Phuc hop yéu 16716 chare - ygu 6 VI, (TF — VIL):

Do TF ¢é 4i tinh cao véi yéu 8 VII, cho nén khi cé tén thuong mach
mdu, v&i sy ¢é mit cta ion calel thi TF vi VII két hop véi nhau dé tao nén
mét phiic hop ding phan. 4] day TF hoat déng nhu mot déng yéu t§. Nho
sy k&t hop ndy ma yé&u t& VII duge hoat hod thanh serin protease (VIIa).

Phitc top TE- VIla lai ¢6 thé xic tdc dé chuyén VII thinhk VIIa (tu
hoat hod) dé khuyéch dai, nher d6 ma phuc hop TF - VIla ngay cing tao 1a
nhiéu hon, =

b) Hoq.rr hod yéu 16 X ver yéu t6'1X: .

Phitc hop yéu t6 t6 chife va VIla (TF-Vila) ¢6 thé xilc the dé hoat hod
ducc ch yéu t8 X va y&u 18 IX, tuy nhie‘n 4t tinh d&i v8i X hay IX 1 phu
thuéc vao nonc do cla TF

—~ Khi néng d¢ TF cao thi phitc hcrp TF-VIla s& hoat hod tryc ti€p yéu
6 X, O day TF gift vai trd déng yéu t& gia téc cho sy hoat hod nay

- Khi nong do TF thap thi phue hoﬁp TF-V1la s& hogt hod yeu to IX (v

Yé&u 8 IXa, véi sy hién dién clla phospholipid tir cdc tiéu cdu hoat
hod vk ion calci, 88 tao hop véi VHIa d€ tao nén mot p;hfrc hop dzamg phén.
Phtic hop nay s€ hoat hos X thinh Xa. Yéu 16" VIlla & day duge hoat hod
nhd mot sy tiéu protein nhe dé tach trung tam ra tao thanh hai tiéu don vi
181 véi nhau theo cédch khong dong ho tri véi sir c6 mat cha ion calci. Sy

phin tich ndy cdn dugc xic tdc bsi Xa hay thrombin (Ifa) ngay ci khi Xa '

“vi Ha mdi chi & dang vét, nhd dé md mé rong duge qué trinh hoat hod.

Den day phife hop Xa-Va véi sy ¢6 mit cda ion calci v phosphohptd
8 hoat hod H thanh Ila (thrombin).
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wLary ¥: N6i vé vai 1rd cha thrombin {venr s dé 8)

Yéu t6 thrombin {Ha) gilt mdt vai ud cuc. ky quan trong déi véi hout
dong cim mdu, dong mau va tiéu fibrin wong sinh 1y vit ¢ trong bénh 1y.
NG tham gia hoat hod rdt nhiéu chét, cling nhu xdc tde che nhidu qud
trinh khéc nhau. Cu thé:

— Trong sinh Iy:

+ Trong cim mdu thrombin 12 mét chit gy ngung tap tiéu ciu rat
manh.

+ Thrombin xiic tic chuyén fibrinogen thanh fibrin.

+ Déng thdi ciing xiic tdc chuyén XIII thanh XIIa, gitp cho éa dinh
sgi huyét.

+ Thrombin cé téc dung phan héi dé xdc tdc V thanh Va, VIII thirh

VHIa va X3 thanh Xla nhd dé ma mé rong hoat dong déng méu theo con
dudng ndi sinh.

+ Thrombin con hoat hod duge VH thanh Vila trong con dudng dong
mau ngoai sinh.

+ Mit khidc thrombin ¢é tic dung gidi han su lan rong cta qud trinh
dong mau, han ché hoat déng cla chinh nd qua viéc hoat hod protein C.

+ Thrombin thic ddly sy chuyén plasminogen thiinh plasmin do viéc
khi gén vao t& bio noi mac s& kich thich sy phéng thich t-PA.

— Trong bénh ly:

+ Qua trung gian ctia mot thu thé dac hjéu, thrombin twong tic khéng
nhitng v&i ti€u ciu md véi nhiéu loai t€ bie khic nita; nhd dé mi né ¢ vai
tro nhit dinh d6i v6i qud tinh viem, d6i véi viéc hod hudng dong cdia cic

t€ bio mdu; clng nhu sy ting sinh cdc t€ bio mau va si tao mach mdu.
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+ Thrombin c6 lién quan chit ch& véi bénh sinh huyét khéi, xo vita
déng mach, ciing nhu nhitng dién bién di can vad trong mot s6 thodi hod
ctia hé than kinh.

So' d6 8 : Toig qudt v vai tro thrombin
trong cde qud trinh cdn mdu, dong mdtva teu fibrin

VIIIa - FDPs
- Plasmin—p
XiTla _ l
o \ ' VIiI Plasminogen ' Fibrin

X1
Fibrinogen

Protein C

Hoat hod tién cdu
{Dinh, ngung tép, phing thich)

THROMBIN

ProteinC hoat hoa s e e e
X1

. Antithrombin I vl \
{AT.IID)

VIia

Xla

Phive hop
Thrombin - AT.II

- 3. 8y tao thanh fibrin (venr so d6 9)

- Thrombin. dugc tao ra (qua hai con dudng 161 sinh v ngoai sinh) s&
[a mgt enzym dé chuyén fibrinogen thinh fibrin. Thrombin d& cit cic lien
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két peptid trén cdc chubi Ao va Bp cia fibriﬁogen dé tao ra céc chubi
fibrinopeptid A va fibrinopeptid B- dé 1 cédc fibrin monomer.

— Céc fibrimonomer lién k&t v6i nhau d€ tao thanh céc fibrin polymer.
Day van con 1 mot méi lién két chua bén viing, do d6 sy chuyén déi cé
thé xay ra & ci hai chiéu.

Bén canh d6 viin con mét s6 fibrinopeptid A hoiic B chua két hop duge
v6i nhau nén dang tén tai & dang ty do. '

— Cang dudi thc dyng ctia thrombin, y€u 16 XIII dugc hoat hod dé tao
thanh XIIa, sy hoat hod ndy duge gia td¢ khi cé ion calci.

Chinh yéu t8 XIlla 1dm fibrin polymer trd thinh khong tan qua viéc
tao céc lién két déng hod tri gifta céc fibrin monomer ding ké nhau. Mat
khic XIHa con tao ra méi lién k& khong hoi phuc clia fibrin véi cdc
protein khdc nifa (nhu fibronectin, o, antiplasmin..) nh& dé ma lam cuc
dong vitng chic hon.

B. MO QUAN HE CUA HAI CON BUONG BONG MAU NOI
SINH VA NGOA! SINH

Trong co thé hai con dudng dong mdu noi sinh vi ngoai sinh 1 ¢6
that. Tuy nhién ching khong phai 1a holin todn téch biét ma ¢é méi quan
hé chit ch& vi tdc dong qua fai Hin nhau.

Cu thé :

- Khi xdy ra mét qui trinh dong mdu (dic biét [a trong cdc trudng
hop bénh 1y) cd hai con dudng dong mdu déu duge khdi dong néu cé di
diéu kién.

~ Qud trinh dong méu ngoal sinh .cé tdc dong khd manh [én con
dudmng noi sinh, bdi vi chiing déu ¢ hoat hod y&u t6 IX va X.
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So 26 9 Tao thanh fibrin

Fibrinnogen

----» [Ma— :l'
Fibrin monomer
Fibrinopeptid A/B

Fibrin polymer (hoa tan)

XY XHla——»

Fibrin khéng hoa tan
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— Muat khdc con dudng ndi sinh qua co ¢h€ tu tic dong dé md rong
(dac biét Ia khi dd a0 ra dugc thrombin) da thitc ddy qué trinh déng mau
theo con dudng ngoai sinh lén mot mdc cao hon, gua vai trd hoat hod y&u
16 V11 ciia thrombin.

— Yé&u t6 XII duge hoat hod theo con dudng noi sinh dé tao ra dirge
XIla; tuy nhién khong phii 1a tit cd, mi mét s6 duge hoat hod tén tai &
dang cic minh ¢é kich thude nhd hon (goi i X1, Chinh XIIf ¢6 tic
dung xiic tic dé hoat hod VII. Nhy viy ¢ day c6 méi quan hé chat ché
giita hai con dudng.

- Cdn néu nhin vio so d6 déng méu ching ta dé thily ring: Thyc ra
con duding noi sinh v ngoai sinh chi ¢ khie nhau & giai doan déau, con
khi d3 wo ra duge IXa va Xa thi khéng ¢dn khic nhau nita. Dﬁy gua
mat s hop by 1681 wu! (Xem so dé 7).

V. DIEU HOA PONG MAU TRONG SINH LY

Péng mdu, ban than né 1a mét co ché ty bio vé cho co thé;Tuy nhién
mot khi d3 duge phdt dong thi qué trinh déng mdu ¢6 xu.hudng ty nhién
lan rong. Diéu ndy déi khi s tré thinh cue kY nguy hiém. DE giit cho co
thé dugc an todn trong co thé luén cé moét co ché wr bao vé. Co ché diéu
hod dong mdu thong qua viéc khdng ché cic chit dong mdu dil duge hoat
hod biing cich hod loling chiing trong tudn hoan 181 bit hoat bing nhiing
chilt tic ché sinh 1y trong huyét tuong hay t€ bio.

1. Diéu hoa dong mau qua vai trd ciia cic serpin
a} Antithrombin HI (AT (1)

Li mét serpin ¢4 phd hoat dong riit rong, nd bit hoat duge phin [6n
cde serin protease thudc con dudng ndi sinh. (Xila, Xla, IXa, Xa,
thrombin, kallikrein) vi cd plasmin, urekinase..
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Co ché bit hoat 1y AT I 1A d4 tao ra v6i timg chit dé 1 mét phifc hop
ding phén, bén vitng, khéng héi phuc, do vay md lam Anh htrdng dén hoat
dong cua cic serin protease d6; Tiép theo 1a cdc y€u t6 di bi bét hoat nay

. 5& bi loai bd ra khot tudn hodn.

Téc cﬁ;ng bt hoat clia AT Il dién ra cham, tuy nhién khi cé mit cla
heparin thi dugc gia t6c Ién vit nhanh {cé thd 2000- 3000 ldn) nhd viee
tgo ra dugc phitc hop thrombin - AT I - heparin.

L $: G thanh mach con ¢6 nhiéu mot chat tuong tu hepa;m (heparan

suiphat) ciing c6 thé 1am gia t8c tic dyng cia AT III v6i enzym déng
mdu.

AT IIT git mot vai trd sinh Iy 14t quan trong, khi bi thi€u s& gia ting
nguy co huyét khéi tic mach.
h) Mt 56 chdt khac trong ho serpin:

Trong ho serpin con ¢6 mot s6 chat khic nhu déng véu 16 thit hai ciia
heparin (HCII), nexin protease, o, anti txypsm chit te che C;
Cic chiéit rmy cling cé kha nang bit hoat cdc serin protease theo co ché

tuong ty AT ITE d€ tao 1a ciic dong phén khéng héi phuc véi enzym ma né
bat hoat

Tuy nhién cdc serpin ndy khong quan wong vi phd hoat déng khong

rong bing AT I, béi vy trong In-vitro di khong cé mot trong cdc y&u 18

ndy thi cling khong giy ra nguy co tic mach- huyét khéi.
Mot sd chét cy thé :

~ Chdt déng yéi 16" thir hai cita heparin (HC 1): C6 the dung e ché

thrombin, tic dyng ny xdy ra cham; nhung s& duge gia t6¢ them khi cé

mit cla heparin, hoic mot chét c6 mat-trén ming t€ bao 1a heparan
sulphat.
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~ Nexin protease I La mot chét do ti€u cdu phéng thich ra khi hoat
ho4 161 duge gin [én trén khung ngoai blo. Nexin protease I cd tic dung
ite ché thrombin, kallikrein, urokinase v plasmin.

Tac dung clia nexin protease I véi thrombin cling dugc gia t8c khoang
200 14n khi cé mat chia heparin. Né ciing lién két véi glycosaminoglycan
dé tré nén dac hiéu hon véi thrombin, nhd d6 gia téc thém tdc dung véi
thrombin.

w g - aiititrypsin: Cling 6 tic dung {fc ché hoat dong cila thrombin,
kallikrein vi XIa, nhung rét chim; tuy nhién ching lai c6 téc dung chil
yéu vio viéc tc ché i ché cdc protease bach ciu, collagenase, resin,
urokinase vi ca cdc enzym cla tuy nita. Heparin khong cd kha nang gia
téc cic tic dung niy clia i- antitrypsin.

— Chdrite ché C;: C6 tée dung e ché cdc enzym protease ngudn gdec

tir bé thé C,; kallikrein,XII f , XIa. Trong d6 50% kallikrein bi ¢ ché boi
chit tc ché C,. Heparin cling khong c6 téc dyng gia td¢ sy e ché nay.

2. o,- macroglobulin ( 0,-MG)

0y - MG ¢6 thc dyng tic ché thrombin va kallikrein. Day Ia mot chit
ftc ch€ sinh 1¥ khd manh, ¢6 khd ning Gc ché duogc 25% hoat tinh
thrombin va 50% hoat tinh kallikrein.

Co ché téc dung 1d 0,-MG tao ra duge phdc hop véi cic
endopeptidase, chiing bao boc lay cdc enzym chia phitc hgp lam cho céc
enzym khong phdt huy dugc téc dung.

3. Chit irc ché con duimg yéu 16 t6 chirc(tissue factor pathway
inhibitor = TFPI)

TEPI 6 téc dung e ché con dudng dong mdu ngoal sinh. Sy ¢ ché€
xay ra theo hai giai doan:
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— Dau tien TFPL lién két v6i yéu t6 Xa tai trung tam hoat dong niim
trong khu vie Kunitz 2 clia chit tic ché, bai vay lam cho Xa bj tic ché va
cling déng thoi tao ra duge mot phitc hop TFPL —Xa.

~ Sau d6 TFPI trong phiic hop TFPI- Xa & lién két véi Vila trong
phiic hop Vila- TF dé tao ra mot phic hop b t& gém Xa-TFPI-VIIa-TF ;
lic nay Xa, Vila va TF khéng con hoat tinh nita.

4. Hé théng protein C (PC)

Tac dyng clia h¢ théng PC 13 bat hoat Va va VIIla, nhe vay ma gidn

ti#p kiém sodt dugc sy tao ra Xa va thrombin.

- Blnh thudng PC luu hinh trong méu duéi dang mot tién chat bat hoat
chi khi thrombin duge sin xuft (db & mdc do 4t it) thi st hoat hod tién
chilt ndy méi xay ra, '

Ddu tién thrombin lién két véi thrombomodulin dé tao ra mot phic
hop diing phan thuan nghich. Réi chinh phic hop nay méi hoat hod PC
qua viéc ciit mot peptid trén chudi ndy dé phong thich ra mét phan tir PC
hoat ho4.

. PC hoat hod d6 s& phd_hoai Vava VIlIa qua tic dung tiéu cdc pmtem
ctia chiing, do dé mi (e ch& du’dc Va vil VIIIa

Diéu kién cia nro‘ng tdc ia Phin ing gitta PC hoat hod véi Va hay
VIIIa phai duge xay ra trén bé mit ti€u clu di duoc hoat hod, noi 6 cic
phospholipid mang mang dlen tlch am, dong thoi phal cé mat ¢tia protein
S (PS) vi Ca*™, :

Vi PC di lam tiéu mét plotem nén Va di bx mat kha nfmg tu'o’ng tic véi
Xa va thrombin, déng thdi 4i tinh ciia Va véi phosphohpld (yéu to 3 t:eu
cdu) cling bi giam.
" Tuong ty, dudi tic dung ctta PC, y&u t6 Vilk ciirtg bj ¢t cdc méi lign
két giita cdc peptid nén hiéu lyc ctia né dai véi IXa va X bi'mat. -

61




i
:
Tl
Cb L
I
3
i
A
s
!
D

Vai trd clia protein S (PS) 1a: PS Jam tang thém 4i tinh clia PC hoat hot
véi céc phospholipid (trén bé mat tiéu cdu hoat'hod hodc t& bio ndt md di
bi kich thich) nhd vy ma tao diéu kién thuén loi hon cho mdi lign hé gilta
enzym (12 PC hoat hod) véi chét nén (12 Va hayVIlla) qua d6 ma gia t&c
thém téc dung clia PC gdp 2-3 lan.

Gén diy ngudi ta cdn cho ring PS ¢6 thé lien két truc tiép vot Va va
Xa (khong cin thong qua PC) do 46 fic ch€ duge sy tao thanh phic hap
prothombinase.

Piéu hoa PSva PC:

— Trong huyét tuong PS luu hinh & hai dang: dang tr do (40%) vy
dang lién két véi bé thé C4BP (C4 binding protein).Dang 1 do 1 dang
hoat dong,con dang két hop véi bd thé 13 dang bt hoat.Nhu vay thong
qua sy lien ket voi bd thé mi c6 dugc cin bang cta protein S (hoat dong
hay bt hoat) cho co thé. '

. — PC hoat hod ciing dugc diéu hod théng qua 2 chit Gc ché protein C
ta PCI (chit e ¢hé PC hoat hod) vi o -antitrypsin.

Mot khi thigu PC v/ hoic PS du chi & mitc 4o vira phai, hodc do mat
sy dot bign ndo dé lam cho yEu 16 V tré nén dé khing véi thc dung clia PC
thi déu c6 thé 1am ting nguy co huyét khéi finh mach.

5. Mot s0 khang thé va chit (c ché dong miu kKhic

Nhitng thanh phin ndy xudt hién trong mot s& bénh Iy, nhung ¢d thé
giy ra tic dung e ché qui tinh dong miu.

a) Khdig thé khang yéu 16 VI

Gap & cdc bénh nhan bi benh hemophilia A ¢6 didu trj bing yéu o
VII; hoic & bénh nhén bi mot 6 bénh 1§ khdc: viém khép dang thap,
viem loét dai trang hay di tng penicillin..



Cich xdc dinh: Loy méu béah nhan 0 véi y&u 18 VIIL, sau mot thei
gian do luong y&u t& VIIl con lai sau 6.

b) Khdng thé' khding yéu 161X
- Gép 6 mot 56 it bénh nhan by hemophitia B c6 diéu tr} bing yéu t6 IX.

Céch xdc dinh: Liy m4u bénh nhan i véi yéu 6 IX mat thdi gian, sau
do lugng yéu t6 IX cdn lai sau o,
) Chat te ché trong bénh lupus ban do rdi rac
Khodng 10% bénh nhan lupus ban d6 rai ric ¢6 khing thé chdng dong
fuu hanh. D6 12 nhiing globulin mién dich thugc loai IgG va IgM. Cic
chit ndly tic ché hoat dong déng mdu bing mét phin {ing canh tranh gay
tr& ngai cho viée hoat hod yé€u t6 X, hoic cin tré phin ting giita Xa, Va va

IL Hau heét cde tic gid cho ring chét de ché lupus qua tdc dung gy tia

pho’sphoiibid nén dd ngdn can thinh phin phospholipid ctia phiic hop
tham gia vio su bién déi prothrombin (1) thénh thrombin (IIa). O cac
bénh nhin 6 chit dc che lupus thuong cd nguy co cao vé mét bién chiing
huyét khdi . S

© 7 Khic6 gt ¢lia chat Khdng déng Tupus thi cde xét nghiém déng miu

phy thugc vio phospholipid nhu: thai gian Stypvén, thdi gian prothrombin
(PT) dic biét ia thai gian cephalin-kaolin (APTT) déu bj kéo dai. Gin day
¢6 tde gid cho rang nén lam xét nghi¢m trung hod tiéu cdu thi dic hiéu va
nhay hon trong viéc chdn dodn cé chit chong dong lupus.

d) Mdt s8 chdt tic ché &hde: '

Chil y&u 13 cdc chit e ché chua dugc xdc dinh, chi tinh c& nhan thly qua
mét 56 xét nghiém so bo don gidn c6 suf i loan; sau dé khing dinh lai biing

céch [am lai cde xét nghiém 16i loan véi pool ciia mu bénh nhan ¢é tron véi
mdu ngudi binh thudng, néu & médu bénh nhan ¢é chit dc ché thi thi gian

ddng s& bi kéo dai.
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SINH LY QUA TRINH TIEU FIBRIN

LCAC YEU TG THAM GIA TRONG HE THONG TIEU FIBRIN
A.PLASMINOGEN VA PLASMIN

1. Plasminogen
) Sit tdng hep véa not ki it

Gen mi hof cho sy tdng hop plasminogen niun trén nhiém sic the s6
6, v&i chidu dii 1a 52.5 Kb va ¢6 19 exons. Plusminogen duge téng hop &
gan, ¢6 mit trong huyét twong, t€ blo bach ciu doan trung tinh, tiéu ciiu,
bé mat t& bao noi mac. fibronectin: dich bao khdp., mot s6 chat tigt va
trong nhiéu 18 chidc khic nhau; O tuy xuong plasminogen nam trong cic
t€ bilo 4i toan.

by Cd trite va tink chdt 1y hod

Plasminogen I mot protein mét chudi polypeptid véi 791 acid amin,
trong hugng 92.000 dalton; khong bén viing v6i nhiét (mét hoat tinh o

56°C) vi v&i pH trung tink. R&t khd tinh khit duge plasminogen vi nd ¢é
4i tinh cao véi fibrinogen.

Trohg chudi polypeptid cua plasminogen ¢é eide vi ui cé il tinh cao
véi lysin, Cic vi trf ndy déng vai trd rit quan trong trong viée gin ket véi
fibrin, o2 - anti plasmin (0L-AP) vl véi acid epsilon amino cuproic

(EACA)

Plasminogen 13 tién t8 bat hoat cla plasmin. Binh thudng ching tén

tai dudi dang Glu-plasminogen (c6 amino-acid tin N 1a acid glutamic) dé

Ia plasminogen nguyén ven. Khi cd sy tic dong clia plasmin ty do thi Glu-
plasminogen ¢6 thé bj tich ra mot s6 peptid nhd. (trong lwgng phan wr
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khoang 8.000 dalton) vi tao ra duge Lys-plasminogen. Lys-plasminogen
chinh [& cde plasminogen di bi phan cit mot phin; Dang ndy s& phét huy
tic dung t6l hon do viée d& bi hoat hod bdi cdc chat kich hoat
plasminogen vi ¢6 di tinh v&i fibrin manh hon Glu- plasminogen.

o} Mot 53 thay d6i rong sindy 1% va bénh I¥

— Sinh ly: Néng do plasminogen ctia ngudi bmh thuong 12 0.75-1.36
u/ml, & té so sinh chi bing mot nia cha ngudi 16n.

~ Bénh ly: Plusminogen ting trong mot s6 bénh nhu: nhidm wing,
phan Gng viém, trong that nghén vi gidm trong bénh gan, g_ﬁéu tri chdng
dong, hode trong mot s6 bénh 1y thigu hut bdm sinh.

& % & ! T . ! .

2. Plasmin

Plasmin [d mot serin protease cua plasminogen gém 2 chudi. chudi A
¢6 trong lugng phan o biing 6.000 dalton. chudi B 6 trong lLron;: phin
bing 2.600 dalton, néi véi tihau bing mét cau disulfua.

Plasmin hout dong & pH trung tinh.

Do dic diem cti sy ph;‘m chiu dé 1o ru plasmin tir plasminogen nén vé
trinh 1y um cdic acid amin, trong hrdng phd!] tir VA tinh i\hfmc nguyeén thi
plusmin riit gidng v6i plasminogen.

Phé tic dung cta plasmin it rong. né khong chi phan huy fibrin vii
fibrinogen ma cdn phan huy duge ci cée y&u t6 V, VIII, Xlifa, v-WF, mot
6 thanh phan phan hé bd thé, hé lién vong ndi bao, hemoniobm tham chi
ci ACTH, gelatin, casein.,

B.CACCHAT HOAT HOA PLASMINOGEN
Plasminogen mudn phdt huy tic dung thi phdi duge hoat hoi dé
chuyén thinh plasmin. Cé rfit nhiéu chift ¢6 thé thuc hién viéc hoat hod
niy.



1

1. Chit hoat hoa plasminogen 6 chire (tissue plasminogen
activator = {-PA)

— Gen mi hod d€ ¥ng hop t-PA nim wén nhiém séc thé s 8, véi
chiéu daj 36.6 Kb vi ¢é {4 exons.

t-PA duoc san xust chil y€u tlt t€ bio nét mac (finh mach, maoc mach,
dong mach phdi..) Ngodi ra cé thé thiy t-PA trong ti€u thé cha cdc t& bao
canh biéu m6, méu tidu cdu, bach cdu mono... tuy nhién khé sir dung va
khé chiét xuat hon so véi O t€ bdo ndi mac,

— CHu trie: t-PA 12 mot serin protease, ¢6 trong lugng phan tir bing
68 K.

Khi t& blo ndi mac téng hop ra thi +-PA 12 mét chudi pofypeptid. Sau
d6 dudi the dung cha plasmin, kallikrein vi y&t t6 Xa thi t-PA mot chubi
nity bi phan cét & cdc vi tef Arg (275) vi e (276) thanh t-PA hai chudi.
Higu lue xic tic cha t-PA cuc dai & pH kiém ; ¢ pH niy hoat tinh cfia t-
PA con bén ving sau khi dun 56 °C trong 30 phiit.

— Thai trir: t-PA duge thai trilr qua gan, chtt yéu & dang ¢6 lién két véi
y&u 18 (e ch& chat hoat hod plasminogen-1(PAI-I=plasminogen activator
inhibitor -1), qua mét thy thé ndm trén t€ bdo gan. Ngodi ra t-PA cdn duge
thai trlr bdi cde t€ bio thude hé lien vBng ndi mo nita (nhu t&€ bao ndi mac,
t€ bao Kuffer ctia gan..).

— Trude day ngudi ta chiét xudt t-PA tir mo tlt cung va t& bho nudi cly u
héc t8; ngdy nay di cé thé san xult t-PA qua con dudng sinh tano hgp gen.

— Co ché tic dung clia t-PA:

t-PA [& mét serin p1o£ease ¢6 tic dung chuyén plasminogen thanh
plasmin; tit day plasmin s& thyuc hién viéc tiéu fibrin (s& ndi sau).

t-PA hoat hod plasminogen biang cdch phan. cit moi lién két gifta
arginin 561 va valin 562 d€ tao ra plasmin. '
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Tic dong hoat hod niy duge tao didu kién bdi sy hién dién cila fibrin.
Véi nong do t-PA binh thudng trong mdu, néu khong ¢é fibrin thi tdc
dyng hoat hod chuyén plasminogen thanh plasmin khong xiy ra, Nhimng
néu ¢6 mit clia fibrin thi 4 lyc cha t-PA déi v6i plasminogen s8 ting lén
khoiang 100 I4n vA tdc dung hoat hod s& xdy ra. Tic dung 1am tiéu fibrin
rdt manh cla t-PA 12 do boi t-PA dd cling v6i yéu & plasminogen gin
mdt cdch dé ding lén soi fibrin qua cdc acid amin lysin. Tdc dung nay
cling xdy ra véi fibrinogen nhung {t hon nhiéu, b&i vi vi trf gén t-PA trén
~ phan tir fibrinogen bi che khudt vi chi hién ra trong mot 6 trudng hop
' bénh Iy hoiic trong didu kién thue nghiém.

.~ Mot sd thay déi cia t-PA trong sinh 1y va bénh Iy
Bmh thudmg. E-PA ¢6-nong do rat thip trong huyét ttrorng, va c6 80%
lien ket v6i chit (e ché dac hiéu 1a PAIL-1 .

Trong in-vivo VA in-vitro cho thdy ¢6 mot s6 phén tir xust hxén trong
viém c6 kha ning kich thich sin xudt i-PA.

Khi hoat dong thé luc hodc bi stress thi s& ting sin Xust t- PA, ¢ &
qua vai trd elia acetyichoim va adrenalin.

Mot s6 chilt khic nhu endothelin-1, pmstacyclm cacgocttrdocﬁng
fam t'"\ng kha ning san xudt t-PA. Ngo doéc thudc 14 cip lam ting néng do
t-PA.

7 Mot s6 bénh nhin bi huyet kho; tmh mach cho thﬁy nong do t-PA
trong miu bi gidm.

2. Urokinase (hﬁman urokinase-type piasmmogen actwator::u-PA)

— Téng hop: Gen téng hop urokinase nim trén nhiém sic thé s6 10;
dai 6.4 Kb; 6 chiia 11 exon. Urokinase dugc san xudt bdi t& bio than,
* dudi dang tién chat 13 pro-urokiriase va duogc bai tiét ra nude tigu. C6 thé
* chiét xufit urokinase tir nudc tidl; huyét tiong hoqc tlr méi trudng nuoi
cdy t& blo diéu kién hod.
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— C#u tric: Pro-urokinase cé trong lugng phan tif bing 54.000 dalton,

chi c6 mot chudi polypeptid {dugc goi 1 ¢hilt hoat hod plasminogen dang

urokinase don chudi = single chain urokinase type plasminogen activator
=scU-PA). Con urokinase thi ¢é hai chubdi polypeptid (=tcU-PAY. Su
chuyén tir pro-urokinase thinh urokinase dugc thuc hién vaéi sy tic dong
clia plasmin, kallikrein, cuthepsin va Xlla.

Thye ra urokinase (tcU-PA) ¢6 hai dang:Dang c6 trong lugng phin tir
cao (HMW-tcU-PA) vi dang ¢6 trong lugng phan i thip (LMW-tcU-
PA). Hien nay LMW-1cU-PA 1a dang thudc urokinase chit y&u sur dung
cho ngudi .Vér HMW-tcU-PA, hiéu lyc xdc tdc doi v Lys-plasminogen
(plasminogen  dfi phin cit mot phén) cao gip 3 tin so véi Glu-
plasminogen (plasminogen con nguyén ven). Cic chit nhu fibrin,
fibrinogen, cdc sin phim thodi hod cla FDP (san phim D va E), - amino
carboxylic acid, EACA vi tranexamic acid lam ting higu hre xde tic ctia
HMW-tcU-PA lén khodng 5 lin. do viéc cée chit ndy lién két vio vi tri
gdn lysin cia zymogen trong phan tir Glu-plasminogen. ditn dén viée tgo
ra iy trdie ctia Glu-plasminogen twong ty ¢du trie cda Lys-plasminogen.

Trong khi ¢6 thi Lys-plasminogen lai khong bi anh huong cua fibeir,
fibrinogen hogc san phim D va E.

— Co ché tic dung: Urokinase ¢6 tic dung hoat ho# plasminogen ciing
qua co ché cit méi lién k&t gim Arginin 561 va Valin 562, dé tyo thank
plasmin. '

Tic dung ndy xdy ra dil ¢é hodc khéng cé fibrin. Khi st dung in-vitro
cho thdy urokinase ¢é tde dung tiéu fibrinogen nhiéu hon 1 tiéu fibrin.

Urokinase con ¢6 khi nang hoat hoé cdc plasminogen tai chd gin trén
milng t€ blo, do viéc urokinase ¢6 kha nang gin vio cde thy the dic higu
{(u-PAR) nim trén mang cia nhidu loai t€ bl {shu mono, dai thuc bio, t&
biio 161 mo. nguyén bao sai..) ' . '

1-PA v urokinase ¢d su phéi hop it chat ¢hé (yen so dél0).
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Qua so dd 10 cho thiy: Trong qud trinh tiéu fibrin, trudc hét [a nhd vai
trd clia t-PA xic tdc trye ti€p dé tao ra mot s§ plasmin (du chi 1a dang vét)
(mili tén ). Chc vét plasmin nhy méi xdc tdc dé chuyén pro-urokinase
thanh urokinase; ti€p theo chinh urokinase méi tao thinh nay s& hoat hod
plasminogen thanh plasmin (mii tén 2). Nh& vy, tdc dung cla urokinase
tuy cham , nhung bén vi theo quy luat dién tién md rong manh mé.

3. Streptokinase {(SK)

— Chigt xu#t duge tir méi trudng nuéi ciy Streptococcus tan miu
nhém C.

— SK c6 hoat tinh chuyén plasminogen thanh plasmin, do viy ma gidn
ti€p thye hién viéc tidu fibrin.

Mot diéu cén chit ¥ fa: SK ¢6 thé két hop v6i cd plasminogen, plasmin
tham chi ¢ véi cdc sin phdm thodi hod cta fibrin (manh D,E) dé hoat hod
plasminogen thanh plasmin,nhd khd nang ndy ma hiéu lue xdc tic cta SK
dugc mé rong hon nhiéu (vem sodé 11).

So sdnh higéu lyc xidc tic clu phic hop SK-plasmin véi plasmin ty do
cho thily c6 ba diém khdc biet: '

+ Phitc hop SK- plasmin c6 higu luc xic tdc gip ba lan plasmin tu do.

+ Phiic hop SK-plasmin cé thé xdc téc dé chuyén tryc tiép
plasminogen thanh plasmin; trong khi dé plasmin tr do khong c6 kha
ning nay ma chi ¢6 thé gitp hoat hod mot phén plasminogen (chuyén
Glu-plasminogen thanh Lys-plasminogen). '

+ Hiéu lyc {ic ché clia mot s8 chit e ché (nhu o, antiplasmin, -
macroglobulin) d&i v&i phitc hop SK-plasmin khéng manh bang d6i vdi
plasmin ty do. .
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Sodo 11 : Swhogt hod ciia plasminogen
it vai 10 cria streptokinese (SK)

SK + Plasminogen —jpl SK ~ Plasminogen|

TN O TN ¥ Cée san phim
PLASMINOGEN ey Ly PLASMIN-®Tiéu fzi)mn—-!vthoru hoft (D.F)

Plasmin + SK—3 Plasmin - 8K

¥
Manh D/E - 8K

Céc chét nhy fibrin, fibrinogen va céc sin phim thodi hod D va E cé
tic dung lam tang hoat tinh ciia SK mét cdch ddng ké. Thtr tw cta cic tde

dung nay 1 hbl1:1>f:b;anocven>manh D> ménh E. Flblm 1am tang hleu huc
xtic tdc cla phiic hop SK- plasmin [én 6.5 l4n, con fibrinogen 13 hai lan.

L ¥: Vi SK 13 thanh phén clia lién cau khudn do dé & hdu hét nhing
ngudi trude diy dil timg bi nhiém lién cdu khudn thi trong méu déu cé
khdng thé chong lai SK. Viéc nity ¢6 ¥ nghia quan trong trong viéc xdc
dinh liéu diu tien trong khi sit dung d€ diéu tri tiéu dong.

4. Staphylokinase (SPK) e

L mét protein ¢é trong luong phan tir bing |5 KE duge tao ra bai

“Staphylococcus aures. Cich day 40 nidm ngudi ta, dd xde dinh SPK ¢6
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hoat tinh tiéu protein. Vé ¢ ché tle dong:Cling nhu streptokinuse, SPK
tuo ra phitc hop véi plasminogen dé thuc hién viéc hoat hod plasminogen
thanh plasmin. Phiic hop ndy bi Gc ch€ béi o, -untiplasmin.

Fibrin lam tang hiéu hye ciia SPK lén khodng 4 lan; ngudt ta cho ring
SPK uu tién lua chon véi fibrin hon streptokinase.

Tuy nhién hign nay viée dp dung SPK vio thyc t€ lam sing con dung.

Hep tue nghién e
5. Chat hoat hod plasminogen cia doi (bat-PA)

Nuéc bot clia fodi doi hit miu Desmodus rotundus 6 chilt hoat hod
duge plasminogen.

Hién nay, di biét dugc gen, cfiu tric. va dil tong hop duge but-PA
bang cich tai 16 hgp. Ngudi ta ciing di thit nghiém & dong vit tic dung
ctin bat-PA.

Vé hoat tinh, mat nio diy bat-PA cdn ¢6 higu lyc hon cd t-PA vil eling
c6 vu tién lua chon véi fibrin.

6. Hé thong hoat hoa phu thude yéu tn XH

Thue ru diy ciing 13 mot co ché hoat hod pro-urokinuse thinh
urokinase qua mot hé théng cic yéu 16 kallikrein, X1k va Kininogen trong
kuwgng phia wr cao (HMWK).

Khi ¢ mit HMWK thi prekallikrein dugc chuyén thinh kallikrein;
chit niy c6 thé hoat hod pro-urokinase thinh urokinase. Mat khéc yé€u 0]

-

XIla cling c6 chite nang dé.

Mot s6 tic gid van cif cho ring: C6 18 con mot yéu t6 nio d6 ma ngay
trong phi %n:p xde ddu tén clia qud tinh dong médu B df ¢6 thé hoyt hoi
duge plasminogen thinh plasmin.
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7. Cic chat hoat hoa khong cd hoat tinh men

Mot 58 chidt nhu clorofoe, dung méi hitu co. din chat cun benzen,
naphtalin, ure vd mét vii loai acid béo ...cé thé thic diy su chuyén
plasminogen thinh plasmin qua viée gitdp nd giai phdng ra khoi cic chat
tic ch€. Ngodi ra mét 86, chiit gay dot bigh. chat chiét tir lodi cd qudi
(chimeras} cling 12 nhitng 1dc nhin tieu déng.

8. Su hoat ho# ty phit cua plasminogen

Plasminogen cling ¢6 thé tr hoat hod thinh plasmin & 20°C vi pH=7.8.
Trypsin vi plusmin ciing ¢6 kha niing hout hod plasminogen. Ngudi ta cho
rang trong huyét twong wy né ciing cdn ¢é cic chat hoat hod plasminogen.

C. CAC CHAT UC CHE SU HOAT HOA PLASMINOGEN

Bao gém ciic chit PAI-I, PAl-2,cic chit khdng plasmin..{xin xem
phin [1.C)

Il. QUA TRINH TIEU FIBRIN .
A.HOAT HOA PLASMINOGEN THANH PLASMIN

1. Biéu kién dé xudf hién sy hoat hoa plasminogen thanh plasmin *

Binh thudng trong midu luu thong, plasmin khong duge tao ra; Pro-
urokinase thi khong hogt déng va t- PA ciing rat ft ¢6 tdc dungddi vdi
plasminogen vi khong <6 fibrin. '

Khi fibrin ctta cuc dong xuflt hien p tie xdy ra hién tugng kich hoat

plasminogen. Sy hinh thinh plusmin chi khi tuyét d6i ¢én thi€i theo mot
quy trinh duge kiém sodt rit k¥ cing, vii lde diu chi khu trd ngay tai cue

dong (1 noi ¢6 fibrin).

~ Nhu vy chinh fibrin {2 chit kich thich ¢ht y&u va quan trong nhét dé
khoi phit sy hoat hod plasminogen va tir d6 s8 din dén qud ninh tieu
fibrin. ' '



2. Co ché ciia sy hoat hod plasminegen thanh plasmin

T4t cd cdc chat hoat héa plasminogen (1-PA, urokinase, streptokinase..)
déu thyc hién viéc hoat héa theo mdt co ché€ 1a cdt cdu tric phin tlr cla
plasminogen gua mdi lién k€t véi arginin {acid amin s8 561) vi valin
(acid amin 88 88 562). Nhu vay do tdc dyng xdc tic ndy ma phin tir
plasminogen bi cit chia thinh 2 chudi (chudi A, c¢dn goi 13 chudi ning,
véi trong lugng phén tif bing 6.000 dalton; chudi B, 1a chudi nhe, ¢6 trong
lugng phan tlr bang 2.600 daton). Hai chudi A vA B duge ndi véi nhau
biang mot cdu disulfua.

Vé mit cu tric plasmin chi khéc plasminogen & chd gém c6 2 chubi
(A vi B), nhung do trit ty cdc acid amin khéng khdc nhau va vin con mét
cdu disulfua ndi 2 chudi d6, vi vy mi plasmin va plasminogen vin cé
cling trong lugng phan tr v tinh khdng nguyén nhu nhau.

Trong cdc cht hoat hod plasminogen thi t-PA cd vai trd quan trong,
né thudng phat huy tdc dung sém nhit v manh nhét ; hidu lyc hoat hod
tang Ién rdt nhiéu khi ¢6 mit cta fibrin, Ngudi ta thdy ring: Do cdu triic
dic thit nén ¢ t-PA vi plasminogen di cling gén lén fibrin qua cdc amino .
acid lysin. Phan dng hoat hod plasminogen thianh plasmin xdy ra ngay tai
chd vl chi @€ thuc hign viée tiéu soi fibrin dé, vi vay khong ¢b plasmin tu
do luu hanh.

B. TAC DUNG CUA PLASMIN LEN QUA TRINH TIEU FIBRIN
1. Qua trinh tiée fibrin(ogen)

Qué trinh ndy xdy ra do tic dung cda plasmin lam phéin huy fibrin
khong hod tan vi tao ra cic vit phdm thodi hod ¢ trong luong phan tr
thip, hod tan. '

Plasmin cé tic dung khéng chi véi fibrin mi ca fibrinogen nita.
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Bang su thodi gidng do e dung cda plasmin xady ra nhiéu giui doun:
Giai doun sém tao ra cic san pham X va Y. giai dogn mudn tao ra cic sin
phim D vi E. Bing chiing ta vong 6ng nghiém néu cho plasmin tic dyng
len fibrinogen trong rhiéu giv thi s& thu duge nhitng sin phiim thodi hod
khong con chiu tic dung cta plasmin nita; D6 1a nhiing sin phim D vi E.
Nauge lai néu thdi gian téc dung ngin, cdc sin phiim thu duge vin con
chiu tic dung ctia plasmin mét #n nita: nhimg san pham dé duge goi 13
sitn phim trung gian X va Y.

3. Cac san phdm thoai gidng cdia fibrin (ogen) [fibrin (ogen)
degradation products = FDPg)

a) Cdv sdn phidm g gian

C6é hai loai X vit Y. xudt hién sém trong qud trinh thodi gidng. Sin
phim X xudt hién trude nhat vii khong khic fibrinogen nhiéu lim (vin
con hai chudi fibrinopeptid, ding 18 [d c6 4). Vat phim ady dong rit
cham, so v6i fibrinogen khi cho tic dung v&i thrombin.

Sin phdm Y xuét hién ti€p theo, trong d6 khéng con fibrinopeptid
nguyén ven nia, vi né cing khong con dong lai khi cho tic dyng voi
thrombin.

 Cic sn phim X vi Y vin cdn nhimg higu.fyc sinh hoc nhat dinh, cho
nén cé thé gy ra mot 58 hidu tng sinh bénh (xem phan sau).

by Ciie san phdm giduyg hod cdt cling

La cdc san pham D va E, duge o ra khi plasmin tic dong lén
fibrin{ogen} suu 24 gid.

Thue rt cic san phim cudi ciing duge chiu thanh hai nhém tuy vio
viée ¢é tan duge trong acid michlorucétic hay. khong: Mot s6 11 (<3)%)
cdc san pham duge tao ra 1a cdc polypeptid hda tan trong acid
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~wrichloracetic. chang khéng con tinh khdng nguyén chunﬂ voi fibrinogen
va hiéu lye sinh hoc cling khong rd 1 ing.

~Con phén 1én 13 cde sin phim khong hoa tan trong acid trichloracetic
(san phim D v E) véi ciic dic tinh sau:

~ Vi cdn mang dje tinh khing nguyén cta ﬁfmmoc*en boi vity ¢b
thé phit hién duge cic san phim niy bang cic ky thuit mién dich (nhu
khuyéch tin hojc dién di..) .

~ Chit D: Khong bén vitng véi nhigt do (& 60°C chi duwoe 10 phiit);
Trong lugng phan tr i 88.000 dalton.

~ Chit E: bén viing véi nhiét dg. trong lugng phin tir 35.000~50.000
dulton.

) NOive hicu lige sindi hoe cria cie sdn phidm flfoz."f gidnyg

Maic diu dii bi thodj gidng nhung cic FDP vin con mot hiey lue sinh
hoc khid manh.

~ Cdc vat phdm X vA Y tic ché sy t:_'iing hgp cic monomer cha fibrin
trong qud trinh tao ra fibrin dudi tic dong cla thrombin. Ching tryc tiép
' gan ludn vao cdc monomer dé tao ra céc phu’c hdp hoa tan.

- C}mt D Vil chal E Ies) tac dunﬂ Lun ting hiéu luc x(c tdc cta cac chit
hoat hod plasminogen (nhu HMW- 1cU-PA, Streptokinase..).

" — Chilt D cdn 6 hiéu luc dic ché sy tiling hcq) fibrin, nhtfna khono
manh bang ch@t X vi Y.

— Tat cd ciic FDP, déu ¢4 hiéu lie chdng ngung tip tidy cdu, (ic ché sy
ditn trdi-cda tigu cliu, vi ¢é khi nang hoat hod tinh huéng dong cau bach
¢l monocyt.

Hiéu lyc sinh hoc ndy vé co ban 14 it 6 EO’! vi ching ??umﬁ Bia viio he

théng didu hod cim- dong mdu va tiéu fbyin; han ché (61 davié qud trinh
sinh hoe thira vi khéng ¢é loi.
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Tuy nhién trong mot s6 hoan canh bénh 1y thi cic tic déng do lai wd
thanh mét “hiéu tng sinh hoc” rit nguy hiém cho co thé . Vi dy trong ¢ud
tiinh tiéu soi huy&t chinh plasmin dd hoat hod cho qud trinh tiéu soi
huyét, nhung do bdi cac FDP ¢6 hiéu lyc sinh hoc manh cho nén i tic
dong & ki, vi vy [am cde trigu chitng xudt huy&t/ chay méu xdy ra rim
rd hon. Vay & day c6 thé vi plasmin nhu 1 “ngdi né” m& min cho mdt hoi
chiing xudt huyét it wm trong. Ly lufin nay cé y nghia rft quan trong
trong thuc t€ diéu tri cip citu bénh 1y tiéu soi huyét cip.

C. CAC CHAT UC CHE VA SU BIEU HOA QUA TRINH TIEU FIBRIN
1. Cac chét e ché sy hoat hoa plasminogen
a) Chett e ché hoat hod plasminogen I (PAI-T)

C#u tric ciia PAJ-1 : 1A mot polypeptid ¢ 379 acid amin, trong lugng
phéan tit bing 50 KD. Gen mi hod ndm trén nhiém sic thé s6 7 véi chiéu
daila 12,2 Kb v cé 7 exons.

S

Vai trd chiic nang ctia PAI-1 1d dy phong su tiéu fibrin qud manh
trong huyét tuong. PAI-1 ¢ i lue véi t- PA vi urokinase twong @ nhau.
N6 két hop véi protease dich dé tao thianh mot phiic hop bat hoat, nhung
viin cdn kha nang héi phuc.

Néng do PAI-1 trong huyét twong la 1-100 ng/ml duéi nhiéu dang
khéac nhau: dang bit hoat, dang hoat dong, dang ty do (dang An); Ngoai ra
PAI-1 cdn c6 trong tiéu clu.

Trong sinh I§: PAI-l cé néng dé cao hon vé bubi sdng, & phy nif dang
mang thai. ' k :

R " Ny N N a

Trong bénh 1y: PAI-1 ting & ngudi béo phi, ddi thio dudng, viém..

PAI-] duc,i‘ci sén xudt tai € bho gan,<t€ bio ndi mo, t€ bao co tron v
nguyén bo sgi. Sy sin xuat PAI-1 chiu sy tic dong diéu hoa cila nhiéu
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y€u & nhu @ cic y&u 16 phét trién; cdc cytokin - dac biét [4 y&u 18 hoai tiy
kh&i u {(tumour necrosis fartor: TNF) va interleukin-1; maét s6 noi tidt t6
{glucocorticoid, insulin)... cic chét niy c6 tic dung thic dédy su téng hop
PAI-1. -

by Chdt tte ché'hoat hod plasminogen 2 (PAI-2)

3

PAL-2 1a mét' chudi polypeptid chita 393 acid amin. Gen m3 hos &
nhiém sic thé s6 {8 véi chiéu dai 13 16,5 Kb vi ¢6 8 exons.

PAI-2 ¢6 tdc dung itc ch€ t-PA hoat hod vi dac bigt urokinase (tcu-
PA). -

Binh thtréﬁg PAL-2 ¢ néng do rit thip & trong huyét twong, PAI-2
tang lén chi y€u trong khi c6 thai, trong LXM céip thé M, hosc M, vi
trong mot s6 khéi u.

2.Cace ché’_t khang plasmin (antiplasmin)
) Cde chdt khdng plasmin sinh Iy

Trong méu ¢é chita mot tugng khdng plasmin di dé trung hod 10 ldn
s6 plasmin c6 trong co thé . C6 rat nhiéu chdt khéc nhau,

-0 antiplasmin (05-AP):

Li mét glycoprotein ¢6 452 acid amin. Gen duoc mi hod & nhidm sic
thé 56 18 véi trong lugng phan tir bing 7000 dalton, d3i 16 Kb va ¢6 10
exons. 0,-AP duge téng hop & gan.Téc dung ciia 0,°AP [ e che trirc ti€p
plasmin (I chi y&u) v cd e ché 1én cdc chét hoat hod plasminogen

{cham); dic bigt 12 dudi tdc dung cta y&u t6 XHla né c6 thé tao thinh cdc
~ lién ket cong hod tr tryce tiép v6i cdc chudi fibrin mit khdc 0,-AP con
phong tod lam han ché sy ¢6 dinh cta plasm;nogen viio f;brm

Co ché tic dung lén p!asmm 0,-AP cran va cé dmh vio vi tri hoat
dong cta plasmin va tic ché vi tr{ hoat dqng d6. Méi lien ket nay lic ddu
c6 thé hdi phuc duoe, nhung vé sau thi khong hdi phuc.
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— Chit dc ch€ C;: La mot serpin ¢6 trong luong phan tor 105 KD, véi
478 acid amin. Chat dc ché C, ¢é tic dung tte ché tiéu sgi huyét qua viée
tac dong vio sy hoat hod plasminogen ¢ phu thude vio hé thdng ti€p xilc.

~ Glycoprotein giau histidin (histidin rich glycoprotein = HRG):

HRG la mot glycoprotein ¢6 trong luong phan tit 750.000 dalton véi
507 acid amin.

C6 tdc dung trong tu EACA, nhd d6 1am giam l{rqng plasminogen cé
kha nang lien két véi fibrin trong qué trinh dong mau.

~ |-antitrypsin vd antithrombin HI : Cing & nhitng chédt khing
plasmin, nhung hiéu luc thip.

b) Cdc chdt khding plasnin khéng sinh 1y

— Chét e ché 8y tir dau (soja): Li mot chiit khing trypsin va khing
plasmin. Cic chilt khing plasmin khong sinh 1y ndy déu ¢é tinh khing
nguyén va chéng déng rit manh, do dé khéng duge sir dung trong diéu tri.

~ Chat dc ché Kunitz (hay chat Gc ch€ [y tr tuy tang): La mot
polypeptid ¢6 trong lugng phan tir bing 6000-9000 dalton. Cé t4c dung
khang plasmin manh; ddng thdi cling khdng trypsin va chimotrypsin. Chit
Kunitz it doc d6i véi ngudi, hay duge dimg trong diéu ui tiéu fibrin cdp
{bi¢t duge Iniprol).

~ Tir tuy&n mang tai hodc phéi bd cling cé thé chiét suit duge khdng
chét plasmin, shung khéng manh bang chat Kunitz,

~ Epsilon- aminocaproic acid (EACAY: Cé tic dung chinh 12 e ché’
céc men urokinase, streptokirose, cfic chit hoat hod trong huyét tuong..,
it khic néy d[ing:liéu cao EACA cdn ¢6 tdc dung khédng plasmin. Do cé
2 co ché ndy, nén EACA thyc sy 12 mot thudc chéng tiéu fibrin rét hay sir
dung trén lam sing. ' '
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Phdn hai

PONG MAU UNG DUNG

CAC XET NGHIEM THAM DO

Trong phén ndy chiing t0i xin dé cép dén mot s& xét nghiém théng
dyng clia ¢ ba qué tinh cdm mdu, déng mdu va tiéu fibrin. Trong méi
xét nghiém chi y&u tap trung trinh bdy v& nguyén Iy k¥ thufit, tri s6 binh
thudng va ¥ nghia xét nghiém dé... Con vé€ cich lam chidng t6i chi xin
trinh by nhitng diém t6i thiéu nhim gidp thém viéc ndm vitng nguyén Iy
k¥ thuit.

1. Thoi gian mdu chiay (bleeding time)

~ La cdc xét nghiém thudng ducce cde bic si lam sang chi dinh. Xét
nghiém don gidn, ¢ thé thuc hién duge & tit ci cde labo huyét hoe. Néu
lam ding ky thudt cho phép phét hién dugc sy bt thudng clia qué trinh
ciim mdu budc ddu, bao gbm ti€u ciu, thinh mach vd mot s6 yéu & dong
méu (IL,V,VII, X).

— C6 ba phuong phap véi tri s6 binh thudng khdc nhau:
+ Phuong phap Duke: binh thudng 2-4 phit.

+ Phuorng phdp fvy: 4.8 pﬁf{t

+ Phiong phip Borchgrevink:7-10 phut.

(Ngoai ra cdn ¢6 phuong phdp dinh lugng ni¥a, nhung vi phic tap va’
tén kém nén trén thuce t& rat it chi dink)
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- Thoi gian mau chiy kéo dai gap trong mét s6 bénh Iy sau:
+ Gidm s6 fugng ti€u cAu (nguyén nhan ty mién hodc mic phéi).

+ Chat luong tiéu ciu kém (gip 'tz'o'hg mot 6 bénh suy gidm vé chit
lugng tidu ciu).

+ Gidm sitc ben th&nh mach co hodic khong cé cnm tiéu chu.
+ Thudng tén thanh mach do d| fng hay do doe 16,
+ Bénh von- Willebr and,

+Thiéu ning cc yéu t6 ILV,VII va X...

2. o site bén mao mach
- Co hdt phuong phép ti€n hanh:

+ Phtrong phdp ting dp: Diing huyét 4p k€, duy ap luc bang trung
binh cong giita huyét 4p t6i da vi 8 thiéu trong vong 10 phit; Sau d6
thdo hoi nhanh ra. Dém s6 nét xult huyét & ngay ving dudi da nép khuyu,
néu trén 7 nét Xuét huyét ia dtrorng tmh Mu‘c do dtrdng tmh ¢6 thé chia tu’
(+) den ().

+ Phua’ncv phap gmm ap Dung mdy do dp Lavoilay g’ay giam dp 30
cm Hg ¢ da viing duéi xuong don hofic mit trude cing tay trong vong |
phtit. Siic bén mao mach la tri s6 gidm dp t01 thi€u c6 thé xudt hien < 5
nét xudt huyét. Néu ti s6 my <15 cm Hg tic [ gidm sic bén mao mach.

Trong thyc hanh bénh vién cic thﬁy thuoc hay ap dyng phudng phép
ting dp.

~ Stic bén mao mach gidm (xét ncrhiem theo phurong phép tang 4p cho

két qua duong tmh) khi:

+ Gim tjéu cdu .
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+ Viem thinh mach dj ing (bénh Scholein-Henoch)
+ Viem thinh mach do doc & (tuy loai va tuy mikc do nhiém doc).

+ C6 thé giam trong bénh von-Willebrand "hodc bénh réi loan chic
nang tiéu ciu.

+ Ngodi ra cdn c6 thé gidm & nguoi gid, thi€u vitamin C, do thé tang
hoiic ¢6 tinh gia dinh.

3. Dém s6 luong tiéu can (platelet count)-

— (6 r&t nhiéu phuong phip dé€m (v8i cdc toai dung dich d€m va céch
tinh ket qua khdce nhau); Tuy nhién hién nay phé bién & cic bénh vién (tit-
tuyén tinh trd Jén) 1a dém bing mdy. V6i phuong phdp dém mdy c6 mét
6 wu diém 13 - chinh x4c hon, dic biét I3 & cic trudng hop ¢6 s6 tidu ciu
giam rdt thip (<10x 10 %/1); Tuy nhién cdn luu §: SO lugng tiéu cdu 1 cht’
s6 it d& bi 4nh hudng do dién, do dung dich dém, do sy tryc trac ciia bo
phan ria...

- Tri s6 binh thudng clia tiéu cz‘i%l {150 ~ 350x 10°/1.

~ 86 lugng tiéu cfu gidm trong :

+ Xufit huy8t do gidm tiéu cdu cb nguyén nhén mién dich (ITP).
+ Suy tuy xwong. .

+ Lo xé mi cp.

+ S$8t xuft huyét.

+ Sou tia xa hodc sau hod tri liéu (cho bénh nhéan bi ung thu).

+ Do mot s thudc cé doc tinh vdi tiéu chu.

+ Mat s6 trudng hop trong hoi chitng 16i loan sinh tuy (MDS).

+ Trong dc“mg méu ndi mach lan tod (DIC).
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— 86 lugng tiéu ciu ting chl yéu gip trong héi ching tang sinh tuy
(MPS):

+ Tang tiéu cdu tién phat,

+ Xo tuy vo ciin. _

+ Lo xé& mi kinh dong hat.

+ Da hdng ciu tién phat.

® L v

O cdc mdy dém cd nh:eu thong s8 cin chd ¥ them mot s8 thong s6
sau: _

— Thé tich khéi tiéu cu {plateletcrit=PCT); binh thudng 0,15-0,42%

~ Thé tich trung binh mdi tiéu cdu (mean platelet volume=MPV}):

binh thuo’ng 6-8 femtolit.

- Po phan tdn tifu cAu (plate[et dastnbut;on w1dth- PDW) binh
thidng 10-18%. '

- Dong thdi nén chi ¥ ci dé thi tidu cdu (tero‘nc in & cudi bang két
qua). ‘

Céc thong s trén it o6 gid i dé-ddntr gid-dic dién clia ti€u cdu trong
mot 58 bénh 1y (nhu trong hoi chitng r8i ioan sinh tuy; tmng bénh suy
nhuge tiéu cdu Glanzmann..).

4. Quan sat hinh thai va do tap trung clia tmu cdu trén tiéu ban
nhudém Giém sa

— Rat can thi€t phai {am, dac biét 1a & cdc trudng hop ¢b nghi ngd
bénh ly tiéu ciu va c’m phai dugc tién hanh do mot béc sy t& bao huyét
hoc ¢6 kinh nghiém.

~ Binh thudng tiéu ciu bit mdu do tim, khang cé nhan, nhung ¢6 cdc
hat do (I1dm chim vA gin nhy dink lién nhau). N&u mdu chea qua chéng
déng thi cde tiéu cfiu thudng ding thinh cum (23 tiéu cdu).
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~ Trong bénh 1y ¢6 thé gap:

+ Tiéu cu c6 kich thuée to hon binh thudng, c6 thé gdp 2-3 Ian tiéu
ciu binh thudng; doi khi to bing hodc hon lymphocyt (goi 1a tiéu chu
khéng 16). M6t 8 tréng nhu c6 nhén (goi 12 nhan gi4) do loan duding; Doi
khi ¢é gid tic; ft ngung tap.

C6 thé gip tiéu cdu c6 kich thude nhd (hiém gip va khé phdt hién
hon).

+ Nhiéu benh 1§ Iam anh hudng dén do tap trung tidu céu ;

Do tap trung tidu cdu ting trong mot 56 bénh thudc héi ching tang.
sinh tuy (ting ti€u ciu tién phdt, da héng cdu tién phat, lo xé mi kinh
dong hat..)

D¢ tap trung tiéu cdu gidm trong mot s& bénh ly méu: suy wy xuong,
loxémi célp; bénh Glanzmann; hoiic trong s6t Dengue xuit huyét. ..

5. Co cuc méu (clot retraction)

~ €6 mét s6 phuong phdp khdc nhay, tuy nhién trong thyc t& lam sing
thudng dung k¥ thuat dinh gid sy co cuc mdu theo k¥ thuat clia Budtz-
Olzen.

— K thuit: Cho 4 ml mdu toan phin khong chéng dong vao 2 éng
nghiém thuy tinh (di tring biing nu6e mudi sinh 1y), réi dat vao ndi chung
cdch thuy 37°C. Méu s& dong. Dénh gid su co cyc méu biing cdch quan st
cuc méu dong sau 2 gidn '

~ €6 ba mic do ddnh gia:
+ Cuc mdu co hoan tohn.
+ Cyc méu co khdng hoan toan (co mot phén)

+ Cyc miu khéng co.
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Ngodi ra ¢é the gip mot s6 hién tugng khdc: Cuc médu co nhung dudi
ddy rit nhiéu héng cdu hofc : cuc mdu co, nhung nhanh chéng bj tan ra...

© — Y nghia: Xét nghiém co cuc mdu phu thudec viio s8 lugng vi chit
lugng cua tiéu cdu, luong fibrinogen, y&u t6 XIII vi hematocrit.

6. Do do dinh tiéu cau (platelet adhesiveness test)

a) Cie kY thugt:

Puge chia thanh hai nhém:

— In-vivo: Phuong phip Borchrevink

La k¥ thuat do do dinh cla tidu cdu qua viec 14y miu méu dé dém tidu

cu tryc tié'p tai vt thwong vio cic thot diém cdch déu nhau. Tri s6 ngudi
- binh thudng chia d6 dinh tiéu cfu theo phuong phdp Bo:chglevmk {a 20-
40%.

— In-vitro: Cé nhigu k¥ thuft nhu: phuong phdp Salzman, phuong
phip Bowie va phuong phdp Hellem. Nguyén 1y chung clia cdc k¥ thuat
ndy déu i do d6 dinh cta tiéu cdu sau khi cho mdu hoac huyét tuong gua
cot bi thuy tinh . Trj s& binh thudng:

' Theo phuong phap Salzman 1 >25%.
- Theo phuong phip Bowie 13 70:100%
Theo phuong phdp Hellem 12 75 = 13%.

IJ) ¥ nghta ciia xét nghiéni do dinli tiéu cdn:

—  céc bénh nhan bi thi€u yéu o dono nmu vi dang diéll tri khﬁno
déng thi do dinh tiéu ciu khéng thay déi.

— Do dinh tiéu cflu gidim trong:
+ Bénh von-Willebrand.

4+ Trong mot & bénh 1y rdi loan chu‘c nidng neu clu (I‘]hlf bénh suy
nhuge tiéu ciu Glanzmann...)’ o

+ Do diing mét s6 thude gidm dau, sau truyén dextran..
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+ Do mot s6 bénh 1y khic: tang ure huyét.

~ Po dinh tiéu cdu tang trong:

+ Bénh 1y gay huyét khoi, djc biét trong cac bénh iy ghy huyét khéi
¢inh mach, tc mach phdi, bénh 1y dong mach vanh.

+ Dii dtr(‘)'ng.‘

+ Hiit thudc 14.

+ Hién tuong dinh tiéu cdu cling ¢6 the ting lén sau mé, sau dé, hoic
sau mdt sang chiin té chifc ndo d6 (dac biét 1a sau cét ldch..)

7. Po d6 ngung tap tiéu cu (platelet aggregation test)
a) Nguyén 1¥ ciia k§ thude

Hién nay c6 rdt nhiéu cdc k¥ thuat dé& do 46 ngung tap tiéu cdu, ndi
chung chil yéu déu dua vio nguyén ij sau: Mat do quang (optical density)
cha huyét twong gidu tidu cdu 1y l& v6i ndng do cha tiéu clu cb trong
huyét tuong doé.

Béi vy khs cho thém mot chit gy ngung tap tiéu cdu nao dé (nhu
ADP, adrenalin..) vio dung dich huy€t tuong gitu tiéu cdu, hién tuong
ngung tap tiéu ciu s& xdy ra, néng d6 tiéu ciu dudi dang nhimg phéan tir
réng biét s& gidm dén d&n mit 4o quang hoc tang.

Ghi lai mot 6 hinh dnh clia qud trinh thay aéi clia mat do quang s€
bigt duoc dic diém cla qud trinh ngung tp tiéu cdu.

b) Cdic chdt gy nging 1dp tién cdu

— C6 nhiéu chit c6 thé gay ngung tip ti€u cdu. Trong ky thudt ndy
ngudi ta hay sir dung mot s6 chét sau: ADP, collagen, thrombin, acid

arachidonic, ristocetin, epinepiin.. & mdi chét thi ¢ mot dam do t6i wu
ddi véi sy ngung tip.
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Cde bénh Iy tiéu cdu khic nhau c6 thé c6 'su thay ddi vé do ngung tap
khdc nhau; thim chi trong moét s6 bénh nhung cé thé con ngung tip khd
t6t v6i chit ndy, nhung khong 6t voi chit khéc. Vi du: trong bénh von-
Willebrand d¢ ngung tép ti€u cdu chi roi loan rét it, tham chi 1a nhy binh
thudng véi ADP, adrenalin, collagen nhung d6 ngung thp rit gidm véi
ristocetin. Boi vay dé chin dodn chinh xdc 1a bénh gi rét cin thist phai do
d6 ngung tap ti€u ciu véi nhiéu chit gay ngung tip tiéu cdu khic nhau.

¢) Cach danh gia két qud do do ngung tdp 1iéu cdu

C6 thé do cdc chi s8.nhu: tdc do phan dng, giai doan tiém 4n trude
ngung tip v do truyén sang t8i da (hay do ngung tap 161 da). Tuy nhién
chi ciin quan sdt duding bidu thi sy ngung ap ghi duge va dénh gid ket
qud ngung tap theo do ngung tip t6i da (Maximum aggregation = MA%)
1a di du k&t ludn sy ngung tap ¢6 binh thudng hay khong.

d} Giai thich két gud véi cde 161 loan ngimg tap tiéu cau -

~ R&i loan ngung tip véi chit gay 'ngtm'g tap 12 ADP:Trong mét s6
bénh nhu suy nhuge tiéu cdu Glanzmann; bénh von-Willebrand.

— R&i Iozm ngung tap Vi chat ghy ngung tp & collagen: Trong bénh
suy nhuorc ti€u cfiu Glanzmann thi tiéu cdu hodn todn khéng ngung tap véi
collagen; con tlonn bénh kho du trit v bénh 161 loan phono Ehlch chia tiéu

cdu thi tiéu ciu gidm ngung tip véi collagen.
— R ioz;n ngung ta}p véi chit ngung tzip I3 adrenalin:

Hotin toln khéng ngung tap: Bénh suy nhige tiéu cAu Glanzmann; con
gidm ngung tap: gip tr ong bénh kho du trit hay sy 161 loari phong thich
clia tiéu ciu .

- Rél logn n«u’ng tdp voi chat gay n«;mw tap Lz ristocetin:
T;ong bénh von- Willebmnd nau‘ng tnp it it, tham chs id hodn todn

khéng giy ngung tap.
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Trong hoi chitng Bernard-Soulier vd mot s& bénh 1y tiéu ciu khéng io
khéc ciing ¢6 thé c6 gmm ngung tap véi ristocetin,

¢) Tonr tdt mot 8 r6i loan nging 1dp t1éu cdu trong nhiing hénh 1y tiéu
cdi clut yéu

— Bénh suy nhuge tiéu cdu Glanzmann: tiéu cdu gidm ngung tdp hofic
hoan toiin khong ngung tip véi cdc chit nhy collagen, ADP, adrenalin;
cdn véi ristocetin va fibrinogen bo thi gidm hojc binh thudng.

- Beénh kho du trit: ngung tap tidu cdu gidm véi collagen, adrenalin,
fibrinogen bo; vi doi khi i v&i ADP. _ ¢ ‘

— Bénh von-Willebrand: Gidm thidm chi [ khong ngung tdp véi
ristocetin; con ADP, collagen, adrenalin thi rt it bi r&i loan.

~ Bénh loan dudng tiéu cdu xufit huyét (hoi chitng Bernard- Soulier):
N&i chung khéng cé réi loan ngung tap v4i adrenalin.

~ Beénh thiu y&u 5 3 tiéu cdu : C6 thé 6 gidm ngung tap Vo
collaaen ADP, con v6i fibrin bd thi binh thu’Ung

~ Tang ngung tip uéu c:.“lu Gap trong cdc bénh Iy huyét khoz céc
bénh 1y mach vinh-tim; ting cholesterol, ddi dudng, trang thai wic gian,
cim thil.

~ Ngung tap tiéu cdu gidm: C6 thé thay trong da héng cdu, tang tiéu
ciu tien phdt (In-vitro); bi riin ¢dn; thigu méu... .

Mot 6 xét nghiém khdc vé tiéu cdu:

Ngodi ra con ¢6 mot s6 xét nghiém khdc nita chi y&u 12 dé€ ddnh gid
chifc nang cia tidu céu, vi du:

< Xét nghiém vé mifc d6 c6 siin y&u t6 3 tiéu ciu

~ Dinh hrgng y€u t6 3 tiéu cdu
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— Dinh luong y&u 18 4 tidu cdu
-~ Phan tich glycoprotein clia ming tidu cdu;

— Dinh lugng su phéng thich ADP;

Xdc dinh ddi s6ng tiéu ciiu bing phéng xa;

Xét nghiém khiang y&u t8 3 tiéu cdu ..

Cdc xét nghiér trén c6 ¥ ngh:a dé xdc dinh bénh di truyén hoac mic
phii véi nhitng bat thudng vé s8 litgng va chat Tudng clia tiéu ciu.

Dy 12 nhiflng xét nghiém chuyén khoa sau, néi chung khéng phat 1a
nhitng xét nghiém thong thudng ma chi dugc chi dinh trong cdc bénh ty
cu the.

8. Thoi gian miu dong (coagulation time of wh'éle blood)y
~ Cé hai ky thuat théﬂ gian may déng:
+ Ky thuat taen lam kmh (phtrona phap Mihan) Dcm g;an dé ["nn
nhung khong chinh xédc dé sai ldm:
+ K¥ thuat trong Sng nghiém (?Ihtro’ng phép Lee-White): t5n nhidu
- méu va ddt héi mot $6- dung eu nhir ndi chu’ng cich thuy 37°C... nhiung
- chinh xic hon. - :

- Gid tri binh thudng: 5-12 phiit.

Thai gian médu dong rit ngan lai <5 phit van khong co y nghm chin
doidin mdt bénh 1y ting donﬂ

~ Y nghia: Thoi gian mu dbng 1a 'mét xét nghiém thiam dd téng quit
toan bo qud trinh déng mdu. Tuy nhién xét nghém khong nhay, vi bi anh
huéng bdi nhiéu y&u 18 nhu: thai tiét, ky thuit, v cdc thanh phin khic
trong mdu toan phén (hona céu, bach cdu..). Mat khéc, vé mat Iy thuyét,
déy 13 mot xét nghiém khong d’\c hiéu vi : thigu ba ky yéu t§ dénn méu
nio ciing déu c6 thé lim thoi gian miu déng kéo dai. - :
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Can luu ¥ ring: mot thoi gian mdu déng binh thudng khong ¢é nghia
I3 co ché dong mau van binh thudng. Vi vay cin ti€n hanh voi cde xét
nghiém khic dé c6 thé cé mot nhin dinh chinh xédc hon.

9.Thoi gian phuc héi calcl (plasma recalcification time)(thoi gian
Howell}

— D6 12 thai gian dong clia huyét twong d3 duge chéng dong bing
citrat natri sau dé cho calci vio (vl calci ¢é i tinh cao hon). LA mdt xét
nghiém dénh gid téng quét qud trinh déng méu .

— (id trf binh thudng: 1 phit 30 giay- 2 phiit 30 giay.

- S0 voi thai gian xét nghiém mau déng thi xét nghiém thdi gian phyc
héi calei t6t hon (vi di loai duge cdc yéu 8 hitu hinh nhu hdng ciu, bach
cdu..) nhung di suo cling 14 moét xét nghiém chua thue sy nhay. Bdi vay
chi khi két qua kéo dai hon so vdi-ching 1 phdt méi coi i tinh trang gidgm
déng.

~ Thoi gian phuc héi caici ngdn hon binh thudng ciing khéng coi |
mot tinh trang ting déng.

— Day id mot xét nghiém duge sir dung rét thudng xuyén tai cic labo
d6ng mau hién pay & nudce ta, dic biét 1i dé theo dai diéu tri heparin

1{. Nghiém phiap dung nap heparin ¢érong in-vitro

— LA do thdi gian Howell v6i huyét twong giau tiéu cdu mi ¢é cho
thém heparin véi nong dé tang din.

Trong 3 6ag nghiém cd dyng huyét twong {(cia bénh nhan hay i
chitng) cén xét nghiém:

+ Ong 1: cho thém 0.3 don vi heparin.
+ Ong 2: cho thém 0.7 don vi heparin,
+ Ong 3: cho thém Idon vi heparin.
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Cho calci clorua vio Sug nghiém va theo ddi thoi gian dong (chinh 1
fam xét nghiém thoi gian Howell) cia céc hén dich nay.

Binh thudmg: Ong | thdi gian dong sau:3-5 phiit

6ng 2 thoi gian dong sau:6-8 phiit
- Ong 3 thai gian dong sau:9-12 phiit.

= Cich dinh gid két qua:

+ Goi 14 ting dung nap heparin in-vitro khi thai ‘gian d(‘mg & Bng
nghiém thit 3 ctia bénh nhan ngén hon cia ching it nhét 1a 2 phit.

+ Gol 1d gidm dung nap heparin in-vitro khi thoi gian dong & 6ng tha 3
clia bénh nhin dai hon ching 5-12 phdt (nghia 13 phai gdp 1.5-2 l4n thoi
gian chiing). Ddy chinh 13 khodng thoi gian kéo dii cén thiét dé néi ring
liéu heparin st dung diéu tri ¢6 két qua hitu hiéu.

~ Y nghia ciia nghiém phdp dung nap heparin in-vitro:

Bay 4 mot xét nghiérﬁ thim do tdng quit qué tr‘;n}i déng mdu nhung
nh& ¢é mit clia heparin nén phuong phip thim dd trd nén nhay hon nhiéu.

‘Nghiem phép dung nap heparin in-vitro cdn cé § nghia dé dénh gis
kha nang chéng heparin ctia tiéu cdu (yé&u 6 4 tiéu cdu). _

~ Dung nyp heparin in-vitro thudng giam ﬁ'bng céc trudng hop sau:

+ Gidm tiéu cfu. o

+ Bénh ti€u cfiu k&m theo phéng thich y&u t6 3 tiéu cdu khong di.

+ Thi€u mot hay nhidu yéu t8 déng mau huyét twong (triv yéu 18 VII).

+ C6 chilt khing dong uu hanh, nhit {2 cdc chdt e ché sy tao thanh
fibrrin.

— Dung nap heparin in-vitro tang khi s6 lugng tiéu cdu ting.
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1i. Thoi gian prothrombin (prothrombin time=PT) (thii gian
Quick):

— Nguyén ly: PT la xét aghiém dinh gid qud trich déng cla huyé&
tuong bing cdch cho vao huyét tuong d6 mot lugng thromboplastin 8
chitc v mot ndng do calei t6i vu.

PT duge sit dung d€ thim dd toin bd y&u t& cla qud trinh déng mdu
ngoal sinh (cde y&u t8 U, V,VII vi X).

— Chi s6 binh thudng: Khic nhau & tiing 16 thudc thiy, tuy nhién ngudi
ta thudng sin xufit dé:

PT = 10 - 14 giay; Tuong dng véi ty 1& prothrombin = 80-100%;

PT bénh nhin
ty s = 0.9- 11
PT chitng

“Laru y: Xét nghiém PT bi phu thuge rét nhiéu vio thromboplastin
st dung (vi do nhiéu hiing séin xufit khdc nhau; mat nita ¢é thé sdn xudt
biing nhiéu nguén: ngudi, thd, lon.., va tir nhidu t8 chic: 6, phéi..). Bai
vily ¢in xay dung ty s& binh thudng hod qudc t& {Internationa! normalized
ratio=INR) cho riéng méi labo theo cong thite tinh nhu sau:

PT bénh nhan ISI

INR=
PT ching

Trong dé: 13T (International Sensitivity Index= chi s& nhay cdm quéc
t&) ‘

Trén thue t€ cdch tinh INR don gidn hon nhiéu, bsi vi: Trong cdc kit
thromboplastin bdn trén thi trudng déu cho san: Chi s6 IS vi mot bang
tra dé tinh INR (xent bdng 4). )
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#V{ du vé cich tinh INR : Gia sir chiing ta sir dyng thromboplastin [a
simplastin ¢é 1SI=1.5 '

- PT chitng= 11 gify; PT bénh nhin = 22 gidy;
=] & y v o y

-~ Nhu viy: _ !

e

PT bénh nhan 22
Tyl PT= = = = 2
PT ching N

Tra bang tinh INR: chiing ta s& thdy chd giao nhau ctia dudng ngang
(xudt phét tir diém = 2) véi cot doc (xudt phdt tir diém=1.5) 1a con s6 2.8.
Vay INR & day c6 gid tri bang 2.8.

Dé sir dung cac chdt khdng vitamin K dugc an toan, nhiéu tic gid
Khuyén cdo nén duy tri INR trong gidt han tir 2-4 |a duge.

~ Thoi gian prothrombin kéo dii trong cée trudng hop sauw:

+ Céc bénh 1y lam gidm hoge mat cde y&u 18 I, V., VII va X, vi dy.
Trong cfc bénh gan (xo gan, ving da tic mét..) giai doan cudi ciia déng
méu rai réc trong long mach (DIC), thi€u bdm sinh cdc yéu o 1L, V, VII
hodc X. -

+ Diéu tri chéng déng biing cdc thude khing vitamin K .
+ Trong bénh xuft huyét clia tré so sinh.

+ C6 thé bi kéo dii trong diéu tri bing heparin.

+ Bénh thigu fibrinogen.

+ Trong hoi chiing than hu (do bi mét cdc y&u t& dong mdu qua dutng
tiét néu).

+ Tinh trang kém hip thu...
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12, Thir nghiém P - P (prothrombin and proconvertin test)

— Nguyén 1y: La mot ky thust dé ddnh gid cdc yéu t6 dong mdu theo
con dudng ngoai sinh, dac biét [ y&u t8 II v VII do viée thyc hién k¥
thuat nhu trong xét nghiém Quick (¢é thromboplastin 18y tir 6c ngudi)
nhung cé them y&u t& V va fibrinogen (tir huy€t tuong b hiélp thu).

— Tri s6 binh thuong: Nim trong kh'oéng 30 - 40 giay (khidc nhau &
méi 16 thudc thir). Cin 14p biéu d6 miu d€ tinh ty 1& % hoat tinh P - P.

~ Thitnghiém P - P 1’1 mot xét nﬂhiém cé gid tri dé:

+ Phat hign ra sy thléu hut (i rflt {t) coa cdc y&u td I (pr othrombm)
vt VII {proconvertin)

+ D€ kiém tra liéu phip khang dong: Gidi han hitu hiu cta tri ligu
nén duy tri v6i xét nghiém P.- P & khoding 10- 25 %, tot nhit 1a 15 %.

—~ Déy [a mot xét nghiém nhiy hon xét nghiém thoi gian prothrombin
vi thuc hién véi huyet trong pha loling 1/10; v néng do yeu t& Vo va
ﬁblmoaen tr ong hén hdp xét nohaém l'1 t8i wu, mit kh'\c Xt nchtém nay

Ttty nhlén do xét nghxem ddi hOl phéi chu&n b1 thuoc thu‘ phxen phtrc nén
“thyce € it duge skt dung.

13. Thir nghiém thrombo (thrombotest) (thoi gian Owren)

~ Owren di dé nghi mot logi thudc thir (ché€ sdn, ¢6 ban tén thi

trudng dé sir dung luén) ¢é nhitmg dic-tinh sau:

-+ C6 phospholipid da hoat hod va cephalin, nhdm rit ngén thoi gian
dong mdu néi sinh (tlr = 2_0'0 gidy con 40 gidy)

+ C6 thromboplastin nio bd (khéng dimg nio ngudi), nhim kéo dii
thoi gian dong mdu ngoai sinh (tir 12 gidy 1én 40 gidy).
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4 C6 mot lugng thita cdc y&u t6 V va I, nhdm loai wir duge viée cic
y&u t6 ndy thi€u holic hong.

Nhd vy ma cé thé dinh lugng dyoc déng thdi cée y&u 18 ILVILIX va X.
Pay 13 mot xét nghiérmn rit nhay va cé d6 tin cay cao.

~ Gi4 tri binh thudng: K&t qui duge tinh ra ty 1& % so véi chimg. Xet
nghiém thrombotest duge coi 1a kéo dai khi két qua gidm hon so voi
chitng50-60% (tic L& chi cdn khodng 40-50%).

- ¥ nghia xét nghiém: Thrombotest kéo dai trong cic trudng hop:
+ X0 gan (lam cho sy sdn xuft cdc y&u 16 ILVIL IX, X bi gitm)

+ Thigu vitamin K (Vi II, VII, IX, X déu |a nhiing yé€u t& déng mdu
phu thude vitamin K)

+ Sir dung cdc thudc khdng vitamin K (giéi han an toan 1a duy ul
thrombotest = 10-15%).

+ C6 hoat tinh clia chét protein Gc ché PIVKA (Proteins induced by
vitaminkK antagonists or absence)

~ Luu ¥: Xét nghiém thrombotest it nhay véi cdc y&u 18 11, VIE, X
con yé&u 1 IX thi khéng nhay bing. B&i vay, khi gidm mot minh y&u t6 IX
(trong bénh hemophilia B} ‘thi thrombotest thudng cho k&t qua binh
thudng. Tuy nhién n&u mét bénh nhan bi hemophilia B ma thrombotest
kéo dai thi c6 thé két luan d6 14 mot bién thé cha hemophilia B (goi 12
hemophilia B m) trong trudng hop nay thrombotest kéo dai la do

_Hemophilia Bm ¢é st nhay vam Kkhéc thudng véi thromboplastin bo.

14. Thoi gian thromboplastin timg phén (Partial thromboplastin
time = PTT) (thoi gian cephalin)

— Nguyén [y:

Cephalin ) mot loai phospholipid 6 tde dung nhu y&u t6 3 tiéu ciu.
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PTT (thdi gian cephalin) 2 th&i gian phuc héi calci clia huy#t tu‘o’ng
ngh&o tiéu ciu cé chita sin mot néng do cephalin t6i uu.

Bang céch do thoi gian PTT mi c6 thé danh gid cdc véu 18 dong mdu
tham gia 130 ra thromboplastin n6i sinh, nhu VILIX, XIvaXIL

- Tri s8 binh thudng ciia PTT {a 80-110 giay (tuy theo chat lugng
cephahn clia timg hiing)

~ PTT duge coi la kéo dai khi két qud dai hon so véi ching > 25
gidty; Gap trong cdc trudng hop bénh Iy gay gidm mét hay nhidu yé&u 5
déngmau clia co ch€ dong mau noi sinh (VILIX.XIXII).

15.Théi gian thromboplastin timg phian hoat hoa (activated
partial thromboplastin time= APTT, aPTT) (thoi gian cephalin
kaolin)

— Nguyén I§: Xét nghiem APTT 1a thai gian phuc"hc‘i'i calci {nhu thai
gian Howell) ctia mét huyét twong nghéo tiéu ciu ma trong do di cé sén
cephalm vi kaolin. :

-~ Loiich ¢lia cdc y&u t6 cho them I3 :

+ Cephalin ¢6 tde dung nhu y&u 68 3 tidu cdu.

-+ Kaolin 6 tdc dung théng nhat hoat d6 clia sy tidp xdc mdu véi cde
bé mat (6ng nghiém, thuy tinh..), nhé d6 ma lam hoat hod dirge” huyet

twong khi thuc hign phép do déng thof; ciling gitip cho vige dgc ket qua
duge de hon. ‘ '

o Do hdn che mro‘c nhiing nhu’dc c‘izem (nhu‘ vﬁn ap trono clc xét
nghiém thoi gian Howell v tham chi ca tmng thai gian cephaim) nén diy

~ dugc coi 1A mot xét nghiém rit tot dé danh g!éi cac yéu td déng mdu theo

con dudng noi sinh. -
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— Tri s6 binh thudng:
+ APTT= 30-40 gidy.
ATTP duge coi la kéo dii khi i s6 nay dai hon so v6i chiing 8 - 10
gifty; Nhung chi cdc két qua dai hon ching 20 gity méi coi la bénh 1y.
APTT bénh nhin
+Ty 58 = {90-1.15
APTT ching

— Ghi chii: Trong mot s6 sich APTT con duge goi la thoi gian
thromboplastin tiing phén cé kaolin (partial thromboplastin time with
kaolin = PTTK).

16.Thai gfan Stypven va thoi gian Stypven-cephalin

— Nguyén 1y: Noc rin Viper Russell (Stypven) ‘cé kha nang chuyén
prothrombin thanh thr ombin bing cich hoat hod tryc tiép yeu t6 X va V
véi sir 6 mat clia phospholipid (y&u t§ 3 ti€u céu) vi ion Ca**

(Mat s6 tic gia cho rang Stypven ¢6 tic dyng nhu thromboplastin t&
chite; Didu nay ciing khong hoan toan diing, vi thromboplastin can yéu t6
VIL con Stypven thi khong cdn y&u t8 VI ma fa cin y&u t6 phospholipid
tiéu ciu).

Viy thdi gian Stypven la thdi gian phuc héi calci nhung ctia mot
huyét tuong gifu tiéu cdu (nhu thoi gian Howell) khi ¢6 noc rin Viper
Russell.

Cdn thdi gian Stypven-cephalin ciing 13 thdi gian phuc héi calet nhung

© cha mét huyét tuong nghio tiéu clu md ¢é cephalin va noc rin Viper

Russell (& day cephalin di thay thé cho yéu 18 3 tiéu ciu).

— Thoi gian Stypven & ngudi binh thudng bing:25-37 gidy. Thoi gian
Stypven bi kéo dii khi thi€u y€u 18 V, X va y&u 16 3 tiéu cdu (vdi diu
kién y&u t6 I va II binh thudng).

.
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Binh thudng th&i gian Stypven- cephalin 12 khodng 15 gidy; Thoi gian
nay bj kéo dai khi thiéu y&u 16 V hoge X.

— Luu y: ngudi ta hay phsi hop céc két qua cta cde xét nghiém khdc
d€ xde dinh chinh x4c thi€u mot y&u 6 ndo dé, vi du:

+ Khi thdi gian Stypven kéo dai, nhung thoi gian Stypven-cephalin
binh thudng: do thigu yéu t6 3 tiéu ciu .

+ Khi théi gian Quick kéo dai (thi€u mét rong cdc yeu t6 I1, V, VI,
X) nhung neu théi gian Stypvemcephn}m binh thudng (yeu t§ V va X binh
thudng): do tI’ueu yéu 8 VIL

17. Thi gian reptllase

- Nouyen 1¢: Noc rin Bothiops Imataca (1eptllase) ¢ tic dyng lam
dong duge flbtmoggn giéng nhu thrombin, tuy nhién ¢6 diém khic i :
noc rén ndy khong nhay cdm véi cc chit tc ché thrombin (heparin).

- Gid trf binh thudng ciia thdi gian reptilase 13 khoé’mg_ZO gidy.

- Y nohm cha xét ngh:ém thé; glan reptilase

Duno dé ph'it hién mdu cham dong do hepaa:n (luc do thm gian-
reptilase nim trong gidi han binh thudng, vi thdi gian niy khéng bi anh
hudng béi heparin); hoac phat hién ra hién twgng rdi loan sy triing hdp clla -

fibrin & mot bénh nhén dang duoc didu tri bang heparin (ldc dé thcﬂ gian
reptilase kéo daa)

18. Nghiém - phip tiéu  thu prothrombin (prothrombin
consumption test) (Phuong phdp 1 thi: Phuong phip Quick).
- Nguyen Iy: Khi mdu d dong, prothirombin di bi tieu thy do dé chii
con rét it trong huyét thanh. ' S o
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C6 thé ddnh gid mic d6 con nhiéu hay it clla prothrombin trong mot
huyét thanh béng cdch cho vio huyét thanh ¢é mot hén hop bao gbém
fibrinogen va thromboplastin eling véi Ca** (nhu fam Quick)

Neéu trong huyét thanh cdn nhiéu prothrombin (do tiéu thu fe} thi thdi
gian xudt hién cyc dong s8 bi rit ngan lai

~ Binh thudng: Thoi gian dong cia mot huyét thanh 14y sau 4 gidy dao
dong tir 25-80 giay.

N&u thoi gian dong mi sém hon 25 gidy ching t& ¢b réi loan tiéu thy
prothrombin. Thoi gian déng cing ngin ching o sy r6i logn cing ndng
(vi prothrombin thira cang nhiéu) ‘

~ Y nghia: Xét nghiém rit c6 gid tri trong viéc ddnh gid mic do nang
nhe cia bénh hemophilia:

+ Thoi gian dong khodng 20 gify, tuong Gng véi con [0-20%
prothrombin thira: Gap trong bénh hernophilia nhe.

+ Thoi gian dong khoang 10 gidy, twong ng véi cdn khoiang 90%
prothrombin thira: Gap trong bénh hemophiiia ning

o

Ngoai ra thoi gian trén codn bi kéo dai trong cdc bénh iy ¢6 gidm tidu ciu.
19. Han hoi cuc mav do (TEG=Thrombo-Elasto-Graphie)
a) Cdutuo:

Trong ciu tao cita miy TEG gbm ¢é cbi, chiy, ddy néi, guong vi dén

dé chi€u chiim tia sdng.

— Céi: D& dung huyé&t tuong; C&i 6 thé chuyén dong qua lai 4" 45',
- Chay: + Gin vao ddu duéi cda day.

+ Khi huyét twong dong thi cuc dong s& 6m chit vio éh?ly; bési vay khi
¢6i chuyén déng qua lai thi chiy ciing chuyén dong (néu cuc dong tét).
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— Day: Trén day c6 gin mot guong dé nhin tia sdng tir mot dén ¢8
dinh.

— Gidy: Chuyén dong 2 mm /1 phidt {chiéu dai = thai gian x 2)

h).Cdc thdng sé'va y nghfa tronyg xét nghiém TEG

an

: LA thai gian sinh thmmbopiastm ndi sinh, binh thudng: r = 13-
’)()mm 7-10 phdt.

-k La thoi gian sinh thrombin, binh thudng : k =4 - 8 mm
phit.

2-4

— r+k: La tolin bo thdi gian 190 ra cuc dong, tic | chi s§ dé€ dinh gid
todn bo qud trinh déng mau xay a ke tix luc khou dono sy tlép xic dén kchi
¢6 cye dong thie.:

— am { amphitude maxima):Ld bién do t8i da, binh thudng = 53-64
min.

am phu thudce vio : fibrinogen, y&u t6 XIII va tiéu ciu (s6 luong va
chdt lugng), nhung khéng phy thude vio y&u t6 3 tiéu cau; Nhit vty c6 thé
ndi am gin nhy twong duong véi xét nghiém co cuc mau.

. itm X L
- Chisd: Binh thuong =2-4

k) Néu >4: tang dong

Néuw<2: gim dong



o) Cae gid ivi bénh 1y

_ 1+ Kéo daj : Trong céic bénh gy r6i loan sinh thromboplastin. chil
y&u Ia & cic bénh hemophilia A,B vi C. Hofc khi ¢ chit chéng dong
trong mau (nhu heparin)

+ Ngiin lai: Chi trong déng mdu rai rdc (DIC), gap trong giai doan du
{giai doan thng dong)

~ k: Tuong éng v&i thdi gian prothrombin (PT) , vay tat ci ciic bénh
lam PT kéo dai thi k cling kéo dai:

Vi du:+Bénh dnh hudng dén cde yéu 6 1L V., VI, X (bénh gan)

+ Hoic dang diing thudc chdng dong logi khdng vitamin K.
— {(r+k): Thong thudng ngudi ta hay gop cé hai chi s nay.

(r+k) kéo dai coi nhu gidm dong:Gap trong cdc bénh 1y ghy réi loan
sinh thromboplastin (bAm sinh hay méc phai); cé chit chéng dong luu
hanh; hoic trong céc bénh ctia tiéu cdu .

(r+k) rit ngfin coi nhu ¢6 tang dong: gap trong giai doan du ctia DIC.

— Nhimng thay déi clia am:
+ am giam:
Khi thi€u yéu 16 X1 bim sinh (gap trong tré em)

Do bat thudng vé tiéu ciu (s hugng vit chiit fugng)

Do giam fibrin: gip trong tiéu fibrin tién phit vi/hoac thit phit (DIC).

+ ain ting:

Do tang tiéu ciu (véi didu kign chitc nang tiéu clu viin con 16t)

Tang fibrinogen {vi dy : nhiém tring)
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+ am ¢6 hinh dnh con quay: Gap trong tiéu fibrin ciip hodc i cip.
*Lar ¥ Muodn dinh gid that chinh xdc am thi phil lam: dinh luong

fibrinogen v so sdnh am , (dé nguyén huyét tuong) v am , (I& huyét
tuong nghéo tiéu chu),

Binh thudng: am| = 53-64 mm; am,= 18 -24 mm

v hiéu s am, - am, = 31-50 mm.

am
Tri s6 R Binh thutmg =2 -4
am ‘
Viéc tinh chi s¢ s cé gid tri trong theo déi diéu tri biing heparin
o - am ‘
(khi diing heparin thi (r+k) kéo dii cho nén chi s6 = bi gidm). Dé
"

dleu tri hepmn ¢6é hiéu qud nén duy i liéu sao cho chi s8 nﬁy <2;

. Nhung khong nén <1 vi dé xay ra tai bxen chay miu.

*Luny 3 Mac dau dLroc coi la mét k¥ thudt 18t de danh gid mét cich
tdng quit qué tinh déng mdu, nhung hién nay cdc labo dong mdu & trén
thé gidi (vl cd trong nudce ta) it it sl dung ky thudt TEG.

20. Tim hoat d6 cta hé thong tiép xic (yéu t6 X1 va XI)

- Nguyén ly: Khi huyét tuong tiép xdc véi mot bé mit ¢é khi nang
hogt hod (nhu thuy tirth, kaolin, celite...) yé&u 16 X1 duge hoat hod réi
wong tic v&i y&u 16 X1 tao nén mot siin phim tiép xdc lim khai dong co
ché déng mdu ndi sinh.
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— Cach lam: L&y huyét rrong ciia bénh nhan cho 1iép xic véi mt be
mit ndo ddy (bi thuy tinhkao Iin, celite...); sau dé cho huy& wong di
duoc tiép xiic vio huyét tuong ngudi binh thudng chua duge ti€p xic (ldy
méu vd bio quin bing dung cy c6 tring silicon); R6i cho thém cephalin
vi calel ; Do théi gian déng.

— Diénh gid két qua:

+ Néu huyét twong bénh nhin cé diy di cdc y&u 18 ti€p xic (XI va

XII) thi sau khi cho vio huy8t tuong binh thudng, thdi gian cephalin cia
huyét tuong nity s& ngn di rit nhiéu

+ Con néu khong cé di cde yeu 6 tiép xic thi thoi gian cephalin d6 s&
khong thay déi.

— Y nghiia: Pay 12 mot xét nghiém gitlp phat hign cdc bat thudng déng
mdu cha giat doan ddu trong oo ché dong mdu noi sinh (gial doan ti€p
xac).

21. Nghiém phap sinh thromboplastin (thrombopiaétin generation
test=TGT)

a) Pluronyg phep Hr'('f(-Pinwy

~ La k¥ thuat d€ ddnk gid su tao ra thromboplastin noi sinh cua mot
huy€t trong ¢6 du cephalin v Ca**

— Cich laim:

+ Trong mot éng nghiém chung cich thuy ¢é chifa huyét wong vil
cephalin ciin xét nghiém , sau dé cho them Ca™ dé tam déng (giai doan
tuo thromboplastin)

+ °Sau dé moét phiit v cd ciich nhau mot phit &y hén dich (cé
thromboplastin noi sinh) dé cho vio mot dng dung dich huyét twong
khong cé ti€u cdu (goi 13 huyét twong nén). Do thi gian dong cba huyet
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~ tuong ndy. Can lim  dén phdt tht 10 ; wén thuc t€ ¢in lam tdt ¢d 6 8ng 13
du.
-~ Tri & binh thutmg: Tuorig (ng véi giai doan c¢é thrombopla: tin cao
hét (thudng 13 sau khi cho calci vio duge 6- iOphut) théi gian dong cla
huyé{ twong nén 1 8-1 lvmy

- Y nghia: Néu thoi gian déng cta huyét wong nén dai hon 4 giay
thi chitng t6 ¢6 sy r8i loan déng mdu theo con dudng ndi sinh. Day 12 mét
xét nghiém don gian vi nhay; Tuy nhién khong dic hiéu cho mét yéu 18
nio.

h) Plurong phdp Bigg-Douglas

- Day 1& mot kg thuit cho biét cu thé nguyén nhan ctia su réi loan qué
trinh hinh thinh thromboplastin ndi sinh, do viéc di khon khéo st dung
ciic thanh phitn riéng biét tham gis vao gud trinh tao thromboplastin .

— Cic thanh phin dé 1

+ Huyét mong hép phu (HTgHP) bang Al (OH);: Cha con chita cic yéu
6 V, VIIL Xiva Xl

+ Huyét thanh (HT): Chi cdn cilc yé'u.‘tc‘i IX, X, XI, va XII

+ Dung dich treo tiéu ciu (TTC): Chifa yéu t6 3 tiéu céu.

— Cich lam: Ddu tién [ lam Bigg-Douglas todn phin:
~ + Trong mot ng nghiém c6 chia cd 3 thanh phin HTgHP, HT va TTC
(ctia bénh nhan) réi cho thém Ca** (tao ra thromboplastin ni sinh).

+ Suu d6 | phit vi el cdch nhau | phit thi [y hén dich dé (da ¢6
thromboplastin noi sinh) cho vdo. 1 8ng dung sin huyét twong ngheo tiéu
cdu (goi [ huyét twong nén), Po thdi gian déng ctia huyét trong nén. Cin
fam cho dén phit thi 10 (trén thie t&€ can llim dén dng thit 6 1a di)..
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— Tri s6 binh thudng: V6i hén dich ¢6 néng do thromboplastin czo 3}
da (vio thdi diém sau 5-7 phit ké tir khi cho Cu™ vio), thi thdi gian dong
ciia huyét tong nén a: 8-12 giay. Néu thisi gian ndy kéo dai cin phdi lam
thém xét nghiém Bigg-Douglas timg phén.

— Céch lam Bigg-Douglas timg phan:

Phén phéi cdc thinh phén (HTgHPHT,TTC cha bénh nhan va ching)
dé tam xét nghiém Bigg-Douglas timg phiin nhu sau (verm heng 5).8au d6
ti€n hanh Hm nhu & Bigg-Douglas toan phén.

Bing §5: Phdn phdi cdc thanh phdn trong xét nghiém Bigg-Douglas
titng phdn.

Bigg-Douglas | Bigg-Douglas |Bigg-Douglas |Bigg-Douglas

Thanh phin fuyst irong | huyét thank | tigu cdu huyét  teong
Ggn  |eez ey |2 M

thanh(dng 4)

HTgHP béﬁh nhan + +

HT bérh nhan + +

Dung dich TTC bénh nhén +

HTgHP binh thudng + +

HT binh thudng + +

Dung dich TTC binh-thudng ¥ + +

" Chat thich:

HTgHP: Huvét tong hap plu (con & V. VX va XIT).
HT  : Huyét thanh {con o6 IXXXLXT)
Dung dich TTC: Dung dich treo tién cdu
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"~ Nhan dinh két qua ciia Bigg-Douglas timg phén:

+ Néu Bigg-Douglas huy&t twong (6ngl) bi rdi loan (so véi chitng) :

- Thigu y&€u 18 V hojc VIIL.

+ Néu Bigg-Douglas huyét thanh (Sng 2) b 161 loan: Thigu y&u 18 1X
hoac X,

+ Néu Bigg-Douglas tiéu cu (6ng 3) bi r6i loan Benh ly vé sc“) lugng
hoiic chit lwong cta tiéu cdu.

+ Néu Bigg-DouglaS huyét trong vi hdyé’t thanh (8ng 4) bi r6i loan:
Thigu yéu t6 X1 vi XI1.

Ngodi ra: N&u thai gian thromboplastin cha ngudi binh thudng b
chiam lai sau khi woén vé‘i huy€t thanh hay huy#t tuong ciia bénh nhan thi

nén nghi dén kha ning ¢6 chilt chéng dong loai khing thromboplastin
dang luu hinh,

22. Nghiém phap sinh thrombin (thrombin generation test )

~ LA xét nghiém ddnh gid sy hinh thinh thrombin trong qud tinh
doéng mdu.

— Cich [am: Cho Ca*™ viio huyét trong gidu tiéu cdu. Chat thrombin
duge hinh thanh vi ting dén theo thoi gian. Timg phdt mot I8y huyé:

twong ndy cho vio mot dung dich fibrinogen d4 biét truéc néng do. ‘Theo

ddi thoi gian dong cia fibrinogen dudi tdc dung cla thiombin duge hinh
thanh trong huyét tuong ké trén. Nén lim véi miu chitng dé so sanh. -

- Binh thudng: thrombin duge hinh thinh ¢6 hoat dé cao nhat sau 8-
10 phit (sau dé hoat do s& gidm dén do xudt hién chdt khing thrombin
sinh Iy)

— Y nghiia: Nghiém phip sinh thtombm tham do yeu 153 tiéu cdu; chc
y€u 18 déng mdu (chl yéu theo con du'oncr noi smh) v chit khéng
thrombin.
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23. Thoi gian thrombin (thrombin time=TT)

— TT la xét nghiém tham do giai doan sau clng cia qué trinh déng
miu: Giai doan tao fibrin (triy y&u 16 XIIh.

— Cich lam: Thém mot lugng thrombin vio huy&t twong cla bénh
nhan vi do thoi gian dong. Phai lam cling véi chiing dé€ so sinh.

~ Binh thudng :

+TT = 15 - 18 gidy: (duge coi 12 kéo dai khi dai hon so véi ching >5
giay).

TT bénh nhén
+Tyle = =0.85-1.15
TT chitng

— Bién lugn k& qud:Thoi gian thrombin phan dnh t6c do tao thanh
fibrin (do thrombin chuyén fibrirogen thinh fibrin). Thoi gian thrombin
thay déi tuy theo: Ty Ié fibrinogen mdu; sy ¢ mit trong huyé€t twong cic
chit tic ché thrombin (nhu heparin) hay ¢6 cde chat tic ch€ sy tring hop
cta fibrin (nhu cdc san phim thodi hod ctia fibrinogen)

24, Thoi gian tiéu cuc dong ciia mau toan phin (whole blood clot
lysis time)

— Cich lim: LAy 2mi miu finh mach, khong chéng dong, cho viio 6ng
nghiém, mdu s& dong lai vi theo d6i thoi gian tan ra clia cyc dong mdu
toin phén niy.

~ Binh thudng: Cuc mdu dong s tan hoan toan sau 72 gid.

— Y nghia: Day [3 mot xét nghiém rit don gidn dé ddnh gid mét cich
téng quat hoat tinh tigu fibrin.

Trong trudng hop cé tiéu fibrin thi tyc déng mdu todn phin € tan ra

trude 72 gid. C6 tudng hop tidu fibrin cidp thdi gilan tan cuc dong chi
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trong vdng 1 gid, tham chi dong xong 13 bi tan ngay. Tuy theo thdi gian
tan ctia cyc dong ma cé thé ddnh gid miic do tidu fibrin thodng qua, nhe
vira hojc cip. ‘ '

*Latu y:

. Ngodi ra cé thé dinh gid mic do tiéu fibrin qua mot s& xét nghiém

- khie:

— Thoi gian tiéu cuc déng ctia mau pha lodng.
— Thoi gian tiéu cuc dong cha huyét twong.

Nh& viéc pha lofing mau toan phdn (bing dém phosphat) hodc pha
loing huyét tuong (bing chinh dung dich phuc héi calei) ma hién tuong
tieu fibrin xdy ra nhanh hon nén dé theo ddi hon.

25. Thoi gian tteu englobulin (eug]ebulm clot lysis time) (nghiém
phap von - Kaulla) _ _ _

-~ Nguyén iy:Huyét twong duge pha loﬁﬁg rdi toan hod nhim tich
euglobulin (11 thanh phdn c6 chita cdc chdt hoat hod plasminogen ma chi

~ y€u Ia t-PA-plasminogen vh fibrinogen),dong thoi loai b tit ci thanh

phiin e ch€ qué trinh tidu-cye déng. Réi-sau dé che euglobulm doéng tro
lai (nhu Jam Howell) nh& d6 mh c6 thé theo dbi sy tiéu cua euglobulm-
duge dé& dang hon. Day {a mot xét nghiém 6t dé tham do tiéu euglobulin
tdng quat.

— Binh thtrong Thdi gmn tiéu euglobulin (tir khi déng dén khi tan)
>3 gid.

-~ Biéu hién tiéu fibrin khi thdi gian tiéu euglobulin xay ra trong vong

"1 gity dau. Tuy mite do:

+ Tiéu fibrin nhe (tiém ting): Thoi gian néu cugfobulm 45-60 phit
_+ Tigu fibrin vira: 30-45 phuit-
+ Tiéu fibrin ban cép : 10-30 phit
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+ Tiéu fibrin cip: <10phit.

~ Tham chi cé thé cé tiéu fibrin t6i cdp: vita dong xong 1a tan ngay.

— Luu y: C6 thé c6 hién ruong cuc dong euglobulin khong hinh thinh
dugce (khong dong)

+ Ly do: Cé thé do he théng hoat hod plasminogen qui ma}ﬁh cho nén
dong dén dau tan dén ddy, nén khong con thdy r& cuc dong nita; Hode ¢6
thé do da bi tiéu thu hét cic yéu t6 clia hé thong dong miu (trong DIC)
nén khong thé dong duge.

+ Céch phan biét: Thém mot giot huyé&t tuong binh thuo‘ng vao dung
dich euglobulin rdi cho ion calci vao. Két qua la:

Néu do tiéu fibrin qué manh: C6 dong duge, nhung sau 46 tan ngay.

Néu i do hét cdc y&u 6 hoat hod qud trinh tiéu fibrin (trong DIC) thi:
C6 dong dwoce, nhung cuc dong sau 60 phit vin khong tan..

- Y nghia: Day 13 mot xét nghiém cin thiét dé:

+ Chén dodn ftinh trang tiéu fibrin tién phdt hodc thi phat, va phét.

hién tinh trang tidu fibrin tiém 1ang {nhét 1d trong xo gan v trude khi mé
tim)

+ Theo d&i didu tri tiéw huy€t khai (thrombolysis therapy).

26. Nghiém phap ethanol (nghiém phap rugu)

— Nguyen ly: Cac monomer ctia fibrin {2 nhimg san phdm trung gian
gitta fibrinogen va fibrin; né 1a két qud tic dong phén huy cua
thrombin.Khi luong thrombin thdp thi cdc monomer khong di dé triing
hop tao nén cue fibrin. Céc fibrin monomer, fibrinogen va céc sdn phém thodi

gidng tao thanh phiic hop hod tan; nhiing phifc hop nay s& duge phét hién do
bi gen hed dudi the dung clia rugu ethanol trong didu kien lanh (4°C)
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— Y nghia: Nghiém phdp ethanol duong tinh (c6 chit keo xudt hién)
chimg té trong miu mdu xét nghiém cé phic hop hod tan, d6 1d bing
chiing ciia tinh frang déng méu rii ric trong long mach (DIC).

Day B mot xét nghiém khd dic hiéu d€ chdn dodn DIC; Tuy nhién
nhilng trudng hop am tinh khéng ¢é nghia 12 di loai trir duge DIC.
27, Nghiém phap protamin sulphat

- Nouyén 1y vi cich lam: Cling nhy nghiem phép ethano! chi khfzc 13
3 day thay ruou biing protamin sulphat (1%). '

~ Két qui: Nghiém phdp protamin sutphdt duong Emh [a khi ¢6 xudt
haen cde s0i keo (bi gen hod).

— Y nghia: Ciing nhu nghiém pﬁzip ethanol, nghiém phip protamin
sulphat dwong tinh ching t6 ¢4 hién twong dong méu rdi réc trong long
mach (DIC). Tuy nhién:

+ Mét s6 tredng hop am tinh vin khong phéi chic chin 13 d4 loai trir
duoc DIC.

+ Nghiém phédp protamin sulphut khong dac hiéu bfmg nghlém phip
. ethanol {bcri v:iy trong cac labo. déng mdu it Jam. hdn)

28. Phat hién fibrin D-dimer trong huyét tmmg( fi brm l) dlmer
detection)

— Nguyén Iy: Fibrin D-dimer 12 mot loai sén phim trung gian duoc
tao ra do sy phn huy fibrin polymer bdi plasmin. Sit dung cc hat fatex
c6 gén khdng thé don dong chéng lai céc fibrin D-dimer ching ta c6 thé
dé dang phdt hién (vd dinh lwong dugc) thanh phfm fibrin D-dimer ¢6
trong huyét tuong (hodc huyét thanh).

— Ky thuat [am rit don glan Co htro'ng din ngay tr ong bo test kit (bdn san)

- Tri s8 bink thu‘o’ng Nong dg. f;bxm D dlmar bmh thu‘dng trong
huyét twong 12 <200mg/.
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— Y nghia: fibrin D-dimer ting trong cdc trudng hop dong mdu rdi réc
trong long mach (DIC) c&p va man.

29, Binh lirq‘ng cdc san phdm thoai gidng cda fibrin(ogen) (FDPs)
«) C6 rhiéu plurong phdp

Nhu: Phuong phip dc ché ngung két héng cdu.

Phuong phép diing hat latex.
E Phuong phip tc ¢h€ phan tng ién bong.
Phuong phip tha.
I Phuong phép mién dich khuéch tén va mién dich dlén di.
! Phuong phép quang k€.
Phuong phdp ngung tap tu chu.
b} Nguyén 1y chii yéu
Do cde FDP vén giit duge tinh chdt khdng nguyén cia fibrinogen vi

vay néu cho tic dung v6i mot huyét thanh mién dich khdng fibrinogen
FDP s& bi két tha. '

Cu thé: K¥ thuat dc ché ngung két héng cdu (k¥ thuat Merskey) -

Héng céu O + fibrinogen = Héng cdu O gén fibrinogen (di mén cdm
vdi acid tanic)

Huyét thanh bénh nhin + Huyét thanh khdng fibrin
He thang 1 {1t 30 phiit) Héng cfu nhém O

gin fibrinogen

Hé théng i (17 15 phiit)
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U rdi ric

DPs)

nvi
)gen

— Néu huyét thanh bénh nhan ¢é FDP: Huyét thanh khing fibrin bi
giam hodc mét (phdn tng xay ra & hé théng I); do d6 khi & véi HC O gan
fibrinogen (& hé théng H)thi khoéng cé hién tugng ngung két.

— Né&u huyét thanh bénh nhan khong ¢é FDP: Phan (g & hé théng I
khong xay ra, huyét thanh khéng fibrin vin con do d6 khi O véi'héng chu
nhém O gan fibrinogen thi ¢6 hién tugng ngung két (phan ng xdy ra & hé
théng I1). '

+ Binh thudng FDP huyét twong < 10ug/ml.

+ Trong mét s6 bénh iy, nhu tigu fibrin tién phét hodc thi phét, déng
méau rai ric trong long mach (DIC) cép hoiic man... thi FDP ¢é thé tang
nhe (10-20ng/ml) tang trung binh (20-50 ng/ml), ting cao hoidc rit cao
(50-500pg/ml).

) N6ivé plurong phap ngimg tdp tu cdu

N guyén ly: La dtra vio viéc fibrinogen fibrin va cdc FDP c6 kha néng

fuong ngtmc tap nly ¢é tinh dac h;eu cao.

*Tri s& binh thuong cia mot 6 cdc yéu 16 dong mdau khdc

Trong dong mdu ngudi ta st dung khd phd bién phuong phip dinh
lrgng cdc yé€u td,cdc thanh phin tham gia vao cdc qud trinh déng mdu.
Chiing 161 khong mo ta vé cdc k¥ thuat duge sit dyng dé dinh hrg‘ﬁg, tuy
nhién d€ tién, theo déi va sir dung, dudi diily chilng tdi xin ¢é bang trj s6
binh thub‘hg clia mét s0 y€u (8 va thanh phin tham gia vio qué trinh cdm
mdu, dong mdu va tiéu fibrin (xem bdng 6).
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Biing 6: Trj 56 binh thiedng ciia mgt s8 yéu 101 thanh phin tham gia vdo
qud trinh dong mdu

T Tén yéu ts Try 58 binh thudng
1 |Déng yéu 16 Ristocetin 50 - ZOG Urdi

2 |vWF-Ag 50 - 200 Urdl

3 PAL-1 0.05 mg/t hoge <10 AU/ml

( AU = Arbitrary Unit)

4 |PAI-2 < 0.005 mgl

5 IAT-Ii : 0.86 - 1.32 i (80 - 120 %)
6 |Protein C (PC) 081 - 1.4 uml; (70-140 %)
7 |Protein S {PS) - 0.78-1.37 ulml; (60-140%)
8 iPlasminogen 0.75-1.36 vk, {80-120%)
9 |0y, anti plasmin (o, AP) 70 mgf; (80-120 %)
10 |B-thromboglobulin (BTG} <50 ngiml -

11 |Y8u 16 4 tidu cdu (PF 4) <10 ng/ml
12 |Péng yéu t3 heparin-il (HC IT) 55-145 %

13 1t-PA 9.005 mg/
14 iscu - PA 0.008 mgl

( Riéng tri s6 binh thigng ciia cde yéu (6 ddng mdu xint tham khdo &
hidng 2)
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CHi BINH XET NGHIEM DONG MAU HOP LY

Mo diu

— C6 rét nhiéu logi xét nghiém dong mau; Va rit nhiéu bénh c6 biéu

hién rai loan dong mdu véi cde mide do khic nhau. Chi dinh xét nghiém
the ndio d€ c6 thé chdn dodn chinh xdc dugc bénh? déng thai vira tist kiém
thoi gian, vira ti€t kiém hod chét vi céng sitc cla cdc cin bo phong xét
nghi¢m?..06 1a nhitng cau héi luén duge dit ra cho céc thdy thudc 1am
sdng ding trade mot t'i‘tr(‘fng hop c6 xust huyét/chay m4u.

-~ Nhim gidi quyét nhitng viin d& ké wén hién nay trén thé gidi dang
rit pho bién cich sir dung cde xét nghiém vong ddu (first-line tests) nhu
mot bién phdp chi dinh xét nghiém déng méu hop 1y. Tir két qua ¢6 duoc
qua cdc xét nghiém vong ddu ¢ thé so by phan nhém cdc bénh Iy giy ra
r6i loan dong mdu cho bénh nhan dé; Tiép theo md: ti€n hanh thuc hlen

“edc théin do vong hai (Seconid-line investigations) '

— Ciéc xét nghiém vong diu bao gdm 4 test sau:

1.Thoi gian prothrombin (PT) {thod gian Quick): L3 xét nghiém dé
déanh gid dong mdu theo con dudng ngoq: sinh.

2.Thdi gian thromboplastin timg phan hoat hoa (APTT) (thm gian
cephalin kaolin)

- L2 xét nghiém dé dénh gid tdng quat dong mau theo dudng nodi sinh.

(Trong trudmg hop khong lam duge xét nghiém APTT thi ¢ thé thay
bang xét nghiém thdi gian Howell hay thdi gian cephalin (PTT); Tuy
nhién cin luu ¥ riing cdc xét nghiém nay khéng nhay bing APTT).
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3.Thoi gian thrombin (TT)

La xét nghidm dénh gid giai doan cudi cta qud trinh dong mau:
Fibrinogen chuyén thanh fibrin dudi tdc dung xiic tic ctia thrombin.

4. S6 huong ticu cdu

La %8t nghiém c6 ¥ nghia r4t 16n dé phét hién cdc r6i loan qud trinh
cém mau.

C3 4 xét nghiém ké trén- ndi chung- déu it dé lam, thong dung, héu
hét cdc labo dong mdu déu c6 thé lam duge.

Tir cée két qui xét nghiém vong ddu, ngudi thiy thude dé dang phan
tich, ddnh gid dé loai trlt b6t phin 16n cdc bénh 1Y ¢ gay ra 161 loan déng
miu; chi khu trii vio mét bénh hodc mot nhém nhd cdc bénh Iy nao d6 va
do viy ma cé thé chi dinh tham dd vong hai cy thé, can thi€t va hop 1y
hon.

Mt quy trinh t8ng quét dé chdn dodn bénh iy r6i logn dong mdu trong dé
¢6 thuc hién chi dinh xét nghiem hop 1y (so'dd 14)

— Luu y : Céc tham do vong hai 1a gém t4t ca cdc loai xét nghigm vé
cém mdu-dong mau-tiéu fibrin v6i mic do sau hon, chuyén khoa hon;
Déng thoi bao gdm cd cdc tham do hode x€t nghigm clia céic chuyén khoa
khac néu cdn; vd khong loai trit viéc tim hiéu tién sir bénh tat, tién sir gia
dinh.tién sit sir dung thudc, hod chét... cla bénh nhén.

— Quy trinh chdn dodn c6 thyc hign chi dinh xét nghiém hop Iy ké
trén it ¢6 ol trong viéc sang loc céc bénh 1y dong maiu mdéi glp, tao diéu
kién thusn [oi cho c4¢ thdy thudce- dic bigt 1a thiy thude wé- ¢é thé tim ra
mét chin dodn ding.

Dugi day ching téi xin cu thé hod hai buéc dé chin dodn mét réi loan
déng mau cé thue hién chi dinh xét nghiém dong mau hop Iy (xét nghiém
vong ddu va cdc tham do vong hai).
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So dd 14: Quy trink t6ng qudt dé chdn dodn
bénh Iy réi loan déng mdu

Buéc 1:

Thure hién cic xét hghie}m vong dau (ﬁrsf-iine tests) {gbm PT,
APTT, TT, va s6 lugng tiéu ciu)

L

Phén tich va ddnh gia cdc ket
qua vong ddu

Bude 2: l

Thare hién cde tham do vong hai 7

(second-line investigations)

CHAN DOAN ROI LOAN DONG MAU.-

i
k
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|.BUGC MOT:THUGC HIEN CAG XET NGHIEM VONG DAU

La tién hanh 4 xét nghiem PT,APTT,TT vi s6 lugng tiéu céu.

R&i tir cdc k&t qua c6 duge so bo phan chia cdc bénh 1 gay ra vdi loan
dong méu thinh cdc nhém nhé. Céc ket quéa vi xét nghiém vong dau va
cc nhém benh 1 c6 thé xin dugc tém tit trong bang 7.

Il. BUSC HAI: THUC HIEN THEM CAC THAM DO VONG HAI
(SECOND-LINE INVESTIGATIONS) '

Trén co s phén tich céc két qua vong dau, dé dua ra mot nhin dinh
50 bo vé bénh 1§ ghy ra chiy mdu déi voi bénh nhan cy thé d6.Tigp dén 1a
s& lam thém cac xét nghiém hoic tham do khic d€ c6 thé dua ra mot
chin dodn diing.

Cu thé nhu sau:
1.Nhém mét: La nhdm cé cde két qud xét nghigm ving ddu nhu saw

PTAPTT, TT v s0 lugng tiéu cdu déu binh thudng nhung trén lam
sing bénh nhan c6 xuat huyét /chdy mdu.

Neén nghi dén cdc nguyén rhin sau:
a) Mgt bénh 19 chiie ndng téu edn nao dd:
— Beénh Iy chite ning tiéu cfu c6 thé gap 1a:

+ Benh 1§ tiéu cfu thé tang: bénh suy nhuge tiéu cdu Glanzmann, bénh
loan dudng ti€u cdu xuft huy€t (Jean Bernard- Soulier), bénh kho dy triv....

+ Bénh Iy tiéu cfiu mic phii: hdi ching 161 toan sinh tuy, héi ching
‘tang.sinh tuy, bénh huyét sic t&, thi€u miu ic tinh Biermer. Hodc trong
mot s6 bénh 1y khong phii cla chuyén khoa huyé€t hoc nhu: bénh
coliagen, bénh suy thin, bénh tim bam sinh.., hofic do udng mot s6 thudc
nhir aspirin, phenylbutazon vit céc thude khing viem khong steroid khic.
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Bdng 7: Két qud cti cde xét nghiém vong dav (first-line tests).

Nhém Xét nghigm Bénhly co théta
PT APTT TT | Tiducdu '
1 Binh | Binh Binh [ Binh |- Bénh Iy chte ndng du cau

- Bénh Iy dong méu do mach méu.
- Tinh trang d6ng mau bink thugng

2 Dai Binh Birh Binh |- Thigy hut yéu 6 VI,
thudng | thutng | thudng

- Mdi ding thude chiing déng dudng uéng.

© 3 Binh | Dai | Binh Binh  )- Thigu hyt VItl:C, 1X, X1, Xii, Prekallikrein,
thurding thudng | thucng |HMWK;

- Bénh von-Witlebrand,

- Co chdt khang dang ey hanh,
4 Dat Dai Binh Binh  3- Thiéu vitarain K.

1 thudng | thudng

- Ditng thudc chéng dong dudng uding.
- Thigu byt i, V, Vi, X.

"5 1 D&y Dait b Dai | Bk [“Pang sUding Reparin,

thutdng

- Bénh gan.
- Thigu fibrinogen.
- Tang tiéy huy fibrin,

8 Binh | Binh Birh Thdp  |Gidm tidu cau.
thudng | thudng | thutng o

7 Dai Dai Bich | Thap |- Truyén nhigu mau lu trit lau
3 o thung -Bénh gan ' :
8 Dai Dai | D& | Thip |- Bang mau rai rac trong long mach {(DiC);
R .. ] ' - Bénh gan cép. '
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 ~ C#n tién hinh lam thém cdc xét nghiém vong hai: xét nghiém vé
chite nang tiéu cdu nhu: d6 dinh tiéu cdu, do ngung tap tiu cdu (véi ADP,
collagen, ristocetin, adrenalin, thrombin, acid arachidonic); Nghién ctiu vé
cdc hat ndi tiéu cdu va sy phdng thich cdc hat dd, chi s6 tiéu thy
prothrombin clia tiéu cdu, thoi gian méu chay...

Hién nay & riude ta tai mot s6 trung tam huyét hoc 6n dd bat dau
ti€n hanh xét nghiém do do ngung tap tiéu clu,day I mot xét nghiém tot,
dic biét ta trong viéc phit hién va chin dodn phan bigt mét s bénh 1y vé
chitc nang tiéu cdu (xem bang 8).

Buing 8 : Chdn dodn phan bigt cde bénh [ vé chite ndng tiéu cdu

Tiéu céu X&t nghiém ngung tap tidu cdu vdi
Bénk ly Soluong| Kich | ADP [Col.| Ri | AA | FVIi
thude

Suy nhug tigu cau N N O | 0] Ab 0 Ab
H.C Bernard-Soulier Cao To N N 0 N 0
Bénh kho dy trir N N 1 Ab | 10 110 10
Thiu cyclo-oxygenase N N N | Ab N Ab -
Thit: thromboxan synthetase N N N { A} N Ab -
Udng aspirin N N 1 Ab | NAR Ab NIAb
Hé&i chitng Ehler-Danlos N N N Ab N N -
Bénh von-Wiliebrand N N N N 0 N N

Chil thich:

+ N: (Normal) bindithnedng + Col: collugen;
+ 00 Khéng (ngung tdp)

+ Ri : Ristovetin
+ 1 Chi & séng thit nhdt

+ Ab:(Abiormul) bdt thuteng  + AA: Acid arachidonic

+ F VI Plite hop yéi 6 VI lon | fibrinogen bé

b} Do thiéw hut yéu 16 Xil: D€ x4c dinh chinh xdc nén lam thém cic
xét nghiém vdng hai, nhu: co cyc mdu, am trong din héi cyc méu do

(TEG).




o) Bénh 1y mgch nidu

— C6 thé gip & mét s& bénh nhy.viém thinh mach di fing (Schénlein
Henoch), bénh gidn mach xuft huyét di truyén (Rendu-Osler), ban xuit
huyét & ngudi gia... '

Trong d6 cdn chi ¥ 13 bénh viém thanh mach dj dng (Schénlein-
Henoch). Can ti€n hanh lam d&u higu day thét, khim xét 1am sing... v
néu cin thi diéu tri thr mot phic dé gém khing sinh, corticoid va
vitaminC.

d) Ngodi ra cé thé gap trong mot s6 bénh 1y khée nhie: déi dudng tang
ure huyét, di ting thude, sir dyng corticoid... Céin Jam cde xét nghiém tham
dd khice (dudng méu, ure mdu...) hodc khai thdc tién sir d chin dodn.

e) C6 thé tinh trang déng méu clia bénh nhanla holn todn binh thudng;
Ddu higu xuat huyét/chiy mdu khong phii do 18i loan cfim~déng mdu ma
do cdc thuong ton thyc thé, nhu dit, dap co, mach mdu; hojc do sang
chin gay bim tim... :

1) Can litu y thém: C6 thé c¢6 mot bénh 1y dong méu nhe ma cdc xét
nghiém thong thudng ké trém khong div nhay d€ phidt hien nlivs Thigu nkie
yéu t& VI (chi gidm <30% binh thudng), yéu 18 IX hodc & mét s6 trudng
hop bénh von-Wiilebrand. '

Céc xét nghién vong hai d€ phdt hién & nét céc bénh ndy 1a: Dinh
lugng yéu t6 VIII, IX; cdc xét nghiém tim hiéu yé&u t6 von-Willebrand,
thoi gian midu chiy...

2. Nhém hai: Ld nhém c6 cdc két qua xét nghiém vong ddu bidu hién
nhu sau: ‘

PT kéo dai, con APTT, TT vi sé lugng tiéu cdu déu & gidi han binh
thudng. )

123




Nhu vay & day chi ¢ biéu hién réi loan déng miu clia con dudng
ngoai sinh, do d6 ¢6 thé ¢6 hai nguyén nhén sau:

— Thi€u huyt y&u 16 VII: Xét nghiém vdng hai s& 1a dinh lugng yéu 8
VI1, thit nghiém P vi P, thrombotest...

~ Hoic do bénh nhan ¢é ding thudc chéng dong dudng udng trong
vong 12-36 gid: Céc thude chdng dong dudng udng (nhw Warfarin...) di
thc dong 1én con dudng dong miu ngoyi sinh; & giai doan sém biéu hién
trén xét nghiém chi 1a kéo dai thdi gian prothrombin.

Viéc céin thiét 1a cén tim hiéu bénh nhan c6 sir dung céc thudc ching
déng dudng udng (cdce thude khing vitaminK) khong?

3.Nhom ba: Cic xét nghiém vdng diu biéu hién nhu sau:

Xét nghiem APTT kéo dai; con cde xét nghiém PT, TT va s6 lugng
tiéu cdu & trong gisi han binh thudng. O day c6 161 loan déng médu theo
con dudng noi sinh, do dé chi thé hién kéo dai thdi gian thromboplastin -
hoat hoé tirng phdn (APTT).

Cé thé do nhitng nguyén nhin sau:

~ Thiét hut cic y&u 16 VIII, 1X, XI, X1I, prekallikrein vi kininogen ¢6
trong lugng phan ti cao (HIMWK). Cdc xét nghiém vong hai [a: Dinh
fugng cdc yéu 8 VUL, IX, X1, XIL.., tim hoat do clia hé théng ti€p xilc,
nghiém phép sinh thromboplastin

. Bénhk von-Willebrand: Cén {am thém xét nghiém thdi gian mdu
chay, dinh lwong y&u t8 VIIL: C, dinh lugng v-WEF; v-WF:Ag... |

— Mot nguyén nhan rit thudmg gip ghy kéo dai APTT l do heparin,
¢é thé do diéu tri hodc do heparin bi nhiém ngay tai cdc dyng cu Idy bénh
phdm (bom kim [y mdu, 6ng tube dung mdu...). Tuy nhién néu c6 thi



thutng tm kéo dai ca TT va PT, vi cic xét nghiém nay ciing kh4 nhay véi
heparin.

— C6 thé dang cé chat khdng dong /chilt ke ché€ lwu hanh trong tudn
hoan. Can lam thém cic xét nghiém dé ph'it hién chit khéng dong hwu
hanh '

_ Chu y: Nén mé rong tim hieu thém d6 la logi chdt khing dong. téc
dong ngay (immediately acting inhibitor), hay dé Ia chét khdng déng phu
thude thdi gian (time-dependent inhibitor) biing xét nghiém sing loc chat
khéng dong dya trén k¥ thuat APTT,

Tmng cdc chit khing dong cin luu ¥ nhat 1 chit khing dong lupus
ban d6, vdi cic dic tinh sau: _

+ D6 1a nhig globulin mién dich thuse loai 1gG va IgM. Ching
khong tic déng lén cdc y&u t6 dong mdu ma téc dong vao phospholipid
trorig phlc hop tham gia viio viée bién déi prothrombin thinh thrombin,
bing vige 1am két tha cdc phospholipid anion ndy.

+ Khi ¢6 khdng déng lupus ban dé luu hanh trong mdu, ndi chung
nhiing xét nghiém phu thude phospholipid (phospholipid-dependent tests)
[ hay bi bién déi, nhu: APTT, thdi gian Stypven vd PT; trong d6 AP’I‘T
bién ddi 1A rd nhit, con PT thi thay déi khong 15 v khong on dinh.

+ Khoiing 10% bénh nhén lupus ban dé rai ric 1A ¢6 chét khdng dong
lvu hinh.

+ Luu § 1 & mét s6 bénh nhan cé chét khdng déng lupus thi ¢6 thé cé
VDRL duong tinh gid ; Phu nif ¢4 thai thi hay bi sdy thai hodc bi huyét
khét, thc mach.

~ 4.Nhém bon L2 nhém c6 ket qm xet ncrhlem vong déu nhu sau:

PT v APTT kéo dai, con TT va tiéu chu & nong 2161 han binh thudng .
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Cé thé vi cdc 1y do saw:

— Thi€u vitamin K: Lic ndy PT thudng bi réi loan 16 hon APTT. Cin
tim hiéu thém cdc nguyén nhén lam gidm vitamin K (nhu nuéi dufing
bing ngoai dudng tiéu hod, diéu tri khang sinh kéo dai...). C6 thé dicu tri
thir vitamin K, sau dé vai ngdy kiém tra lai PT vd APTT.

- Pang stt dung cdc chdt chéng déng dudng udng {cdc thudc khing
vitaminK); Xét nghiém PT réi loan 6 han APTT. Cén tim hiéu viéc st
dung thudc clia bénh nhan.

5.Nhém nam: K&t qud cde xét nghiém vong déau la:

PT, APTT v TT déu kéo dii, chi ¢é s6 lugng tiéu ciu & ¢ gidi han
* binh thudng. ‘

C6 thé 13 mot trong s6 cdc nguyén nhin sau:

~ Bénh nhan dang st dung heparin: Cén Khai théc tién st diing thudc,
diéu ndy khong khé khin 1dm, vi xét nghiém chi thay d6i néu cé ding
heparin trong vong 6 gid. Tuy nhién, dé chic chén, sau 6 git nén kiém tra
lai APTT.

Cén hwu y: Néu sir dung heparin kéo dai cling c6 thé gay ra gidm tiéu
ciu.

— Do gidm hoac loan fibrinogen mau (hypofibrinogenemia or dis-
fibrinogenemia): Nén dinh lugng fibrinogen, xét nghiém thdi gian
reptilase

- Trong mot s3 bénh gan:.V‘x hdu hét cdc y8u t6 dong méau theo con
dudng noi sinh, ngoai sinh déu do gan tong hop nén. Néu bi bénh gan, cic
y&u t& dong mdau bi thi€u hut, ddn dén rSi loan t4t ca cdc xét nghiém PT,
APTT vi TT. Nén kiém tra chitc nang gan, siéu &m... d€ phédt hién mot
bénh [y ndo d6 vé gan. '
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- Hodic do tang tiéu huy fibrin (hyperfibrinolysis) c6 thé do mét bénh
iy 4c tinh, bénh 1y gan, hojc tién phdt khong .18 nguyén nhan; Hién nay
phé bién nhit 1A do ditng cdc thudc tiéu fibrin {streptokinase,urokinase,t-
PA..). Cic xét nghiém trong vong hai cin lam s& 13

+ Dinh lugng FDPs trong huyét tuong.

+ Thai gian tiéu euglobulin hofic thdi gian tiéu cuc méu toan phin.v.v..

© 6. Nhém sau: Két qua chc xét nghiém vong diu nhy sau:

PT, APTT v TT binh thudng, con s6 luong tiéu cau gidm.

Ly do gy xudt huy& & bénh nhan 12 do gidm tiéu cdu. Chdn dodn
gidm tieu cdu thi khong khé. Van @& dat ra Id phai chdn dodn nguyén
nhin gay giam ti€u cdu. Mudn vy thi cdn phai iam thém céc xét nghiém
nhu tuy do, tim khang thé khing tiéu cdu... d€ x4c dinh d6 Ia benh xudt
huyét do gidm tiéu cdu cé nguyén nhan mién dich (ITP), suy-gidm tuy
xuwong, hay I loxémi cip...

Ngodi ra cén lam xét nghiém mién dich dé fim khéng thé chéng tiéu

ciu trong bénh ITP.
7. Nhém bay: La nhém cé két qua cée xét nghiém vong diu nhu sau:

PT v APTT ké_é dai, s& lugng tiéu chu giam, nhung TT vin binh
thuding. C6 thé i do: ' '

-~ Sau khi truyén mot lugng 16n mdu luu trit, trong dé fibrinogen con
khd nhiéu, nhung khong con cdc y&u 16 VIIL, V va tiéu cdu.

Cén tim hiéu tién si truyén mdu ciia bénh nhén.
~ Hoiic c6 thé gap & mot s bénh nhan bj bénh gan man tinh, dac biét

[ xo gan. Cédn kiém tra bénh Iy vé gan ciia bénh nhén.
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8. Nhom tam: Két qud céc xét nghiém vong diu bidu hién;

R&i loan & tit ci bdn xét nghiem: PT, APTT, TT déu kéo dai; s6 iugng
tidu ciu gidm. C6 thé do:

— Pong mdu rdi ric trong long mach (DIC): Do hién ruong tiéu thy
qud manh cic y&u 8 mdu va tiéu cfu cho nén r6i loan thé hién rat rim ro.

Cén lam thém: Nghiém phdp ethanol; thdi gian tien euglobulin,
FDPs,...

~ Hoac do hoai tif gan cdp kém theo DIC: Lam sang thé hién rét nang.
Chn 1am thém cdc xét nghiém vé DIC va kiém tra bénh Iy vé gan.

*Tom lai.

V& bon xét nghiém vong ddu PT, APTT,TT,s6 lugng tidu cdu ngudi
thily thuéc di co ban dinh huéng mét cich nhanh chéng cho viéce tiép tue
lam thém xét nghiém/thim do gi dé c6 thé dua ra mot chdn dodn chinh
xdc kip thoi cho céc trudng hop bi xuét huy€t trén lam sang. _

Hién nay & mot s6 labo dong mau thudng xay dyng mét tip hop cic
xét nghiém dong méu, goi 12 "Déng mdu rodn h¢ " hay "Chiv ndng déng
mdu todn hé”.

Danh séch céc xét nghiém cé thé khdc phau & timg labo, tuy nhién
thong thudng vin 12 cdc xét nghiém clia ba giai doan: cAm mdu, dong méu
vi tiéu fibrin. Bao gém:

— Thai gian médu chay

S8 lugng tiéu cu .
D4u hiéu day that.

Co cuc mau.

1

t

Thoi gian méu déng.’
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Thai gian phuc héi calei (Th@i gian Howell).

Thai gian prothrombin (PT) (Thai gian Quick).

Thai gian cephalin-kaolin (APTT).

[

Nghiém phdp ethanol. (Nghi¢mphdp ruou)

— Thoi gian tiéu euglobulin. (Nghiém phédp von-Kaulla).

Dinh lugng fibrinogen.

Mot s6 co 56 ¢6 diéu kién, o6 thé iam them:Dinh lugng FDP; Hogc
trude day 6 khi con 1am xét nghiém din héi cuc miu d6 (TEG)...

Véi t6 hop xét nghiém dong mdu toan b ké trén cho phép phat hién ra
phin 16n cde 16 logn déng mdu trén 1am sang. Tuy nhién, & day ¢d mét s8
vin dé chua hop 1y do viéc phai lam qué nhidu céc xét nghiém:

+ Tén kém hod chdt vd mat nhiéu mdu ciia bénh nhan;
+ Mit nhiéu thai gian va cong sn’rc clia cdc cdn bé am xét nghiém;

.+ Diic biét cdc xét nghiém chong cheo lan nhau (Vt du: y nghla ciia ba
xét nghiém thdi gian miu dong , thoi gnn Howell vi thi gian cephahm
kaolin 12 nhtr nhau), do viy dé& lam cho ngu&i thdy thudc bi r8i khi phin
tich cdc xét nghiém;

+ Bén canh dé thi vin <6 nhitng xét n'ghiém rét ¢an thi€t nhung chua
dugc chi ¥ (nhu: thoi gian thrombin...) '

Bai vy hién nay trén the gidi d€ chén dodn mot trudng hop xudt huyét
trén lam sang, cdc thiy thudc thudng tién hanh chi dinh thanh 2 bude: Cic
xét nghiém vong ddu-véi 4 xét nghiem APTT,PT,TT va s6 luong tidu cdu;
R&i sau d6é dua trén két qua cia bon xét nghém néy s& lam uép cdc tham
dd vong hai nhu ching t6i da gidi thigu & trén.

129




KIEM TRA TINH TRANG DONG MAU
TRUGC PHAU THUAT

Hién nay, truéc lic phiu thudt, cdc bic si thudng chi dinh cho bénh
nhan lam céc xét nghiém: thoi gian mau chy, thoi gian miu dong. Néu
két qua ciia cdc xét nghiém ndy trong gi6i han binh thudng thi nha phiu
thuat dé cé thé yén tam thyc hién ca mé (di: 13 tiéu, trung hoje dai phiu).
Thuc t& cho thiy, khong it trudng hop cdc tai bién chay méu do mot bénh
Iy nio d6 clia hé théng dong méu da xdy ra dac biét 1a trong cdc cude mé
l6n.

Cin thiy ring: Chi hai xét nghiém thdi gian mdu chdy va thdi gian
mdu déng thi chua ddnh gid duge ddy dit cde yed t8 tham gia trong hé
théng cam mdu, dong méu vi tiéu fibrin; Mat khic day la 2 xét nghiém
tho so (dac biét 1a khi Jam thdi gian mdu chdy theo nhitng phuong phip
Duke Vi thdi gian mdu dong theo phuong phap Milian), boi vay khong di
d6 nhay cdn thiét cho viéc phat hién ra mot r6i loan dong mdu tiém 4n.

O Trung tam Truyén mdu - Huyét hoc thanh phé HS Chi Minh ngay tir
nhitng nam cudi clia thap ky 80, gido su Tran Van Binh d khuyén cdo Ia:
trudic phiu thuat chi xét nghiém thdi gian miu chdy, thdi gian méu dong
thi khéng phét hién dugc hét cc 161 loan dong méu! Dong thdi tic gid dé
xudlt nén diing céc xét nghiém : thdi-gian mdu chiy, thdi gian Quick (PT)
va thdi gian cephalin-kaolin (APTT). Trong mét cong trinh nghién ciu
clia chinh the gia vi cong su da cho thiy: bing céc xét nghiém ndy c6 thé .
phét hién ra 10.5% céc trudng hop c6 r6i logn dong mau trude phiu thuat
mh néu chi lam cdc xét nghiém méu chdy méu dong la khong phér hién
dugc. ‘
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Nhim han ch& nguy co xufit huyét va dé dé phong hién tuong huyét
khéi x4y ra, trén thé€ gidi hién nay dang phé bién mot quy trinh kiém tra
duéi day.

LQUY TRINH KIEM TRA TiNH TRANG DONG MAU TRUGC
PHAU THUAT . |

'1.Hé6i bénh va kham lam sang

— Cin hoi va néu cén thi phai khim bénh nhan dé biét dugc:

+ Tién sit bénh tat: C6 b xufit huyét (chan rang, duéi da, khép, dudmg
tiéu hod...) ' '

+ Hoiic mét s6 bénnh 1Y cdp v man tinh khic (st xufit huyét; viém
gan; xo gan; loét da day td trAng; md thay van tim...);Néu cén phai xem
lat ho so bénh 4n, hodic 1am thém cdc xét nghiém tham do.

+ Tién sit diing thuc: Diac biét chii ¥ dén cde thudc nhw aspirin, cc
khédng viém khang steroid; warfarin, heparin, streptokinase, urokinase...

+Tién sir vé gia dinh: C6 ai bj bénh xuat huy&t/ chiy mau khéng?

— Muc dich: D& 5063 ddnh gif vé tinh trang déng méu ciia bénh nhan
ho#c cic bénh 1y va cic thude... ¢é anh hudng dén tinh trang déng mdu
dé. S .

2.Xét nghiém dé tham do mot nguy co chay mdu

Cin ti&n hinh 1am cdc xét nghiém sau:

) Bém Héu cdu

— LA mot xét nghiém quan trong dé ddnh gid tinh trang cAm mdu va
doéng mdu.

~ Gid trj dé cé thé yén tam cho mot cude md I3 s§ lheong tidu
ciu=150- 400 x 10 1.

131



by Thoi gian mdu chay

— e kiém tra v& mit chét lugng ctia qud trinh cdm méu ky ddu.

— Neén lam bing phuong phép Ivy.

— Gid tr] xét nghiém thoi gian méu chdy dé 6 thé tién hanh mét cude
phéu thuat<8 phiit

¢) Thot gian thromboplastin titng phdn hout hod (APTT) (thoi gian
cephalin-kaolin)

~ DE& kiém tra con dudng dong méu néi sinh.

- Ngudng bénh ly:

APTT bénh nhin
Ty 1& , =12-13
APTT chiing

d) Thei gian prothrombin (PT) (thei gian Quick)

D€ dédnh gid con dudng déngmdu ngoal sinh.

!

|

Gid tri chip nhan cho mét cude mo:
+ Ty I¢ prothrombin >70%

+ Ho#ic INR < 1.2 (phai tinh INR néu bénh nhan cé diéu trj cic thudc
khéng vitamin K).

e) Fibrinogen

— Chi tién hanh dinh iuong fibrinogen khi c6 mot s6 bénh Iy nhu viém
nhiém, hoic DIC... kém theo

~ Gid uj binh thudng (k¥ thuat ven.Clauss): 1.5 - 4,0 g/l hofic 150 -
400 mg/dl.

*Law $: Tot phdt la thanh Idp i s& binh thudng cde xér nghiém frén

cho mdi lubo déng méu va theo lite 1udi bénh nhan.
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3. Xét nghiém dé tham dd mot nguy co huyét khéi

Né&u muén sang loc mot nguy co huyét khai thi c4n lam thém:

— Dinh luong AT I, protein C, protein S.

— Phit hién chiit khing déng lupus vi khdng thé chdng phospholipid
(antiphospholipid antibodies = APA), cho cdc trudng hop c6 tién sir hay
hign tai dang bi huyét khdi, hodc trong gia dinh c6 ngudi bi huyét kh6i ma
khong gidi thich dugc.

ILHAI NGUY CO GO THE PHAT HIEN BUQC
Véi cic xét nghiém trén, ¢ thé phdt hién ra nhiing nguy co sau:
1.Nguy co xuat huyét
Xiy ra khi ¢6 ri loan sau:
— Thoi gian médu chiy kéo dai:' C6 thé 1a do diing aspirin.

Con néu khéng phdi 14 ding aspirin thi nén ng}ﬁ t6i bénh von-
Willebrand (thudng thi lic d6 s& k&m theo APTT kéo dai).

— Chi APTT kéo-dai: €6 thé 12 mét-bénh-Iy ndo dé-cha con dudng
dong mau ndi sinh. Cin [am thém:

+ Binh fuong cdc yéu t6 VIII, IX va XI.

+ Tim céc chilt (tc ché dac higu d6i véi cdc yéu t6 dong mau theo con
dudng ndi sinh, nhu khing thé chéng yéu t6 VIII, chéng y&u t6 1X...

— Chi PT kéo dai: C6 thé 1a bénh ly ndo dé thude con dudng dong
miu ngoai sinh, dic biét 13 thidu hut yéu 16 VI

Cién dinh huong yé&u 18 VIL
~ PT v APTT déu kéo dai:
+ C6 thé 12 bénh gan, DIC...
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+ Nén lam thém cdc xét nghiém: dinh lugng véu 6 11, V,X... fim chat
lic ch€ dac higu cdc y&u 18 dong mdu ké wén, dink lugng FDP, fibrin D
dimer,nghiém phép ethanol...

2.Nguy co huyét khoi
— Khi APTT kéo dai;
— Cén lam thém:

+ Khing dong lupus (cé nguy co xay ra huyét khéi tinh mach vi/hoilc
dong mach).

+ Dinh l&qng y&u 3 XII.

*Tdm lui: Néu tuan thi quy trinh ki€ém tra tinh trang dong mau trude
phiu thut ké trén thi s& han ch€ dén mic t6i da céc tai bién do r&i loan
doéng mdu xdy ra trong (va sau) qua trinh phiu thuat. Tuy nhién do phai
lam nhi€u cdc xét nghiém, bdi vay viéc chi dinh ¢é thé can nhic (tuy vio
hoan canh, diéu kién, tinh trang bénh Iy clia bénh nhan ). Trong dé déi
v6i cde cuge phau thuat [6n hodic & cde bénh nhan dang ¢é biéd hién xuat
huy€t hay trong tien sit ¢6 r6i loan dong méu thi nhat thi€t phai thuc hién
day dd quy trinh néi trén,

THAM DO MOT XU HUGNG
HUYET KHO! MAC PHAI

Huyét khai 12 mot 161 loan déng méu thudng gap trong nhiéu bénh ly
khéc nhau. Khi huyét khéi di xdy ra thi hau qui thudng 12 rét trim trong.
Bai vy viéc thim do xu huéng xay ra huyét khai 1 van dé rit cdn thiét;
Tuy nhién day cling la vin de rdt khé khan, vi thudng & giai doan “c6é xu
hudng huyét khéi”, néi chung- cdc xét nghiém tham do chi bign déi rat ft,
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khéng ¢6 dinh virkhong 16 rang. Dudi diy 13 cich thim do mét xu huéng

. huy&t kh&i mic phdi dya trén co s& cdc xét nghiém vdng dau (first-line

tets).

1. NHONG THAY BOI GUA CAC XET NGHIEM VONG DAU
Néu cé mét xu-hudng huyét khéi thi bén xét nghiém vong ddu (APTTPT,

CTT v s6 luong ti€u cu) c6 thé 6 thay ddi theo 5 kha ning sau:

1.Céc xét nghiém thoi gian déng méu (APTT, PT, TT) binh thudong
var 80 luong tiée cdu tang

— C6 thé ¢6 mot xu hudng huyét khéi mic phai.

~ Dé khing dinh thl cdn lam thém cdc xét nghiém: dinh luong
fibrinogen, VIII:C,v-WF, tim cdc chit itc ché, xét nghlém xac dinh su
tang hoat tinh ciia tiéu ciu.
2.Cdc xét nghiém thoi gian dong mau bink thudmg, s luong tiéu cdu
binh thuing '

- Cé thé: Xu hudng huyét khdi méc phdi; cdn lim cdc xét nc’haém nhet
& muc 1.-

— Hodc ¢6 thé: Ua huyét khéi bim sinh; Can lam thém xét nghiém vé

«cde chat {fic ch€ holic cdc chét bit hoat trong huyét twong; dinh lugng

plasminogen.

3.APTT kéo dai, PT binh thudng hoac kéo dai, kém theo trong tién
sir doi khi ¢ huyét khei

~ C6 thé ¢é chfft khing déng luu hanh.
-~ Nén lam xét nghiém phat hién chét khdng dong iupus

4. TT kéo dai
"~ €6 thé 12 do: r8i loan fibrinogen huyét.
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~ Cin xét nghiém dé xdc dinh rdi loan fibrinogen huyét.

5.Cac xét nghiém APTT,PT,TT hoi kéo dai; tiéu cau thap /binh
thudmg hoéc cao

— C6 thé Ia DIC man.

— Cin lam thém: FDP; fibrin D-dimer, v fim cic chit dc ché...

Trong thuc t€ lam sing mét xu hudng huyét khoi méc phdi cé-thé gip
trong nhidu bénh 1§ khic nhau, nhu trong cic bénh Iy dc tinh, rong hoi
ching tang sinh tuy, hoi chiing thin hw, bénh 1y mach mau....Vige ti€n
hinh Fam cdc xét nghiém vong ddu réi phan tich cdc két qua ¢6 duge dé
guyét dinh tién hinh céic tham do vong hai thuc sy [ cin thiét v hop If
trong viéc xdc dinh mot xu hudng huyét khai.

Il. CAC BENH LY CO THE GAY RA HUYET KHOI

Duéi day 1a bing tém tit cdc bénh 1y ¢6 thé gy ra huyét khoi (xem
hdng 9).

Bdng 9: Xu hutdng huyét khéi mde phdi

Bénh nguyén Coché clia sy thng | K&t qué xsf nghiém | Cac anh hudng khac én

dong vong dau hg théng dong méu
Phan (ng phaiDo ting VIILC, wWF.IAPTT va PT thutng| Tang ndng @6 cla chit
cp * |Fibrinogen va PAI ngén tai phdn (ng cip frong
huyél tuong.
Bénhactinh  |Phdn (ng pha cép va/|APTT, PT va TT c0iTang FDP; C6 nhing
hogc DIC do gidi phong|the kéo dai dau hieu cla sy hoat
ta ¢Ac san pham khéiu hoz dong mau va {ang

st tigu thy (xem bai DIC)
Hol chimg tang|+ D4 quéanh méuting.  [APTT v& PT ¢b thé| Tang B-TG; PF4; va
sinh tu}: + $6 lugng TC tang kem ngan lai (luy giai|chét phan (ng cap
+Dahbng ciu |theo sy hoat hod hé oan)
+LXM kinh dong théng déng méau.

hat + Ho&¢ do tang phdng
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Iyét. [ang TC tién

i ciu thip Jpe-

LXM clip thé

L

thich cac hanh phén noi
t& baoc bach cdu (frong
My)

igng thudc ©6
) hira ostrogen
it e ché..,
¢ phii ¢é thé
¢ tinh, trong

+Tang ndng do clia céc
y&u t8 phy thude vitamin
K .

+Giam ATl

{C6 phy thudc vao fiéu
thudc ding) |

PT ¢é thé bl ngén lai

+Téng ndng 4o VIL, IX va
Xl ‘

+(3idm néng dg AT-li#

méu....\/i@c b v .k.h
o 6 chat khang
- qui 6 dtrc_rcmﬂg upus

n thigt va hoy

Khdng  thé  chdng
phospholipid * 13m  4nh

APTT kéo dai:
PT ¢t thé kéo dai

+C6 thé phat hien ra|

khéng dong lupus .

hudng t6i ddng mau  Ihosc binhthuong  [+Néng do ATl va PC
- . ‘1e6 thé gidm
- 19i chitng than:Do mat AT-Il qua nuéciBinh thutng +GiAm AT-#
' w tidu o : _
Wyét khi (‘_Sénh viém|+Kich thich 8 bdo néi| C4 thé thay ddi Rél ting v-WF, VIHC va
“nach va bénh|mac hoat hod déng mau| ' fibrinogen trong huyét
ach mau baojtheo con dudng ndi sinh fvong. Tang PAl, FDP,
3#m ©d Holl+Hoat hoa tiéu ciu. BTG va PF4.
— shimg Behcel 1) 2ns dong fibrin :
Lding khaplen ARDS™ ™™ |DICHiFC donfig ~ [ Cothé thay'ddi  (Giam AT, PC; Tang]
7 déng méu : FDP
; ‘?Sféa Chall Banh  dai ralChua 15; C6 thé qua vaiiBinh thutdng Co thé thay ¢b sy hoat
) P ongl pust shc o fring gian ciia Gyl “Thod tiy cdu
' kich phat banfciu.
dem - - | -
Chii thich

PF-4

ARDS : Héi eliing suy hé hdp odp & ngiesi [on,
v WF o Yéu 16 von-Willebrand
BTG : BThromboglobulin.

2 Yéu 18 d tidn edn.

AT-HT: Anti thrombin HI,

PC : ProteinC .

PAI : Chdt ite chié vér 16 hoat hod plasninogen.
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DONG MAU RAI RAC TRONG LONG MACH

(Disseminated intravascular coagulation = DIC)

Déng miu rdi rdc trong dng mach (DIC)hay cdn goi déng miu noi
mach lan tod-1a hdi chiing bénh [y déng mau khd phé bi€n vi rdt nghiém
trong trong lam sing; bénh cé thé gap ¢ tit cd chuyén khoa khic nhau
{(ndi, ngoai, san, nhi, ung thu, huy&t hoc, truyén nhiém...). Theo Williams
hematology (1995) thl cdc bénh 1y nhiém triing vi ung thy dc tinh 13 1
nguyén nhan cla 2/3 téng s& cdc trudng hop bi DIC; vA mac du di cb
nhitng diéu kién chita tri rat ddy dd nhu & M$ nhung ty lé tlr vong cla ¢é
cdc truding hop DIC niang van cdn rilt cao (42-86%).

I.LDINH NGHIA VA LICH sUf
1.Dinh nghia

Dong mdu rai rdc trong 1ong mach 12 thuit ngit d€ chi hoi ching lam
sing bénh Iy thudng 1a rat nghiém trong, gy ra do nhiéu nguyén nhan
khiic nhau duge dic trung boi viée ting qud mifc sy hoat hod protease, din
dém:

~ Tao ra cde fibrin hod tan, 13m xuflt hién cdc cuc huyét khoi nho rai
ric trong long mach.

— Pong thoi cling hoat hod mét qua winh tieu fibrin gia tde.

CA 2 qui trinh ndy diin d€n su tidu thu qué nhiéu cic y&u 16 dong mau.
Héu qua chi y&€u clia DIC [ xuat huyét vi thi€u méu t6 chife & cdc mikc
dd khdc nhau. ’
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2, Lich su:
Xin diém qua mét s8 ¢ot méc chinh:

- Nam 1834, Dupuy di théng bdo ring viém nio cd thé gay ra DIC;
ong 1a ngudi dau tién mo ta hoi chitng bénh 1y ndy.

— Nam 1865 Trausseau trén co s cdc quan sét ctia minh va clla mot
$6 ngudi khdc dii dé cap dén xu hudng dong mdu va gay ra huyét khéi,
ddi khi lan tod & cdc bénh nhéan bi suy mdn vi bénh 4c tinh.

— Nam 1873, Nauryn cho riing khi tiém héng cfu di bi phan huy vio
fink mach thi cé thé gay ra huyét khsi lan tod. Wooldridge vd mot 6 tic
gia khic di ching minh duge riing chat gay ra bénh 1y khong phai 1a
hemoglobin ma ld mét chét chia trong thanh phan dém cla héng cdu.

—- Sau d6 gan 100 nam, vio niim 1961 thi Lasch vi cong sy méi trinh
bay duge khdi niém bénh 1y r8i loan dong méu do tiéu thy tir d6 12m sdng
t6 duoc hon nita co ché gay chidy mdu trong DIC. Ly lusn ndy ciing di
gitip ich rdt nhiéu trong diéu tri héi chitng bénh Iy rit ning né ndy.

— Ciing vao thoi gian ndy McKay da xdc dmh :é’mg DIC cd thé dirdc
gy ra'do tir vl nhidu benh [y KRde nhau.

- Vao nhitng nam 1970, rdt nhiéu tdc gid di néu ra cdc tiéu chudn
labo quyét dinh dé chén dodn DIC. Hién nay mic ddu d3 duge nghién ciu
rét k¥, tuy nhién DIC vfm cdn 1A ot hdi ching bénh 1y 1am sing thue sy
nghiém frong.

. BENH NGUYEN

A.MOT 86 NGUYEN NHAN CUA DIC
(Theo: Eliat C ) Wiffams va Dean F. Mosher {995).

.

— Nhiém triing:
+Vi khufn Gram ame
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Meningococcus.
Enterbacterriaciae.
Salmonella.
Hemophilus,
Preudomonas
+Vi khuin Gram dvong:
Pneumococcus.

Staphylococcus.

Streptococcus tan mdu.

+Vi khudn ki khi:
Clostridia spp.
+ Lao.
+ Viem mang nio do vi khuén
+ Shock nhiém khuin.
+ Nhiém khudn sau cit l4ch.
+ Hai ching shock nhiém déc.
+ Nhiém ném.
Aspergilus.
Histoplasma.
Candida.
+ Sot vimg ndi dd.
+ Nhiém virus (do nhiéu logi).
+ S8t réL
Bénh [y tin tao:
+ Céc u dic:

Adernocarcinoma.
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Lymphoma.
+ Lo xé mi:
L. x& mi thé tién tuy blo (thé M,).
Lo x& mi cip dong tuy’
Lo x& mi kinh dong tuy.
Lo x& mi cip dong lympho.
- Bénh 1y v& mach:
+ Phéng déng mach chi
+ U mach méu 16n (hoi chitng Kassabach- Merritr).
+ U muach.
+ Gidn nhiéu mao mach
+ Nhéi miu co tim cip.
+ Khdéi u trong tim vi ngh&n mach.
+ Bom béng ddng mach chu (aortic balloon pump).
+ Viém mach.
- Bénh gan:
+ Suy gan biing phat.
+ Xo gan. '
+ Hoi chitng Reye.
4 Thc mat. _
— Bién chiing sin khou:
+ Nghé&n mach do dich 6i.
+ Bong rau non.
+ Say thai mudn (3 thdng cudi)
+ Say thai nhiém khuan.
+ V&t cung.
+Thai chét huu. : .
+ Nhiém déc thai nghén. '
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_+ Chira tring.

Phin ¢ng wuyén (mau):
+ Phiin ting tan méu cip do truyén mdu,
+ Truyén mdu & at.

Ngoai khoa:
+ Phiu thut mach méau.

+ Phiu thugt ndi thong tim (cardiac bypass surgery).

+ Ghép gan.

+ Sun mang byng tinh mach chd
Bi triing noc doc:

+ Rén duoi chudng (rattle snake).
+ Céc loai rdn hé mang.

+ Mot s& loai rin kKhdc.

+ Con tring.
Chi#in thuong v tén thuong mo:

+ Tén thuong /dot quy ndo.

+ Thuong tén deo viii 1dp.

+ Bong.

+86t cao.

+Giam than nhigt.

+ Ngat/ thigu oxy khong khi hit vio.
+ Thi€u maiu cyc bd/ nhéi mau. '
+ Nghén mach do md.

— Shock.

~ Cic héi chitng tén thuong/ suy h6 hip nguy kich.

— Céc bénh ly di truyén:
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+ Tang lipoprotein méu typ II, IV,

— Do thudc vi céc téc nhan didu tri:
+ Téc nhén tiéu fibrin.
+ Gidm tidu cdu do sir dung heparin.
+ Ancrod (chat chiét tit noc rdn Angkistrodon rhodostome). .
+ Warfarin (trong hoi chiingTrousseau; thi€u hyt protein-C).
+ Céc thude dang nhil tvong lipid.
+ Chét co dac yé&u t8 dong méu (y&u 13 [X, X1 hoat héa).
+ Phan ¢ng mién dich véi thude.

— Mot s¢ bénh khic:
+ Thodi hod tinh bot.
+ Bénh viém nhiém dudng ruot.
+ Tan mdu ndi mach cip.
+ Céc bénh Iy vé t€ bao mé.
+ Sarcoidosis.
+ Phan ve.
+ Bénh Kawasaki.
+ Viégm tuy. |

B. TAC BONG CUA CAC YEU TO BENH NGUYEN CHU YEU
LEN HE THONG DONG-CAM MAU
1.Noi doc t6 vi khudn
N¢i doc t6 di hoat hod cdc con dudng déng mdu theo cic co ché sau:

— Khdi dong con dudng dong mdu noi sinh qua viéchoat hoé truc tiép
y€u 8 XII, mit khdc thong qua viéc 1am t8n thuong t€ bo thanh mach,
thiic ddy su chuyén prekallikrein thanh kallikrein do’dé ma glén ti€p hoat
hod y&u t6 X11.

143



— Khét dong con dudng dong mdu ngoai sinh thong qua viée boc 16
yéu t6 té chifc c6 ngay trén mang monocyt (& day con cé vai trd clia
lympho T) hodc y&u & té chie ¢é ngay & t& bao ndi mac.

— Do tic déng clia ndi doc t5, t& bao nodi mac di gidm sin xullt va
phéng thich y&u t6 hoat hod plasminogen t6 chiic (t-PA); Nhung lai ting
su phéng thich chét e ch€ y€u t6 hoat hod plasminogen -1 (PAI-1). Hi¢u
lyc ndy clia déc 8 1A rit manh. - '

~ Ngodi ra noi doc t& con b kha nang hoat hod tiéu cdu va hé théng
bé thé; tuy nhién tdc dung nay 13 khéng manh Hm.

2. Chén thuong

G céc trudng hop bi chin thuong, dac biét fa khi bi chan thuong ning, '
¢6 thé din dén céc 18} loan ddong mau vi cdc 1y do sau: ‘

— Do viéc phéng thich y&u t8 8 chire (tir cdc co quan bj chén thuong)
vio dong méu.

— Do hign tugng chdy miu (dic biét 13 & cic chén thuong 130 gay
shock) 1am mat nhiéu cdc y&u 16 dong méu va tdn thuong dén co ¢hé kiem
soat DIC. '

— Do truyén nhiéu méu, mi cdc méu d6 di qua bao quan cho nén céc
thanh phén nhu tidu clu, yéu 18 V, y&u t& VIIL.. d bi mét di phan I6n
tham chi 1 hoan toan khéng con.

— Ngh&n mach do m& cling 1a mot Iy do gay ra DIC trong chin
thuong.

— O céc trudng hop chén thuong gan din dén réi loan chic ning gan’
thi con lam chio viéc téng hop cdc y&u t& dong mdu bi kém di.

— Néu chan thuong 1am tdn thueng cic co quan nhy phdi, ndo... thi réit
dé x&y ra 161 loan dong médu, vi d6 13 nhitng co quan ¢6 chita rét nhicu cde
yéu 16 16 chie. '
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~ Chin thuong ddp ndt ma ¢é nhiém triing ¢é shock thi lai cing thdc
ddy viéc xust hién DIC nhanh hon.

Mot 5 téc gid M¥, qua theo d&i DIC x4y ra sau chén thuong trong
cugc chién tranh tai Viét nam cho thdy: thdi gian tinh tir khi bi chin
thu’o‘ng dén khi xir ly vét thuong cing dai thi ty & bénh nhan xiy ra DIC
cing cao va nguge lai (Uri Seligsohn, 1995)

3.Bong

Bénh nhén bi bong thi cling cé nguy co x4y ra DIC vi: y&u 16 t6 chite.
phéng thich ra tir té chitc tén thuong do bdng; néu cé shock va nhiém
tring thi nguy co x4y ra DIC cing nhiéu hon. -

4. Hoi chimg suy ho hép cap

C4 thé xdy ra DIC v hién tugng tén thuong néi mac phéi hoiic do cic
sin phim ctia bach ¢du, do hién trgng hoat hod bé thé vi do hién tugng
ngh&n mach do mé...

5. Céc bénh ly gan

Nhu ta-da bigt gan |2 noi téng hop ra hdu-hét cdc y&u 6 déng-méau. -
Bénh Iy gan c6 thé din dén viee r6i loan déng méu, do béi:

— Gidm su tong hop cla hiu hét cde yéu t§ déng méu cling nhu cdc
chit chéng dong ty nhién (nhu:protein C, protein S, antithrombin IH)va

cic chit chii yéu trong h¢ théng tiéu soi huyét (plasminogen vi -
antiplasmin).

— Mit khdc suy y&u chikc nang gan cang lam gidm kha nang thanh
thdi mot 36 yéu t§ dong mdu da hoat hoa (nhv IXa, Xa vi Xla ciing nhu t-
PA) trong tudn hoan dleu néy cang ¢6 thé gay ra mot r6i loan dong mdu.

- Trong xa gan ¢ thé gidm tidu ‘cdu da viéc cudng lich
(hypersplenism).
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6. Hoi chimg HELLP

Héi ching ndy bao gbm: Tan mdu (hemolysis), ting men gan

(elevated liver enzymes), s6 lugng tiéu cu giam (low platelet count); vd '

6 thé c6 tridu ching dau ving thugng vi. Hot ching HELLP xay ra vao
gial doan 3 thang cudi clia thoi k¥ thai nghén.

Co ché clia su r6i loan déng mdu gay ra DIC trong HELLP c6 thé 1A
do: s8 lugng tiéu cdu gidm, tan mdu va giam chitc ning gan.

Thuc ra vin dé HELLP gay ra DIC thi- vén cdn chua 18, tuy nhién
nhiéu tdc gid cho ring DIC déng mot vai trd rét quan trong trong ¢o ché
sinh bénh clia HELLP.

7. Mot s6 bénh iy mach mau

Nhir chiing phéng mach, u mach méu 16n, u trong tim... va cdc bénh
1y vi mach.

Co ché gay ra DIC chii y&u 12 do tén thuong noi mac dién rong; diéu nay
c6 thé déin dén hoat héa dong mau theo con dudng ngoai sinh; hoat héa tiéu-
cu vi ling dong fibrin vv. ’

8. Trong mot s6 bénh 1§ vé san - phu khoa

DIC r4t hay gap trong mét s& bénh nhu: thai chét huu, sin gidt, rau
bong nor, nghén mach do dich 8i va trong hoi ching HELLP (dd néi &
trén).

Mot s6 nguyén nhin gy ra roi loan dong méu & day la:

— Do si phéng thich ra céc yéu 8 t6 chirc (c6 rat nhiéu trong rau thai, tl
cung), hodc yéu t6 X (c6 nhiéu trong dich 6i) hoat héa dong méau theo con
duémg ngoai sinh, :

- Do shock, nhiém tring... hoat hod déﬁg mdu theo con'dudmg noi sinh.
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— Do chiy mdu (trong rau bong non) lam mét cdc y&€u t6 dong méu va
tiéu cdu.

Mit khdc clin chid ¥ & nguti c6 thai hé théng déng mdu ¢é nhilng bién
ddi khdc véi nhitng ngudi binh thudng nhu: ting néng dé cic yéu td déng
méu; ludn c6 mat qué trinh tao thrombin véi mt ndng do thép va kéo dai;
gidm hoat tinh tiéu fibrin do ting ndéng do chat tc ché yéu 16 hoat hod
plasminogen (PAI) va gidm ndng do chit hoat hod plasminogen 18 chic
(t-PA)... Boi vay cdc bénh nhan ¢6 thai thudng ting nguy co xdy ra DIC,

9, Huyét tin

Huyét tin cé thé gay ra DIC vi do hiéu lyc tién dong méu ciia chat
dém héng ciu. Can fuu ¥ 1 DIC cling gy ra tan madu va tan mdu lai lam
cho DIC cing x&u hon.

10. Tai bién truyén mau

Trong tai bién truyén mdu, ddc biét trong nhitng trudng hgp tai bién
‘ning, rit hay xiy ra DIC. Nguyén nhan 13 Vi & dy cé sy hoat hod bd thé,
téc dung clia cdc cytokin va cde san phdm clia bach cdu doan. Mit khic
trong khi bi tai bi€n truyén mdu thudng 6 huyét tin 6 at; cde chat tién
déng mdu trong thanh phin dém héng cdu duge gidi phéng ra nhidu . Hau
qui 1 hé théng dong mdu duge phéat dong theo ci 2 con dudng ndi sinh va
ngoat sinh.

11.Trong loxémi cap

Noi chung trong loxémi cip dong ﬁ@t, loxémi cip dong lympho vica \
trong loxémi kinh dong hat déu cé thé xdy ra DIC; tuy nhién phé bién
nhit 13 trong loxémi cﬁp thé tién tuy bao (thé M- trong x&p loai FAB) '

Nguyén nhan: Do cdc yéu 16 tién déng mdu (nhu: y&u 6 td chu’c.
protease hoat hod yéu 16 X; ting IL-1, tang manh prothrombm 1-2, va

phic hgp thrombin-AT L. J dtro‘c phéng thich fa tit céc t€ blio loxémi da
hoat hod hé théng dong mdu.
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e, T AR T

DIC trong M; thudng gap nhét (hodc néu dd xdy ra roi thi ning hon
1én) khi dang s dung hod chat diét t€ bao loxémi. Day [a diéu ma chc bic
§T diéu tri rét-cdn phai chit ¥.

12. Trong ung thw

Trong céc bénh 1Y ung thu ¢é thé xay ra r6i loan dong méu d€ dén 16i
DIC. Ly do 1 vi:

— Té chitc ung thu cé chifa rit nhiéu yéu t§ t8 chic v cdc chit

protease.

- Tit chét nhdy dugc tit ra tir cée t€ bao biéu md ung thy cling chiy
mot 8 céc protease, ¢é thé hoat hod truc ti€p yéu 18 X.

— Hodc do su tic dong twong hé gitta khing nguyén khéi u v&i khang
thé nén di bac 16 y&u & té chifc tir chinh cic monocyt.

~ Do sy dinh va ngung t4p ti€u cdu.

~ Do su léng dong fibrin ngoai mach bdi cic t€ bio va té chifc 4e tinh.

13. Rdn can

DIC rét hay x4y ra & bénh nhan b rin cin;Bdi vi trong noc rdn thudng
¢6 chita rit nhidu cdc enzym hoic cic peptid véi nhiing hoat tinh gay réi
loan déng mau nhu:

— Hoat tinh ging nhu thrombin- ¢6 tdc dung cat fibrinopeptid. A tir.
chubi A cha fibrinogen; Hoat tinh ndy hay cé trong noc déc rin
Arkistrodon rhodostoma.

~ Hoat tinh ciia prothombin ma trong hoat déng xic tic clia n6 khong
cén sy ¢6 mat cta fon calei, ¢6 trong noc rén E.carinatus.

— Hoat tinh y&u t6 X va y&u t6 V, ¢6 frong noc rén Russell visper.

— Hoat tinh tieu fibrin, c6 trong noc rén Agkistrodon acutus.
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— Hoat tinh gy ngung tap tiéu cdu, din dén lam gidm s& luong tiéu
cau do tigu thy.

— Trong khi d6 & mot s6 noc rén ¢é chita acid argininngiycin»aspértic
trong tugng phan tir thép lai ¢6 hoat tinh dc ché€ ngung tap tidu cdu.

— Hoat hod protein C.
— Hoat ho cdc nguyén nhan gay tén thuong nédi mac.

Tét c& céc doc tinh trén day d3 gay ra DIC v hau qué }a chdy mdu,
thi€u mdu t6 chitc va pha.
14. Tré so'sinh va DIC

O tré so sinh c6 mot 6 dac diém :

~ Kha ning thanh thii fibrin hoa tan vi céc y&u td dong nidu da hoat
hod trong tudn hodn ciia tré so sinh kém hon-& ngudi 16n.

— Néng d¢ plasminogen thﬁp do dé ttem ndng tiéu fibrin & tré so sinh
giam.

— Khd nang tong hdp ra céc chﬁt. dong miu va chét dc che con chua
" hoan thién. -

Véi nhu’ng Iy do d6 ma tré so sinh bj han ché trong viéc ddi pho vdi
cdc tde nhan gay ra DIC.
15. DIC sau ph#u thuat

- Sau cdc trudng hop phfiu thuat, dac biét 13 dai phiiu thudt nhu phiu
 thuat s ndo, phoi, gan, tim viing tiéu khung...c thé xay ra DIC.

Ngijyén nhan c6 thé 13 do tde dong truc tiép cla cudc phiu thuat dé
lam gidi phong ra yéu 6 té chic va céc serin protease... nhu trong phéa
thuat gan, so nio, phdi; Nhung cling c6 thé gidn-ti€p do cdc bién ching
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sau phiu thuat nhv nhiém triing, shock...gay ra sy hoat hod hé thong dong
miu.

i, SINH LY BENH CUA DIC

Binh thudng trong co thé hé théng cdm méu, dong mau vi tiéu fibrin &
trong mdt trang thdi can bang dong gilfa toan b céc enzym tidu protein,
chc ddng y&u t6 enzym va cdc chét e ché. Mot khi ¢6 sy tic dong clia cdc
y&u 8 benh nguyén vio bit cif mot khau nao thi déu cb thé xdy ra su 16i
loan. Tuy nhién DIC chi xdy ra dugc néu sy tdc dong do tao ra duogce
thrombin va plasmin véi mdt 6 lugng 16n va véi mot pham vi khong khu
trit (lan tod). ’

Qua téng hop mot s6 tai liéu chiing t&i xin mo6 hinh hod so d6 sinh 1y
bénh ciia DIC nhu sau (xem so dd 15).

A. GIAI THICH SO O SINH LY BENH CUA DIC

Qua 5o d6 cé thé thdy dién bi€n cla DIC 1 mot qud trinh lién tyc, twy
nhién @& dé phan tich chiing ta ¢6 thé chia lam 3 giai doan:

+ Gial doan tao ra thrombin.

+ Giai dﬁ@n xdy ra DIC,

+ Giai do.gn thé hién cdc hiu qua cia DIC.
1. Giai doan tao ra thrombin

Duéi tic dong cla cfic y&u 18 bénh nguyén qud triinh tao thrombin &
dugc khoi dong tir mot, hai hodc cd ba con dudng do y&u t6 16 chiie, do
hoat hod monocyt hoac do tén thuong t€ bao ndi mac.

~ Vai trd cha yéu t6 té chite: Trong DIC yéu t6 t6 chide ¢4 tir nhiéu
ngudn: tir cdc t& chifc lanh bi tén thuong, tir t8 chic va t€ bao bi ung thy,
hodc tir bé mit clta cdc monocyt hoat hod... tuy theo bénh nguyén.
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S0 do 15: Sinh ly bénh clia ddng mau
rdi réc trong long mach (DIC)

| CAC YEU TG BENH NGUYEN |

Tén thuang
té bao
ndi mac

Bach cdu
frung finh

T8 chiic

b 4

Xie tac theo
con difdng ndi sinh

Mat s6 yéu 16 bénh
nguyén dic biégt:

- Noc déc

~Ung thu

- YU 15 {X ¢b ddc

Cd ché kiém soat
b suy yéu

:lTJj\O THROMBIN

L A

BONG MAU RAI RAC

¥ Y&u 13 1§ chifc |

Wiic tac theo
on dudng ngoai sini

"] Tidu thy qua nhidy

Nghé&n mach T’éfi fibrin pltidu cdu va céc ydu
huyét khi thi phat | 15 dong mau
y :
- Céc san pham
Bittde thodl héa fibrin
mach mau (FDP)
o !
Uc ché déng mau | 18uy y&u hé thdng
. va chifc nang tidu cdy | dong - cm mau
v h 4 * i
Thigu mau Tan mau trong _
1§ chifc ©a¢ mao mach [~ R CHAY MAU
: Thidu mau

&

Chu thich: - fL-1. Interleukin |.
- TNFE. Y8u 13 hoai i khéi u
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Y&u 16 16 chitc d3 hoat hod déng mdu theo con dudng ngoai sinh, diy
12 mot con dudng rét nhanh, manh va hiéu qua.

_ Vai trd chia t& bao noi mac: Dudi tdc dong clia céc y&u 16 bénh
nguyen, nhu do virus, vi khudn hogc do mét tdc nhan bénh 1y ndi t& bao
nio d6, hodic do doc t6, do céc chit trung gian viém (vi du: noi doc 16 vi
Khudn, b thé dii dugc hoat hod, IL-1, y&u t8 hoai tif khoi u (TNF), cée
protease clia bach cdu doan trung tinh...) t& bao ndi mac bi tén thuong.

Diéu nay & diin dén viéc mét hoan tokn hofic déo 1on mot phdn chiic
nang sinh Iy clia t& bio ndi mac. Chinh rhiing thay déi nay tu né s€ gly ra
DIC hodc ha thip ngltong kiém sodt clia DIC do dé tao diéu kién cho DIC
phat trién,

T& bao ndi mac cling ¢é méi quan hg rit chit ché v6i chc bach clu
{(nhuw monocyt, bach cdu doan...) rong co ché tao ra DIC.

~ Vai trd ciia bach cdu va cdc san phém tiét clia bach cdu:

+ Monocyt: C6 mét vai trd rdt quan trong trong cd ché tao ra DIC, do
bdi: duéi tdc dong ciia cdc y&u 16 kich thich nhu ndi doc t8 clia vi Khudén,
bé thé d3 dwoc hoat hos... monocyt di boc 16 y&u 16 t6 chic ngay & mang
t& blo chia minh nhd vay tao diéu kign thuan loi cho viéc gin phitc hop
prothirombinase vao d6. Mt khéc, monocyt ti&t ra mot s8 chat nhut

Y&u t6 hoai tir khéi v (TNF) va interleukin-1 (IL-1): Jam tang tic dung
clia cdc chét hoat hod plasminogen, y&u t6 td chitc v PAI-1; dong thdi
am gidm sy hoat hod protein-C do vige (¢ ché tic dung cua
" thrombomodulin.

Interleukin-8 (IL-8): 1am dinh bach céu doan trung tinh vao t€ bao noi
mac.

Yéu t6 hoat hod tidu cdu: c6 thc dt,:hg hoat-héa tiéu clu v& [am tang
tinh tham thinh mach.
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Hiéu lyc cha cde thanh phin nay d3 thic ddy mot qud trinh déng méu
xay ra va lam giam sy diéu hoa qud trinh tiéu fibrin.

+ Bach cflu trung tinh: Dudi tdc dong clia mdt 8 y&u 18, dic biét 1a noi
doc 18 vi khudn...bach cu trung tinh dinh vio t€ bdo ndi mac. Hién tuong
nay gy ra sy ton thuong trdm trong t€ bio ndi mac, tao diéu kién hét sic
thuan loi cho mét qué'trinh r&i loan dong mdu.

Qui trinh cam ing gay dinh niy cdn c6 sy trung gian rit déc lyc cla
cdc chdt ti€t tir monocyt (nhu TNF; IL-1; IL-8), clia Csa - [& mét chét duce
tao ra theo con dudng hoat hod b6 thé; hoic cla leukotrien B, (LTB,) - 1a
chit dugc chinh bach cdu trung tinh sin xudt ra; va clia cd y&u t8 ngung
tap tiéu cdu (PAF = platelet aggregation factor) - 13 y&u 18 dugc sin xuft
b&i bach edu trung tinh, dai thuc bo vi t& bio ndi mac.

Ngodi ra bach cau trung tinh khi di hoat hda con san xudt ra elastase
va céc protease khac- dé ciing 12 nhitng thinh phin 6 thé lam tén thuong
t& bo ndi mac, thic ddy qud trinh déng méu vA tiéu s¢i huyét bang cich
trung hoa hoiic thodi gidng nhitng protein tic ché cdc qud tiinh dé.

- Bach cdu con t30 ra mot sv lién quan chat ché giita cdc qud trinh viem

v&i qud trinh déng rdu.

— Ngodi ra mot s6 y&u t6 bénh nguyén dic biét nhu noc doc cha rin,
chét cystein protease (chit tién déng ung thu)... cé thé hoat hod tryc tigp
con duding dong mdu ngoai sinh.

Tét ca qud trinh déu dua dén mét két qui chung la: tao ra thrombin,
Cin luu ¥ ring: qud trinh hinh thinh thrombin & diy 14 mot qud trinh bénh
Iy, xdy ra dudi tdc dong cha nhitng nguyén nhan bénh ly; boi vay
thrombin & day chit y&u cling chi tao ra nhitng hién tugng bénh Iy.

2. Giai doan déng mau ngi mach lan toa (DIC)

C6 thé néi diy 1a trung tam clia todn bd qué trinh.
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— Duéi higu lyc manh mé cia thrombin, fibrin duge hinh thanh ngay
trong long mach. Céc soi fibrin bénh 1y nay di tao ra cyc dong nhd, theo
dong méu di khip co thé. D6 la deng mdu noi mac lan tod; Vi hiu qui
ti€p theo s& la:

+ Nghén mach huyét khéi: Cic cyc déng to nhd khdc nhau luu hanh
trong tuén hoin s& gy ra hién tugng ngh&n mach & bat o noi nao ma
chiing diing chan.Hau qua i ddng mdu bi bit tac. Ty theo kich cd clia cuc
déng mdu ma hién tugng nghén mach 6 thé xdy ra & mach mdu nhd hay
Ién, nhung thong thudng thi hay xdy ra nhit & mao mach v mach mdu
nho.

+ Tiéu fibrin: Thuc ra qud trinh tiéu fibrin trong DIC duogc phdt dong
rit sém- gin nhu song hinh véi qué trinh tao ra thrombin (tuy theo tic
nhin bnh nguyén); qué trinh cang trd nén rat manh mé hon khi ¢6 mit
cha thrombin. Déng mau xay ra cang manh thi tiéu fibrin cang tang
thém. Hai qué trinh bénh 1y ndy gin chat v6i nhau gay ra mét hau gua
bénh 1y 4t nang né. Chinh hién tuong tiéu fibrin ndy d4 tao ra céc san
phdm thodi hod mot cdch & at, gay nén viéc tic ch€ hoat dong dong méu
vA chife nang tiéu ciu gép phdn lam ting thém hién tugng chay mau .

+ Tiéu thu qua nhiéu tiéu cdu va cdc y&u t6 dong mau:

Qué trinh déng mdu xay ra cang manh thi cng tieu thu nhi€u cdc yéu
t6 dong méu va tidu cdu. Lic ddu thi cdn bl duge do cdn ¢b mot s6 yéu t6
dong mauva tiéu cdu dy trir; va cdn do co ché diéu hod DIC, nhu: gan ting
téng hop cic y&u 1§ dong miu, tuy xuong tang sinh ti€u ciu...)(xem them
muc III-B); Tuy nhién vé sau khd nang ndy bi han ch€ dén va cuéi cling
thi hokn todn bj té liét. Cling véi hién ttfc}'ng tiéu fibrin bénh 1y, viéc tiéu
thu qué nhiu cic y&u t8 dong mau va tiéu cdu ndy cling gép thém phéan
fiim suy y&u todin bo hé théng déng méu nhanh hon. Hoat dong cdm mdu,
dong méu va tiéu fibrin trd nén hét sitc hén loan.

154



*Luu y:

Toan b dién bién trén day la trinh ty cla mét qué trinh hinh thanh
DIC, nhung trén thyc t€ sy dién bién niy cdn phitc tap hon nhidu do bdi
cdn ¢6 thém 2 dic diém sau day.

— Surdién tién md rong:

Trong cic hoat déng déng méu luon ¢6 dién tién mé& réng, nghia li:
hoat déng trude vita I3 nguyén nhan,vita 13 dong Iy, vira [ didu kién dé
" hoat dong sau dugc xay ra v phat trién. Trong DIC diic diém nly vin cdn
va thim chi 12 rdt manh.

— Cdc giai dogn ¢4 sir ven ké nhuu:

Hoat dong dong mdu trong DIC x4y ra lién tuc theo mot trinh ty nhat
dinh nhy di mo t4 & wén. Tuy nhién khong chi mot l4n, khong chi mét
chu ky; ma dudi tic dong (thudmg 13 lién tuc) clia y&u t6 benh nguyeén,
qud trinh ndy khoi dong lien tuc va khéng déng thdi; boi vay céc 16i loan
cling dan xen nhau tao thinh mot bifc tranh bénh ly hét sitc phic tap. Néu
khéng hi€u rd co ché bénh sinh chung ta rit khé cé thé phén tich dwge
tri¢u chiing - ddc biét 2 trieu chidng clia xét nghiém huyét hoc trong DIC.

3. Hau quéa ciaa DIC

— Chdy mdu : Day 13 hiwu qué 16n nhit clia DIC, hdu hét cdc 181 loan
tir ndng dén nhe (ti ndt xuit huyét dudi da, dén chdy méu néi tang oat.
thdm chi I shock) déu {2 do chdy mdu gty ra. Chinh hau qua ndy di gay
ra mot tinh trang hét sifc nang né cho bénh nhan.

~ Thi€u méu 6 chifc: Do hién tugng cdc mach méu bi bt the, miu
khéhg d& ding di qua chd thc dé dé nusdi dudng cdc 14 chirc, bdi vay ma
gy ra hién ttmng thxé’u mau t6 chite. Hau qua nay dﬁ: Khi’ cung hé't sttc
trim trong.
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_ Tan mau trong long mach: Nguyén nhan cling do hién tugng ngh&n
mach lam bit the mach mau. Tuy theo mitc d6 va 6 lugng céc Vi trf nghén
mach mA tan mau xdy ra nhiéu hay {t. Can luu ¢ 1a: Tan mdu vira 12 hau
gua ctia DIC nhung déng thi cling 1a mot rong ahing nguyén nhan fam

cho DIC tiép tuc phét trién.

— Do chay méu vi do tan mau nén & chc benh nhan bi DIC ¢6 thé bi
thi€u mau.

Tat o4 cc hau quéa cha DIC nhu chiy méu, thi€u mdu t6 chitc, tan méu
trong long mach... 43 tao ra mot bic tranh vé cac triéu ching lam sang vi
xét nghiém hét st phitc tap va da dang.

B. CO CHE KIEM SOAT DIC

Trong co thé ludn c6 mot & co ché kiém sodt DIC nhim dé phong xay
ra DIC hodc diéu chinh lai chc hau qua x&u do DIC dua lai. Nh& nhing
co ché kiém soft nay ma trong nhidu trudng hop mac di yéu t& bénh
nguyén c6 thé day dit nhung viin khong xdy ra DIC. Cac co ché do bao
gbm:

1. Thai loai, th tiéu hoac han ché tac dung ciia thrombin

Nhu di thay: Thrombin cé vai trd it quan trong trong qué trinh bénh
sinh dé tao ra DIC. Tuy ohién cd thé cé mot co ché kiém sodt dé han ché
tic dung cla thrombin, chit yéu thong qua vai ¢ ciia t€ bao ndi mac- mot
bé mat rit rong 160 phil 1én mat trong clia it cA mach méu cua cd thé,
biing cdch:

- Tao ra phic hé giifa thrombin v&i AT-TII vi vl sy ¢6 mit cha
heparan sulfat.

_ Thrombin k&t hop v&i thrombomodulin trén bé mat ndi mac.
Nhiy 6 mi:

— Thi tiéu duge higu h_ré clia thrombin 1én fibrinogen, yéu 8 X va
tiéu clu.

156




— Lam tang sy hoat hod cta proteinC, r8i qua vai trd clia proteinC
hoat ho# nay dé dc ché Va va Vilia. ' _

~ Kich thich sy tiéu fibrin do viec trung hod PAI- 1,

~ Thrombin gin vdo t&€ bdo ndi mac ciing kich thich sy phong thich t-
PA(bdi vay lam ting tiéu huy fibrin) vh phéng thich chat e ché sy ngung

tap ti€u cdu i prostacyclin (PGLy). Vi vay két qua [ duy td duuc lwu
thonﬁ dong mau.

2.Vai tro cia chz‘it itc ché theo con dudng yé‘q to to chire (TFPI)

Do hiéu lyc clia chat e ché ndy xust hién sém: khi chi méi c6 mot
lugng twrong d6i nhd y&u 16 16 chifc gidi phéng vio tudn hodn, bii vay day
ciing 12 mét bién phdp hiru hid¢u dé kiém sodt viec xay ra DEC

3. Vai trd ciia he thong thuc bao don nhan .

Nho kha ning thtrc bio mét s8 thinh phan nhu: yéu 6 t8 chic hoic

phifc hgp hod tan ciia fibrin monomer... ma hé thong nay 6 thé han ché
durge syt tac ddng cuia cde thanh phén d6 trong qua trinh xdy ra DIC.

4. Vai trd cia t€ bao nhu mé- gan.

Ciing tham gla diéu chinh DIC bing céch 26p phan thai hét cdc yéu 16
nhu IXa, Xa, XIa va t-PA ra khoi tudn hoan; mat khéc lai b6 sung thém
cédc thanh phén da bi tieu thy mdt, nhu: cde yéu t6 doéng mau,
plasminogen, 0., antiplasmin, protein C, protein S va AT-II1.

5. Vai tro clia tuy xuong

Ciing déng mat vai trd rét quan trong trong cd ché kiém soft DIC
thong qua viée tao ra tiéu cdu tir miu tiéu cdu ¢é trong tuy xwong.

Trong nhitng.trwdng hop ¢é xdy ra DIC céc co ché kiém sodt DIC
thudng bi tén throng nghiém trong.
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Viduy: .

+ U mach médu lam t6n thuong t&€ bao ndi mac.

+ Loxémi cfp: Lam gidm s6 luong tiéu cdu.

+ Chin thuong, thai chét luu, bong... phéng thich qud nhiéu cdc y&u 16
vio tun hoan.

+ Bénh gan: Lam gidm khé ning tdng hop cde yéu t6 dong mau.v.v...
C. DIEN BIEN CUA MOT DIC DIEN HINH

— V& mat 1y thuy€t mot DIC dién hinh dién bi€n qua 3 thoi ky: Tang
déng, gidm dong va tiéu fibrin thit phdt. Ly ludn ndy cho thiy ring: Céc
xét nghigm déng méu thyc hién dé theo ddi DIC ¢6 sy thay déi theo sy
dién bign clia bénh va dan xen gifta DIC véi tiéu fibrin. Chi khi nam chic
co ché sinh 1y clia bénh cda DIC thl méi c6 thé gidi thich duge mot céch
¢é Iy cdc thay déi do.

— Tuy nhién trong thuc t€ khé nhén ra 3 giai dogn nay.do boi:

+ Giai doan ting dong xdy ra rit nhanh va thudng khong c6 ddu higu
lam sang dac hiéu nén rét dé bd qua.

+ Hai qué trinh dong mdu réi ric va tiéu fibrin thd phdt luén xen k& vi
k& ti€p 14n nhau cho nén rét khé tich ra mét céch r6 rang.
D. CAC THE LAM SANG CUADIC

Nhiéu tai liéu huyét hoc hién dai cho ring ¢4 2 thé: DIC cdp va DIC
man diéu nay phy thuge viio cudng do vi toc do cla cde y&u td bénh
nguyén gay ra DIC.

1.DIC cip

Thudng xdy ra trong céc trudng hop ma chi trong mot théi gian ngan,
dudi tic dong clia yéu t& bénh nguyén mot lugng qud 16n cdc yéu 18 té
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chifc (nhu trong thai chét lwu, rau bong non, chin thuong dap ndt ¢4
chie...) hodc mét lugng noc doc (vi dy khi rén cén) hodc noi doc 6 cha vi
khudn (khi b nhiém triing ning ...) dugc phéng thich vio tudn hoan; Khi
cd mét ngdi néd” du manh dé ¢6 thé d& bep cdc co ché kiém sodt clia DIC
trude khi cdc co ché bt ¢é di thai gian phan tng lai- lic fy s& x4y ra DIC

cép.

2. DIC man

Xay ra khi y&u t6 bénh nguyén tic dong lén hé théng dong mdu mét
cdch tir tir hodc ngét quiing. Trong trudng hop d6 céc co ché kiém soat
DIC ¢6 di thei gian ¢€ ddp dng lai, va b6 sung thém duge cde yéu 16 dong
méu. Vi vady ma DIC cfing biéu hién trén 1am sarig st m& nhat, vi cdc xét
nghiém dong méu chi bi thay dai rit it.

* Leeu y: Mét s3 taj liéu con chia DIC theo 3 thé lam sing: Cép, bén
cdp va man. Tuy nhién theo ¥ ki€n ching t6i thi cdch phan chia nay khéng
c6 ¥ nghia thite tidn 1am; vi ede trudng hop DIC ban cdp s& nhanh chéng
ré thanh DIC cdp (néu tdc nhan bénh nguyén qué manh) hoic cé thé tr&
vé DIC man.

E.TIEU FIBRIN THU PHAT TRONG DIC

Trong DIC Euon luén thé hién 2 qud trmh Pong méu va tiéu ﬁbnn
Hai qud trinh nay xay ra gdn nhy déng thoi, dién bién song hanh vi xen
k& nhau boi vay ¢6 méi quan hé rit chat chg. Day 12 mot tigu flbrm thir
phdt, ma sinh 1y bénh clia qué trinh ndy bao gém:

1. Phédt dong hién tugng tiéu fibrin trong bIC

G day tiéu fibrin dugce phéit dong do bdi: Sy tao ra thrombin di kich
thich t& bao néi mac gidi phéng ra céc chét hoat hod plasminogen. Mat
khéc, nhu chiing ta di biét khi qué trinh dong mdu duge hoat hod thi tién
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tridn t4t y&u s& din dén viéc xdy ra mét qua trinh tieu fibrin (xem thém
“Sinh 1y qud trinh tiéu fibrin™).

2. Khuyéch dai qué trinh tiéu fibrin trong DIC

Sau dé qud trinh tieu fibrin dugc khuyéch dai thém nhd:

— Su ¢ mat-clia cdc san phdm thoai hod fibrin(ogen) {FDPs) va fibrin
hod tan. :

— Do ti€u cfu gidm (v tiéu thy qud nhiéuw), lam cho PAI-l gidm
xuéng; D6 1 diéu kién 6t dé hoat hod plasminogen.

— Mot s& chét chéng plasmin (ahu 0y antiplasmin) bj gidm, tham chi
12 bj hét thi higu lue xic tic dé tieu fibrin cla plasmin lai cang dugc md
rong hon.

— Ngoii ra & gial doan ady ¢6 thé vin ¢6 chit hoat héa plasminogen
hodt nhitng men tiéu protein nao d6 dugc phéng thich thém vao mdu.

Qué trinh tigu soi huyét xdy ra trong DIC ngay cang manh m& hon,
diéu nay chng gép phin lam suy kiét hé théng dong méu clia bénh nhan.

Nhu vay: Trong moét DIC dién hinh, chinh sy hinh thanh thrombin gy

ra mot dong mau lan tod di xic téc qué tinh tao ra plasmin. Vi [€ 46 ma
c6 thé néi ring: Tieu fibrin trong DIC 1a mdt tiéu fibrin thit phat.

G. DIC VOI TIEU FIBRIN TIEN PHAT
1.Néi vé tiéu fibrin tién phét (primary fibrino(geno)iysis)

Céc tai liéu huyét hoc hién dai cho riing: Tiéu fibrin tién phét la mot
qué trinh bénh 1y ma trong d6 plasmin digc tao ra khi khong (hodc chua)
c6 DIC (Uri Sieligsohn- 1395). Hay c6 thé néi cach khic: Tiéu fibrin tién
phét 13 mot qud trinh bénh 1y ma trong d6 sy hoat hod hé théng tiéu fibrin
Xy ra trudc sy tao ra thrombin (E.C. Williams va 'D.F Mosher-1995).
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C6 thé gip tieu fibrin tién phat trong mot 8 bénh 1y gan ung thu, hodc
mot vai trudng hop ma khong rd nguyén nhén.

Hién nay tiéu fibrin tign phdt chit y&u chi cdn gap trong cdc trudng hop
diéu tri tiéu huyét khéi (nhu sir dung streptokinase, urokinase.. )

2. DIC két hop véi tidu fi brin tién phat
Trong DIC cé tiéu fibrin thit phit. Diéu ndy thi da 5! Tuy nhién cdn
¢6 thé gap DIC két hop véi tidu fibrin tién phdt. D6 12 khi sy hoat hoé hé
théng dong mdu va hé théng tieu fibrin xdy ra déc lap, tic 1 su tao ra
thrombin vi plasmin duge xdy ra déng thdi. C6 thé gip hién tugng phoi
hop ndy trong mdt'sé bénh 1y nhu: loxémi cip thé tién tuy bao (M), tring
ning, ung thu tuyén tién liét vi ngh&n mach dich 6i...

“Tuy nhién néi chung I rdt khé chén dodn DIC két hop véi tiéu fibrin
tién phdt véi DIC ¢6 tiéu fibrin thi phét.

Lt )}'

Mot s6 tdc gid hay trinh bay 2 héi chitng dong mdu céi rdc trong long
mach (DIC) va tieu fibrin véi tén chung I3 “mat fibrin” {6 thé cAp holic
ban cﬁp) Diéu nhy cling khéng ¢6 gi mau thuin, vi khéng chi trong hoi
chitng tiéu fibrin tién phdt méi c6 m4t fibrin; ma ngay trong DIC ty ban
than cita qud trinh tién tién ctia né cling ¢6 mat fibrin do tiéu thy vi do
tiéu fibrin thit phat.

Vay khi néi mét fibrin, chung ta cé thé’ hiéu qué trmh do gay ra boi
mot tr ong nhu‘ng nguyén nhén sau:

_ — Tiéu fibrin tién phét don thuﬁn -
- = Tiéu fibrin t;en phit déng thai véi DIC.

— DIC (trong d6 bao gbm dong méu ral réc vz‘: tiéu fibrin thu' phat).
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IV. TRIEU CHUNG LAM SANG CUA DIC

DIC ,dic biét 1a DIC cfp, gay ra cdc triéu chiing lam sang rét phic tap
va da dang.

A. CAC TRIEU CHUNG LAM SANG CUA DIC CAP

Thutng biéu hién rdt rdm r, trong dé bao g6m ¢4 cée trigu chiing clia
bénh chinh (underlying disease) va ca clia DIC.

P&i véi bénh chinh thi tuy theo d6 la béhh gi? & co quan ndo? mic do
bénh dén dau?... ma cb nhing bidu hién twong tng. N&i chung cdc bénh
dd gay ra DIC cdp thudng 14 rft nang va DIC thi thudng xuft hién vao
giai doan cudi clia cdc bénh chinh dé.

Céin ném chic dic diém chia bénh chinh d€ c6 thé phan biét duge vdi cde
triéu chiing chia DIC, tir d6 c6 dugc nhitng bign phap diéu tri thich hop hon.

© Duéi day 1a nhing d4u higu/triéu chimg chinh cta DIC:

1. Chay mau/ xudt huyét

~ Day 1 trieu chiing hay gap nhdt trong DIC véi cac dac diém sau:

+ Nhiéu hinh thai khac nhau: chim, nét, ddm, mang...

+ & nhiéu 18 chitc: Duéi da, niém mac, dudng tiéu hod, ndo, dutng hd
hip, dudng sinh duc, héc mit,...

+ Vi nhidu mic do khéc nhau: Bam tim & chd tiém choc, chiy mdu
chén rang, bong h;léu & niém mac; thim chi dén mic 6 at, nhu : rong kinh,
bang huyét, non ra miu... '

+ Tién tiién ngiy cang xdu hon:trong trudng hgp khong duge diéu tri
thi cing vé sau cing nang,xudt huyé& & nn :éu noi; chil yéu & dang mang,

bong mau...Xudt huyét nhiéu da de doa rat nghi¢m trong dén ddi séng cua
bénh nhan.
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2. Nghé&n mach huyét khéi (thrombo-embolism)
Biéu hién: LA cdc bong xust huyeét vacd thé kém theo 2 hoai tir du chi.

Nguyén nhéan 1 do cé huyét kh&i gay ngh&n mach médu, thudng X4y ra
& cde vi mach, hofic huyét khéi tinh mach va/hodc dong mach. Cic co
quan bi anh hudng clia huy&t khéi lan tod 1a phéi, than, sau dé I ndo, tim,
gan, ldch, thugng than, tyy va rugt. Bdi vay cic tén thu'cmg clia nghén
mach huyét khdi cling ¢é thé gap & céc co quan do :

3. Shock
O cée bénh nhan nay shock ¢é thé tir 2 1y do:

"+ Bénh chinh gay ra shock: vi du bdng ning, chdn thuong 16n; hoic
shock do truyén mdu, rin cin gay 15i loan tim mach, nhiém triing huyét
ning...

+ Hoic dok DIC gay ra shock.

Heét sifc fuu ¥ cde tridu chiing ctia shock va cfn phéi ¢6 thdi do xir tri
nhanh. B&i vi shock vira 12 hau qua nhung déng thdi ciing {2 nguyén nhan
lam cho DIC tién trién nang han

4 Rm !oan chu‘c nang than

C6 thé bi€u hién: thi€u niéu hogc cé thé 12 vo ni¢u, ting ure mAu, d4i

- (g8p & 25-67% céc bénh nhan bj DIC). Nguyén nhan 1 do cdc

huyét khoi nhé gay thi€u méu vo than, hoai tir 6ng than cap... hoac cd lign
quan dén viée gidm huyét ép do shock.

5. Rai loan chirc nang gan
Trén lam sing c6 thé gap 24-51% bénh nhan bi DIC ¢6 vang da. Cén ‘
haw §-vaing da trong DIC ¢6 thé cdn do hién trgng huyét tdn vi nghen '

mach-vi do bénh chinh (& nhém cdc bénh nhan bj bénh ¢6 tan mdu & at'
hodc bénh Iy gan- mat gay ra).
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6. Tén thuong dudng tiéu hoi

Biéu hién tn thuong rit da dang, tir chdy méu chin rang, xuét huyét
tiéu hod dén hoal tr nhdy; tén thuong loét hoai tir... Nguyén nhin cd thé
do gidm tiéu cdu, nghén mach...

7.Réi loan chiic nang phéi

C6 the gap céc biéu hién véi nhiu mitc do khde nhau,nhu: Dau ngye,
thé kho khe, phéi c6 ran, tham chi 13 c6 thé ho ra mdu, Xquang ¢ hinh
anh xuéit huyét trong phé nang {hoi chiing suy ho hdp cfp & ngudi 6n -
ARDS;)... '

8. Tén thuong hé than kinh

Do hién tugng xudt huyét ndo, ngh&n mach no nén trong DIC bénh
nhén ¢6 thé ¢6 biéu hién: trang théi siing sd, hon mé, co giat; khdm cé déu
hiéu thén kinh khu trd; tham chi 12 cé chay méu ngi so.

9, Céc ton thuong ¢ da

Phé bign nhit 12 2 dang tdn thuong.

-~ Xuft huyé’t:‘\f(ﬁ nhiéu mic do- bdm tim noi tiém choc, xust huyét
dang ddm, mang hofc ¢ bong mau...

— Hoai tir: Pac biét 14 viing da, co & dau chi

*Ty 1¢ hf vong :

Cén chii ¥ 12 c& bénh chinh vi DIC déu gép phén gay ra tif vong. Ty ¢
ti vong trong DIC c6 sy twong quan mdt cich ddc 1ap voi mot $8 chc y&u
t6 sau:

+86 luong céc co quan (hofic hé théng) bi dnh hudng;
+ Mife dé xuft huyéet;
+Tudi cha bénh nhan: Tudi cing cao ty 1¢ tir vong cang tang.

Ty 1¢ i vong ctia DIC theo mét s6 tai ligu cua Hoa k¥ 1a 46-86% cic
trwding hop,mic di 6 hodic khong c6 sit dung heparin.
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B. TRIEU CHUNG LAM SANG CUA DIC MAN

- N&i chung 1a khong rdm 1o bing trong DIC cép, r8i loan thudng bidu
hién rdt kin ddo, khéng thé hién & trén nhiéu 8 chitc vi thong thudng 13
khong trim trong 1dm - Vi & day co ch€ kiém sodt DIC vin cdn phdt huy
duoe.

Chi khi khém lam sing rdt ky méi 6 thé phdt hién duoe xudt huydt
dudi da va/ hodc niém mac ; cdn rét it khi xuat huyé: thanh mang, thanh
dam [dn.

Dau higu ngh&n mach ndi chung 13 it gap, tuy nhién tién hrqng viée
xdy ra hay kiong 1 14t & dat, bdi vi dd c6 mot s6 tai liéu néi dén nhing
truong hop DIC man gay nghén mach nfo, hodc nghen mach phéi do bign
ching clia viém ndi mac huyét khéi.

+ D€ chdn dodn DIC man cdn phéi dya chit yéu vio cc xét nghief:m dong méu.

V. TRIEU CHUNG SINH VAT TRONG DIC |

Mot 36 dac diém chung vé trigu ching sinh vit cia DIC:

— C6 réit nhi€u cdc xét nghiém thé hién sy bﬁt thm:mg

— Cdc bét thudng thay d8i khd nhanh. '

- BAt thuding & bénh nhan ndy khéng gidng & bénh nhan khic.

Bdi vay cdn chi ¥: Phai chon loc d€ lam céc xét nghiém cin thist nhét
nén lam lai cdc xét nghiém trude khi quyét dinh mét thai do xit'1y ;déng
thot ciing cdn hét sitc chd § dén nhifng y&u t6 nhu: bénh nguyen, tinh
trang lam sing ,tudi clia ngudi bénh va giai doan dién bién cira DIC.

A. 01 V31 DIC CAP

1. S6 lzong tiéu ciu o

Trong DIC tiéu cu thudng bi gidm,cing vé sau-cing giam ning.Pay
4 trigu ching sinh vat vira dé chdn dodn (xdc dinh va phan biét),vira dé
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tién luong va theo mot s6 tde gid thi vira dé quyét dinh liéu heparin sif
dung cho bénh nhén.

Binh thudng s& luong tiéu cdu bing: 150 -350 x 1071,

Nguyén nhan cla gidm tidu cdu trong DIC chi y€u la do ticu thu.

2. Néag d¢ fibrinogen

Fibrinogen gidm trong DIC Vi 2 nguyén nhan: Bi uéu thy vio qud trinh
déng méu va bi giing hod trong qué trinh tiéu fibrin (ogen) thit phat.

Binh thudng: Néng do fibrinogen trong huyét tuong 1a 2,0-4,0 g/l;

DIC c6 thé 1am giam fibrinogen dén mic < lg/l. tham chi c6 khi chi.
con dang vét.

Cén Iwu $: Trong mot s6 trudng hop sinh 1y va bénh 1y (ahv thai
nghén, udng thudc thai hojc nhiém tring.) ¢ thé ¢6 néng do -

fibrinnogen trong méu tang hon binh thudng; Khi d6 néu xét nghiém cho
mot trj s6 trong gi6i han binh thudng thl ¢6 nghia 12 da b giam.

3. Thoi gian prothrombin (PT). (théi gian Quick)

Binh thudng PT = 11-16 gidy ,tuong dng vdi ty 1¢ prothrombin >80%.

Trong DIC thdi gian prothrombin bi kéo dai; ty & prothrombin giam
niang hojc rit nang, ddc biét & nhiing trudng hop DIC xudt hién trén bénh
nhén bj bénh gan. _

4. Thoi gian thromboplastin timg phan hoat hoa(APTT) (thoi
gian cephalin- kaolin)

Binh thuting APTT=30-40 giay.

3 giai doan d4u cla DIC, do ¢6 su ting dong nén APTT c6 thé binh
thudng hodc rit ngan, nhung giai doan nay rét nhanh chéng qua di (thém
chi khi ma thiy thudc chua nghi dén bénh I vé DIC). Sau do (va Ja chi
yéu trong sudt qué trinh xdy ra DIC) thi APTT bi kéo dai. Réi loan céng
nang th triéu chitng sinh vat nay thé hién cang rd.
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Tuong tu APTT,cdc xét nghiém thdi gian Howell, thdi gian cephalin
va tham chi 12 thot gian mdu déng ciing bi kéo dai.

5. Thoi gian thrombin (TT)

Binh thudng TT = 15-19 giay.

Trong DIC thdi gian thrombin thudng b kéo dai.

6. Pinh lugng cic shn phim thodi héa cha fibrin (ogen) (FDPs,

Binh thudng: FDP,<10 pg/ml.

Trong DIC do hién tugng tiéu sgi huyst the phat nén FDP, thutmg tang cao;

C6 thé > 20 pg/ml, tham chi > 100 pg/mi.

7. Nong do fibrin D - dimer cila huyét tuong

Binh thutng: Fibrin D- dimer trong huyét twong < 200 mg/l. Trong
DIC fibrin D- dimer thudng ting cao.

8. Co ciic mau

Do anh hudng ciia viée gidm tiéu cdu va tieu fibrin(ogen) nén cdc bénh
nhan bi DIC cuc mdu thudng khong co hoiic co khong hoan toan; Thim chi
¢6 trirdng hop mdu vira dong, cuc méu chua Kip co thi d bi tan ra khd nhanl
(d3c biet khi hién twong tieu fibrin thir phidt da xdy 4 trong DIC).

- 9. Dinh lugng cic yéu td dong mau khac

Céc y&u t6 giam ning nhat 12: V,VIII va X111,

Yéu t6 X cé giam nhung thudng nhe hon. Con cic y&u té VII, IX v
XI (duge goi li cdc y&u t8 bén vitng) thi cht yéu vin & trong gidi han
binh thuong.

10.Nghiém phap ethanol (nghlem phdp ruqu)

LA mot xét nghiém. ¢6 d6 nh‘ly khéng cao lim nhlmg kha dic hiéu.
Boi vy khi két qué ma duong tinh thi cho phep chéin dodn 13 DIC.

Cin [uu ¥ [a trong DIC nghiém phép ethanol chii yéu dt_romg tinh & giai
doan ddu-giai doan ¢6 ting déng.
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Nghiém phap protamin sulphat
Ciing nhu nghiém phé}ﬁ ethanol day 12 mot xét nghiém dé phat hin ra
céc sin phdm thodi gidng sém tong DIC .Cén luu y nghiém phap
protarnin sulphat nhay hon nhung khong dac hiéu bang nghiém phép
ethanol; B&i vay tén thyc t& nhiéu labo dong médu & nude ta it lam xét
nghiém nay.

12.Thoi gian tiéu euglobulin (nghi¢m phép von-Kaulia)
Binh thudmg: Thai gian tiéu euglobulin bing: 90-240 phit.
Trong pIC: & giai doan ddu ting dong vk gidm dong don thuén thi

thoi gian tiéu euglobulin binh thudng. Tuy nhién ¢ giai doan ¢é tiéu
fibrin thit phat thi thoi gian tiéu euglobulin bi rat ngén c6 thé con dudi 45
phuit tham chi chi con dudi 30 phit.

13. Pinh lwong anti thronbin-II (AT- 1K)

Binh thudng néng d6 AT.IM = 0,86 - 1,32 U/ml(tuy k¥ thuat).

Néng do AT- I trong huyét twong bi giam, Iy do ciing 1a i tiéu thy
qué 6n .

14, Tim manh héng cau frén tiéu ban -

D6&i véi cde bénh nhan bi DIC rdt nén lam xét nghiém huyét d6 vi
ngoli viéc ¢ thé phat hign duge tinh trang thi€u méu, tang bach cau hoge
giam s lugng va dénh gid do tap trung ti€u cdu.. thi 6 thé thdy duoe
nhitng ménh héng ciu trén tiéu ban méu ngoai vi.Nguyén nhan cd cac
minh héng cdu 1 do hién tuong nghén mach huyét khoi gay ra.

15. Thoi gian méu chay ‘

Do viéc bi gidm tiéu cdu nén & cdc bénh nhan bi DIC xét nghiém théi
gian mau chiy thudng bi kéo dii. Cin lam bling k¥ thuat Ivy d€ c6 thé
phét hién ra nhitng trrding hop céce r8i logn con kin ddo.
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*NGi chung:

Céc r6i loan trong DIC cdp thé hign rét 15 khong rhimg & nhiing trieu
chiing 1&m sang md cdn & trong cdc xét nghiém cdm-dong mébu va tisu
fibrin nita.

B. DG VOI DIC MAN

Cic trigu ching sinh vat thay déi khong c8 dinh, khéng ¢6 mot chudn
muc chung cho tt ci cdc bénh nhan bj DIC man. Ly do [3 vi: ¢de 18 loan
c6 thé xdy ra nhung vi khong rém 16 1dm do d6 nhd cde co ché kiém sodt
DIC nén phén 16n cdc r6i loan d6 dd bii ddp duoe.

Tuy nhién da s& cdc tic gid déu thong nhit cé mot 56 ddu higu sau 13
khd trung thinh;

- Néng d6 FDP tang.
* — Néng db fibrin D- dimer huyét tuong tang.
VI. CHAN DOAN DIC
1.Chén dodn xdc dinh DIC cap

DU‘O’C du’a trén céc diu hleu/trléu chitng sau:

— €6 mdt bénh chinh ndo dé: Trong DIC cip tuyét dai da s6 1a dé
- dang phit hién ra mot bgnh chinh ma c6 kha ning gay ra DIC.

~ Lam sing c6 thé cé: ‘
+ Chay mdu/ xuat huyét - 12 hoi ching rét trung thanh véi DIC.
+ C6 thé ¢6 shock, hoai tir ddu chi, r8i foan chifc m‘m'g gan, than,phéi...

- Xét nghiém: Theo nhing tai liéu hing ddu vé huyet hoc thi chan
dodn xdc dinh 12 DIC khi cé:

+ Gidm s8 ltrong txeu cﬁu

+ Vi o 3 trong sé céc xet nghaém sau:
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Thoi gian prothrombin (PT) (hay thoi gian Quick): kéo dai.

Thoi gian cephalin-kaélin (APTT): kéo dai.

Thai gian thombin (TT): kéo dai.

Néng do fibrinogen: giam.

Lugng FDP: 'tfmg (dac biet c6 ¥ nghia khi >40 pg/ml).

Néng d6 fibrin D-dimer: ting

Trén tiéu ban méu ngoai vi : phat hién thdy cdc ménh héng céu.

Theo ¥ kién chiing toi néu nghiém phdp ethanol duong tinh thi ciing
vt ¢6 gid tri dé chén dodn DIC.

2. Chan doan xic dinh DIC man

— C6 mot bénh chinh ndo d6 c6 thé gay ra DIC.

~ Lam sing: C6 thé c6 xudt huyét kin ddo (bdm tim chd tiém choc,
chiy méu chén ring...}. '

- Xét nghiénu:
+ FDP: tang,.
+ Fibrin D- dimer: ting.

N6i chung DIC man khé chin dodn han, vi céc trigu chiing biéu hién
rat nhe nhing va kin dio.

+Pé ¢6 thé chdn dodn va theo déi DIC cén xdy dung mot bing cdc
xét nghiém (thuong dwgc goi la xét nghigm dong mdu toan b6} bao
gom:

1.56 luong tiéu ciu;

2.Th&i gian prothrombin (PT) {th&i gian Quick).
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3. Thoi gian cephalin - kaolin (APTT). Nhitng noi khéng cé diéu kien
lam APTT thi c6 thé thay bang xét nghiém thdi gian cephalin hoic th¥i
gian Howell.

4. Thoi gian thrombin (TT).
5. Néng do fibrinogen.
6. Dinh lugng FDPs.
7. Néng d6 D- dimer huy#t twong (fibrin hod tan).
8. Tim mdanh héng cdu.
9. Thoi gian méiu chay.
1 10. Thoi gian mdu dong.
11. Nghiém phdp ethanol (nghiém phép ruou).
12. Thai gian tiéu euglobulin (nghiém phdpvon-Kaullay;Hoic c6 thé
thay bing xét nghiém tiéu cuc déng miu toln phén.
13. Co cyc miu.
Ngoai ra c6 thé 1am thém cic xét nghiém sau:
14. Dinh lugng antithrombin - 11 (AT-TH).
15. Dinh luong plasminogen. .
16. Xdc dinh hoat tinh o, - antiplasmin .
Trong d6 8 xét nghiém ddu 12 rdt quan trong.
Luu y: Nghiém phip ethanol rét ¢é gid tri trong viéc chin doan DIC,
tuy nhién néu am tinh thi ciing chua loai trir.
3. Chén dodin giai doan cita DIC ¢4p dién hinh
V& mit Iy thuyét DIC dién hinh thé hién qua 3 giai doan: tang dong,

gidm dong va tiéu fibrin thit phdt. Céc tridu chimg xét nghiém thé hlén &
méi giai doan nhu sau (xem hdng 10): :

N
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Bung 10: Trigu ching xét nghiém theo giai doun trong DIC.

1T Xét nghiém Giai doan . (iai doan Giai doan tiéu fibrin
t&ng déng gidm dong thir phal
1 |86 tugng tidu chu Binh thuting hodc tng |Giam Rét gidm

2 |T.g méau chay Binh thudng Binh thudng hoaciKéo daird
kéo dai
3 |T.g méudéng Binh therdng Binh thudng hodciKéo daird
kéo dai
4 |T.g Howell Binh thudng - tkéo dai Kéo daird
5 {T.g. Prothrombin (PT)|Binh thudng Binh thuang hodciKéo dai b
{Tg Quick} kéo dai
6 iT.gcephalinkaolin  |Binh thudng, hodc Kéo dat Kéo dai
{APTT) ngén
7 |T.g Thrombin (TT)  |Binh thudng Kéo dai Kéo dai
8 |Nghiém phap ethanol | {+) ) {t}
9 |Thai  gian  tiéu|Binh thudng C6 thé bi rat ngén {Bi rit ngan b
Euglobutin
10 |Fibrinogen Binh thuéng Giam Rét gidm
11 | TEG:
-1k R0 ngén Kéo Gai Rt dai
-am Binh thuéng Hep Hep, 66 thé cd hinh
anh con quay
12 1Co cyc méu Co hoan foan Co khong hoanjCo khong hoén toan
loan hodic khonglhodic khdng <o
co.
13 |FDP >16 pg/ml Tang Rét tang
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Cén luw y la: giai doan tang dong thudng chi bidu hién rét mo hd vi
cling nhanh chéng di qua.Con giai doan gidm déng thé hién khé 8, tuy
vily cing tén tai mot minh khéng lau, vi mot gta trinh tiéu fibrin thi phat
rit nhanh chéng xudt hién. Bdi vay 16i loan déng méau tr ong DIC chil yéu
ton tai & giai doan tiéu fibrin thit phét (thuc ra t ‘ong nay ciing bao gom ca
giarn doéng nita). :

4. Chén dodn phan biét giita DIC v6i tiéu fibrin tién phét:
C6 thé cin cif vio mét s6 xét nghiém dé chdn dodn phan biét gitta DIC

véi tiéu fibrin tién phdr (ven hdng 11).

Bing 11: Chdn dodn phan biét giity DIC véi tiéu fibrin tién phat
8 ! el g . !

Xétnghigm DiC o r_rjéu'ﬁbrfn tign phét
88 luqn.g tiéu cu . Giém./.ré't gi.ém' | Binh thuémg: -
Fibrinogen Gidm / rt giam Rétgiam

* Nghiém phap ethanol' | Duong tinh . . Am tinh

-Thé'i gian tisu -~ euglobulin | Rdtngan | Ratngan

" FDP Téng/ rét ting Rét tang

Fibrin D - dimer Tang 1 Binh thiring

Nhu vy qua bing 11, cho thdy trong DIC vira biéu hién ri loan ciia
déng mau réi rdc (56 luong tiéu cad giam, nghiém phédp Ethanol duong
tinh, fibrin D- dimer ting), déng thoi vira bidu hién*réi loan cla tiéu sqi
huyét thit phat (FDPstang, thoi gian tiéu Euglobulin riit ngin...).
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5. Chin dodn phan biét DIC véi réi loan dong mau trong bénh
gan

— Trong mot s6 bénh gan ¢6 thé bidu hien:

+ Gidm tiéu cdu - do cudng lach.

+ Mot s6 xét nghiém dong mau nhu: thoi gian thrombin, thrombotest,
tho gian cephalin - kaolin cé thé bi réi loan.

Viéc chin dodn phan biét véi DIC doi khi tuong d6i khé vi cdc réi loan
wen ciing thudng gap trong DIC.

- D& chidn dodn phan biét cdn cin cif vko:

+ Céc 161 loan wong DIC thudng thay déi rét nhanh, con trong bénh
gan thay d6i cham (twong d6i 6n dinh).

+ Dinh lwong hoat tinh cdc yéu t& VIILC trong DIC thi giam cdn trong
bénh gan thi binh thudng.

Ciing cdn nhic lai riing bénh gan ¢6 thé gay ra DIC vi dy ¥ ofic yéu t6
dong mau gidm, d& ¢é nguy co cao bi bénh nhiém tring va dong thdi do
c6 tudn hodn bang hé va cé truéng.

6.Chén dosn phan biét DIC v6i mot s6 bénh khac

Pai khi ciing cdn phai chin dodn phan biét giita DIC véi mét s6 bénh
khéc nhu thi€u vitamin K, gidm tiéu cdu do nhiém khuén, c6 chét khing
déng lupus...). Con dua vio cde triéu chitng xét nghiém dong - cdm méu
nhu t6m tit & bang duéi day (vem bdng 12} .

Dic diém can ehd ¥ 13 dién bign clia DIC thudng nhanh (céc tridu
chitng }am sang vi cdc xét nghiém thay déi 3 rét qua céc 1an xét nghigm)
so véi chc bénh khéc. ) . '
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Beingl2: Chdn dodn phan biét gifta DIC v6i mét s6 bénh khéc.

Bénh DIc Thidu | Gidm tidu | Chét khéng Bénh gan
Vitamin K| cdudo | dong lupus :
. nhfép
Xét nghigm kfiuan
FOPs 3 ‘Réttang | Binh |Binh thudng| Binh thudng | Binh thudng hodc
thueng | : hodc hei ting - hof téng
Théi gian prothombin Kéodal | Kéodai |Binhthutng|- Kéo dai Kéo dai
Tidu ciu Gidm Binh Gidm | Binhthuong | Hay bi gidm
thutang hodc gidgm
Fibrinogen Binh thudng | Binh  [Binh thuéng Binh thudng Giam
: ‘ hodic gidm § thudng :
AT-HI Binh thuong{ Binh  |Binh thudng| Binh thuong Gidm
hodc gigm | thuong
Fibrin Téng Binh  iBinh thudng| Binh thiing | Binh thudng
) ' thitong
D- dimer

VIi. DIEU TRI DIC
*Mot s6 nguyén tidc trong diéu tri DIC
— Khéng c6 mét phdc d6 chudn chung cho cdc trudng hop bi DIC ma

chi ¢6 nhitng phéc d6 cy thé duge dya trén nhimg du hiéu/ tridu chimg cu
thé.

~ Pé gidi quyé&t duge DIC th! trén hét Ia tim moi cdch dé loai trir yéu
t6 bénh nguyén.

— Diéu tri triéu chitng 1a rét cln thiét dé gidp benh nhan vugt qua
_ nhtrnc r8i loan trdm tlong do PIC giy ra. -

- M01 sai [dm trong didu tri DIC déu c6-thé din dén nhtmg hﬁu qua
nghiém trong.
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Du¢i day 1a mot s& bién phap diéu tri DIC cép:
1. Biéu fri benh nguyén
— Dé giai quyét tan gdc thi phai loai trir y&€u t6 bénh nguyén.

— (6 thé c6 nhiéu cich gidi quyét, wy thuéc viio y&u t& bénh nguyén
dé6 1a gi, vidu:

+ Thai chét luu: Phai 18y thai ra ngay.

+ Nhiém tring nang: Diing khdng sinh tang cudng dé tiéu diét 8 nhiém
tritng.

+ Rén cin: Tim céch loai trir hodc trung hoa déc tinh cua noc doc.
+ Chéin thuong: Cit bd té chic bi chén thuong...

+ Loxémi cdpthé M,: Diéu chinh liéu hod chit vira do dé dimg gy
phéng thich qué nhiéu y&u 18 tb chitc do viéc phan huy t€ bao loxémi.

2. Piéu tri thay thé

Rit quan trong. Cén st dung bién phép nay khi ¢6 xudt huyét qué ning
vi khi ¢ nhitng bing ching cho thiy cic yéu Eé dong méu va tiéu cfu bj
gidm qué nang.

Bién phép cu thé: RAt da dang vi phy thudc vio timg hodn canh, ggi ¥
chung dé diéu tri thay thé la:

~ Truyén plasma tuoi dong lanh va tha lanh (v4i ty i€ Ia [0 don vi tua
lanth thi 2-3 don vi plasma) dé dat duge thisi gian prothombin ndim trong

khodng 2-3 giy sb véi ching vi néng d6 fibrinogen > 100mg/dl.

~ Truyén tiéu cdu:

+ Chi dinlrkhi: S6 lugng tiéu céu < 20. 000/mm hoic khi cé chay miu

ning va s luong tiéu cdu < 50.000/ mm?’.
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+ Liéu: 1-3 don vi /10 kg/ nghy (1 don vi tiéu cdu qudc t€ 2 510" con
& Viét nam | don vi >2.5x1019 tiéu cdu.

— Truyén khéi ¢ dic anti thrombin IIT (AT- III): Trong DIC, AT-IH
cling bi gidm bdi vay nhiéu tic gia dé nghi cdn sit dung thém ché phim
AT-1I1. :

*Lit §: O mot s6 co s& khong ¢6 dii céc ché pham k€ trén thi cd thé
di€u i thay th€ cdp ciu bing huyét tuong tioi gidu tidu cdu. Con viee
truyén mdu toan phén thi phéi hét sic can nhéc, chi truyén mau toan phin
khi ¢6 dad hiéu thi€u mdu kém theo.

3. Liéu phép heparin

— Muyc dich: La d€ ngan chan sy lan rong ciia huyét khéi.

— Chi dinh: Cho hiu hét cde trudng hop DIC ¢dp vi man nhu: ban

xudt huyét, loxémi thé M, hoi ching thai chét luy; trong céc bién ching

ngh&n mach huyét khdi; va ca khi diéu trf thay th€ véi luong 16n. Mac di
chi dinh khd réng rdi nhir vy nhung ciing cdn phai hét sifc than trong. Cu
thé: . .

-+ Chi dung khi DIC d7 tién trién’> 6 gid.

+ Thén trong véi nhitng trudng hop DIC ¢é tén thuong sang chén hoic
dang cé vét mé ,dic biét 12 vét mé réng trén co thé.

— Céch diing: Hién nay c6 mét s phéc dé diéu tr heparin dd duge dé
nghi,ching t6i di tfinh bay rdt chi tiét trong cudn sdch nay .Xin tham
- khéo & phdn “Piéu tri hing cdc thude khdng dong(muc [ va 1),

Cin lim cfic xét nghiém theo d5i d€ quyt dinh.ting hay gidm lidu
heparin. Nhiéu tdc gid dé nghi: Duy tdl liu diing heparin sao cho xét
nghiém thoti gian cephalin- kaokin { xét nghiém APTT ) béng 1.5-2.5 so véi
chu‘ng [a duoe.
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+ Vi DIC man: Chi cén st dung heparin véi lidu 5-10 Ul/kg /gt 1a 4
¢é thé c6 tac dung. Hodc cé thé ding lidu 500 - 750 Ul/gi¢ truyén hodc
tiém moét 14n. Sau 24 gidr ¢6 thé didu chinh lai liéu. :

— Nén ldy méu dé 1am cdc xét nghiém theo dbi sau khi dung heparin
4-6 gio.

4, Sir dung cdc chat chdng tiéu fibrin (anti-fibrinolytic agents)

Viée sit dung céc chdt chéng tieu fibrin 1 rét ¢d loi vi trong DIC
thudng c6 tieu fibrin thif phét.

~ Chi dinh slr dung cdc thubc nay dat ra khi:

+ Bénh nhéan bi chiy méu ning vA khong cé dép tng khi diéu tri thay
thé.

+ Vin con thé hién sy tieu soi huyét rdt manh (vi du: cuc méu tan
nhanh; thdi gian tiéu euglobulin rit ngén, TEG c¢6 hinh anh con quay...)

— Mot s& thube thudng ding (Xin tham khdo thém phdn “Cdc frang
thdi ting tiéu huy fibrin va vide st dung cdc thube chéng tiéu fibrin” muc
1. G day ching 1o xin néu ra mot s goi ¥:

+ EACA {epsilon- amino caproic acid): L& mot thuc chong tiéu fibrin
do viéc (¢ ché cdc chit hoat ho# plasminogen.

C6 thé diing véi liéu: Tiém tinh mach 4-8 g/ 24 gi® chia 2 lan.

+ Transamin: (Ché€ phdm acid tranesamic) 13 mot thubc chéng tiéu

fibrin do e ché tic dung cla plasmin.

Liéu diing: Dang 6ng 5ml (5%)
Tiém bap hay tinh mach: 1-2 ng/ ngay.
Hodc trong cic trudng hop nang 6 thé ding 2-10 dng pha véi dich

truyén tinh mach.
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L y: _

Neén cén thin khi diing cdc thuée k€ ten, dé phong hién tugng huyét
khéi ¢ lai. Mat khdc vige diéu tri cdc thudc ndy cén phsi hop vdi diéu tri
thay th€ va heparin liéu phdp vi nén theo mot tudn tr nhu sau: (1) Didy trj
thay thé, (2) Tiép theo (hay c6 thé déng thoi) [a heparin liéu phdp va (3)
Str dung céc thuse chéng tiéu fibrin.

5. Mot 56 bién phap didu tri bé tro khac

Can chi §: _

— Khoi phyc lai thé tich tudn hoan, didu chinh lai huyét 4p...

~ Duy tri thing bang kiém toan.

— Neéa cho v:tamm K va folate vi trong DIC rét hay gay ra thiéu cdc
thanh phén ndy.

Theo thi ligu nude ngodi, ngudi ta con cé thé diing them mot s6 thusc
sau:
 +Khsi proteiﬁ. C hb:é.t hod co dﬁc o
+ Khdng thé chéng y&u t5 t6 chitc.
+ Khdng thé chdng yéu t&§ ho.ai tir khéi u (TNF).

+ Holdc cdc chat ¢ ch€ serin protease tdng hop nhu (gabexate
mesilate, hodc nafamostate mesilate...).

Tém lai: Bidu tri DIC 12 mot diéu tri tdng hop, bao gém viée han ché-
{hodic 18t nhat 1a loai bo) yéii t6 bénh nguyén, déng thdi véi viee han ché
céc hau qud do réi logn déng mau gay ra.. - Nhdt thi€t phai nim vitng, hiéu,
rd.vA phén tich mdt cdch khoa hoc cdc két qud xét nghiem méi c6 thé didu
tri DIC thanh cong duge.
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CAC TRANG THAI TANG TIEU HUY FIBRIN
VA VIEC sU DUNG CAC THUOC
CHONG TIEU FIBRIN

I. TANG TIEU HOY FIBRIN (HYPERFIBRINOLYSIS)

Binh thudng qud trinh tiéu fibrin (hay cOn goi 1 tiéu soi huy&t) 13 rit.
cdn thigt d& duy tri su hwu thong clia dong mau.

Tang tiéu huy fibrin 12 khi ma hién tugng tiéu fibrin qué manh, dan
dén lam tén thuong hé théng dong mdu vi hau qua 1a ¢6 thé gay ra chdy
méu trdm trong.

Trang that .te“mg tieu hily fibrin c6 thé X3y ra toan than hoic tai chd; ¢b
thé [a thit phét hodc tién phét.

Tiéu fibrin thit phdt d& duge dé cap trong phén néi vé DIC bao gbm
¢4 nguyén nhan, triéu chimg lam sang vi xét nghiém...Con tiéu fibrin
nguyén phdt chil yéu gap & trong mot s6 bénh ly gan, ung thu... hoac ¢6
nhitng trudmg hop thi khong 16 nguyén nhan; Ngoai ra ¢6 the thdy tieu
fibrin dién hinh khi sir dyng cdc tdc nhén tiéu fibrin (streptokinase,
urokinase, t-PA.)

Cdc xét nghiém bi dnh hudng khi ¢ ting tiéu hiy fibrin :

— Thai gian méu chdy: C6 khi kéo dai

— Thoi gian mdu dong : Kéo dai

— Thoi gian prothrombin (PT) (thdti gian Quick): Kéo dai
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- Théi gian cephalin-kaolin (APTT) : Kéo dai
— Thei gian thrombin (TT): Kéo dai
— Fibrinogen : Giam

— Thoi gian tiéu euglobulin (nghiem phap von-Kaulla): R4t ngén,
thdm chi la cuc donc bi tiéu ngay

- FDPs : Tang cao.
Fibrin D-dimer: C6 thé tang

Plasminogen : Giam -

Vi mot s8 xét nghiem c6 két qua binh thu'omg, nhu’ng rﬁt cén chi y:

S lugng ti€u cdu : Binh thudng

Nghiém phdp ethanol: Am tinh.

Tuy nhién trong thyc t& lam sing, ndi chung kh(')ng cén thiet phai lam
tit ¢ cdc xét nghiem ké trén.

D¢ chdn dodn mot hién tugng ting tiéu hiy fibrin chi cdn dua vao:
~ S8 lugng tiéu cdu : Binh thudng '
- FDPS Tang cao. .

- Thoﬂ gian tidu euglobulm Rut ngan

!

Fibrinogen: Giam

f

Plasmmogen Giam

ILVAN DE DIEU TRI BANG CAC THUOC CHONG TlEU FIBRIN
1. C4c thuéc chdng tién fibrin

C6 2 thudc hién nay dang duoc st dung rat rong rii 1a: EACA (epsilon
amino caproic acid) va transamin (tranexamic acid); doé 1a nhiing chat,
tong hop ¢é cfu tric tuong tur lysin; chiing ¢6 kha nang ngan chin hoat
tinh plasmin béng cdch che 14p vi i gén lysin clia enzym.
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EACA (epsilon aminocaproic acid)

— Biét duge: acapramin, acikaprin, amicar, capramol, caprolisin,
hemocaprol, insilon...

— Dang thuée: Vién 0.05 g; C6m: 90 g (chtta 24 g EACA); Dung dich
udng 10% va 20%; &ng tiém 5 ml hodic 10 ml chita 2 g, ho#ic 20 ml chifa 8
g.

~ Cach ding dugc dé nghi [a:

Liéu ddu : 0,1g/kg, truyén tinh mach 20-30 phat

~ Tiép theo: Lidu 0,5-1g/gid; 6 thé truyén finh mach lién tuc; tiém tinh
mach cdch héi hay udng cdch nhau 1,2 hoic 4 gio.

Néu dung dudng udng thi ¢6 néng do trong huyét thanh cao nhat
sau 2 gidy,

Lunu §: Ngo#i chi dinh dé diéu tri chéng tigu forin EACA cdn dugc chi
dinh trong diéu tri chéng shock vi chéng di iing.

Transamin (tranexamic acid)
Dang thuée : Vién nang 250mg vi 500mg;
Ong tiem 5% va 10% (c6 thé tiém finh mach hodc béﬁ thit).
Cich ding:
Liéu udng : 25mg/kg x 3-4ldn/nghy
Liéu tinkt mach : 10mg/kg x 3-4ldn/ngiy

Liéu c6 thé duge diéu chinh theo tudi vh diu hiéu lam sing cu thé cia
bénh nhén

Nira doi sdng khoang 1-2gid;
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Diing duding udng thude dugc hap thy nhanh va dat néng do t6i da sau
2-3 git, gidm toan bo sau 6 gid. Ding dudng finh mach thudce dat néng do
toi da ngay l4p tic, vi gidm toan bd sau 6 gid.

Trén 90% bai xudt qua nude tiéu trong vong 24 gid.

Lu y: Ngodi ti¢ dung chéng tidu fibrin, transamin con cé hoat tinh
chéng viém va chéng di ing cao.

2.Chi dinh sit dung cdc tac nhan chéng tiéu fibrin
Céc thudc ndy duge chi dinh khé rong rii.

+ Trong cdc trang thdi tang tiéu hiy fibrin hé thdng : Loxémi cip thé
M;, ghép gan, cdc bénh Iy ung thu (thudng 13 té chie dic), thidu
antiplasmin méc phéi, cdc bénh Iy thigu a,-antiplasmin hoac PAI-1bdm
sinh...

+ Trong cic trisdng hop tiéu fibrin tai chd ¢ kdm theo mot bénh 1y
dong mdu - cdn mdu ndo dé: Hemophilia, giam ti€u cdu; bénh nhan sir

dyng thudc chong dong, bénh thin, chay Hiiu du’cno tidu hoa viem’ ruot

non chay mau.v..v..

3;'l‘éc dung phy ciia cic thude chéng tiéu thu fibrin

C6 thé ¢6 cic tic dung phu khong thudng xuyen nhu Huyét khai, hom
tlr co hoac phin dng qud man.

Trong d6 dng chii ¥ nhat 1 nguy co huyét khéi, dic biét [3 khi c6 mét
qud trinh bénh 1y tao huyét khoi xay ra déng thoi (vi du: DIC, bai vay cé
tdc gid dé nghi chéng chi dinh sk dung cdc tac.nhan ndy khi DIC dang con
thé hién rB).
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LIEU PHAP KHANG TIEU CAU
(Anti-platelet therapy)

Tiéu cdu c6 vai trd rét to 16n trong co ch€ sinh bénh huyét khéi
(thrombosis). Trong nhiéu bénh ¥, sy hoat hod tiéu cdu- bao gém hién
twgng dinh, ngung tap, phéng thich ra cic yéu t6 / thanh phin noi tiéu cdu
.. d6 13 nhifng co s& sinh 1y, sinh hod va co hec quyét dinh cho sy hinh
thanh huy&t khoi. Boi vay, hién nay héu phdp Khang tiéu cdu dang ngay
cing duge quan tam diing mic hon trong viéc diéu tri du phong va chdng
su hinh thanh huyét khéi.

1. GAC THUOC KHANG TIEU CAU

1. Aspirin

Dutoc coi [3 thude khing tiéu cdu hang ddu; Bdi vay,bén canh nhiing
thc dung nhit ha s6t ,chdng dau,gidm viém...hién nay thude dang duge st
dung rét rong rii véi myc dich khdng tidu ciu.

Thanh phan : acid acetylsalicylic
Vién: 100mg; 500mg;

Hién nay tén thi trudng rdt cé sén cdc loai aspirin pH8 an toan hon

déi voi bign chitng xudt huyét tiéu hod.

Co ché tdc dung: Aspirin tic ché men cyclo-oxygenase din dé€n ngan
cin su tao thanh thromboxan A, ,nh& dé mi tre ché sy ngung tap tiéu ciu
(xem o d6 4). Sy e ché nly 14 rit manh vA tén tai sudt doi s6ng cla tiéu
cdu 46, vi tidu cfiu khong thé téng hop ra thém men md&i duge nita.

* L y: @

Bén canh d6, aspirin ciing dc ché sy téng, hop chat prostaglandin
khéng deéng,la PGI, cla t& bao ndi mac (thong qua viée e ch& men
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prostacyclin synthetase) , do dé ma gidn tiép gy ra tdc dung nguge véi
muyc dich 1am Gc ch€ ngung tip tidu cdu. Tuy nhién tic dung nay kﬁéng
manh bing tic dung ¢ ché men cyclo-oxygenase; vi tic dung nay cling
khong kéo dai vi t& bao ndi mac ¢6 thé téng hop ra thém men méi.

Hiéu lue de ch€ sy ngung tap ti€u cdu clia aspirin kéo dai duge 4-7
nghy k€ tir sau khi dung 1 liéu uSng duy nhat. Aspirin ¢6 thé gay tc ché
ngung tap tiéu cdu Vi céc chdt kich tap nhu coiiagen ADP va
epmeph: ine.

Liéu : Chua tim ra duge mét liéu t8i wu cho bat ky mét chi dinh khéng
ti€u cfiu dic hiéu ndo (vi con phy thuée nhidu vao mic d6 nhay cam cao
hay thip cla ti€u cdu timg cd thé, dic diém beénh 1y ¢6 nguy co gay ra
huyet khoi, sir twong tic véi cde thude khide cling sir dung ..)

Nhiéu téc gid di dua ra Joi khuyén : Lidu d€ sit dung cho mét chi dinh
cu thé nén dya vao: hiéu qué trén lam sing: vi ciing cAn nhic thém vé cdc
tde dung phy gay ra - dac biét 1a xudt huyét tidu hod d6i véi banh nhan dé
(xem thém liéu khuyén cdo cho cdc bénh cy thé & myc I “Nhing chx dmh
su dung li¢u phip kh'mg neu céu trong 1am sang”).

Khi dimg aspirin céin hét stic hru § dén tdc dnng phu, nhat 14 nguy co
gty xufit huyét ciia thuée. Khong duge phéi hop diing aspirin véi cde
thudc: methotrexat, heparin, salicylate liéu cao, céc thude khdng viém
khong steroid, ticlopidin.. ' _

Bi€u hién vé mat xét nghiém khi ding aspirin: Diu hiéu chu yéu nhat [a
thot gian mdu chay kéo dai. Ngoii ra APTT (hojc thoi gian Howell) ¢ thé bj
kéo dai; ngung tap tiéu cdu ADP, collagen bj gidgm; Céc xét nghiém co cuc
mdu, thdi gian mdu dong dilu hiéu diy thit cling c6 thé cé thay déi.

Xét nghiém theo dbi: Cn thiét nhét 1A thdi gian méu chdy (nén lam
biing phuong phdp Ivy); Néu c6 thé cn 1am thém :co cuc méu, thdi gian
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cephalin-kaolin (APTT),hodc thoi gian Howell: xét nghiém ngung tip tiéu
chn bdi ADP, collagen.... :

Lim $: Khi diing aspirin khé.rsg 4nh hudng dén s6 lugng tiéu ciu (ma
chi anh hudng dén sy ngung tap tiéu cdu), béi vay bénh nhan rat c6 thé bi
xudt huyét ngay khi s6 lugng tiéu cdu vin cdn cao.

2. Dipyridamol

(Biet dugc: agredamol, coroxin, persantin, pyridamole, vadinar,
viscor...}

— La mot thudc e ché phosphodiesterase k&m theo hiéu Juc gidn
mach vanh.

— Dang thudc © vién 25mg, 75mg; Thude dat 50mg; 6ng tiém 2m!
chita 10mg.

— Co ché tic dong chdng ngung tip tiéu cdu cha thude 1a : Vira lam
taing néng d6 AMP vong cla tiéu ciu din dén tc ché thromboxan Ay
déng thdi vira gidn ti€p lam ting néng d6 clia adenosin.

L §: Thudc ¢6 téc dung chdng ngung tap tiéu clu, nhung khong lam
thai gian mau chay kéo dai.

— In-vitro thudc khong cé tic dung dc ché€ sy ngung tip tiéu clu trong
huyét tvong gidu tifu cdu; nhung lai de ch& sy ngung tap tiéu cdu khi ¢6
miit ctia hong clu trong miu toan phin

— Trén lam sing thude duge chi dinh :
Phéng nhéi mdu co tim
Phong dau thit nguc

- Liéu ding : 50-75mg nghy 2 l4n; uéng 1 gic")' trurde khi dn
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3.Ticlopidine

(Bi¢t duge : Ticdid;. vién 0,25g)

— €6 tic dung kéo dii thoi gian mau chdy vA i ché s ngung tap clia
tiéu cdu. Co ché clia thc dung ndy cdn chua 18, ¢6 18 12 do thube di e
ché kha nang hoat hqé GPIb/I1a chia tiéu cdu bdi ADP.

~ M@t 6 dac diém vé hiéu lyc thude ticlopidin:

+ Chi ¢6 hiéu lyc khi ding dudng uéng

+ Hiéu lyc chi kéo dai tir 3-5 ngay

+ Tiéu cdu da bj tdc dyng clia thudc, thi tdc dung nay ton tai trong suét
dai séng cla tiéu cdu dé.

~ Liéu dimg: QSOmg, 1-2lan/ngay; uéng vio bita an

-~ Tic dtmo phu: C6 thé bi gidm bach cau trung tinh, x3y ra & ba thang

dau clla qud trinh diéu tri, véi cdc mic do khﬁc nhau, nhung cé thé héi
phu durge sau khi ditng thude.

4.Cic thuéc ching viém khong steroid (non~ster01dal anti-
inflamatory drugs = NSAID)

Bao gém céic thudc: apo-piroxicam, felden, meko ticotin, mobic,
ticotil, tobitil, tenox, antadys, apo- flurbiprofen, apo- keto.v.v.,

Céc thude ndy ¢ co ché tac dung trong ty aspirin, nhu‘ng hiéu lyc chi
duy tr1 dugc trong mat thai gian ngin.

5. Mot sé thude khang ti€u cau khac

— GL, (prostacyclin} va cdc chat twong tu nhu iloprost; D6 I nhiing
chét e ché€ ngung tap tiéu clu, ddng thii c6 tiém nang gifin mach.

— Dung dich dextran: Ciing ¢6 kha nang lam kéo dai thdi gian mdu
chdy va e ché chic ning tidu cdu theo nhitng co ché chua 15, ¢6 thé 1a do
tao ra s thay déi mang tiéu cdu todc cde protein trong huyét twong.
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— Sulfin pyrizon: La mdt chét dc ché y€u chie nang tiéu cdu, c6 thé 1a
do thudc da dc ch€ men cyclo-oxygenase

— Céc khing thé don dong clia chudt chéng lai mot s6 thinh phén cta
tidu cAu (nhv GPIIb/Ila.) ciing ¢ kha ning Gc ¢hé chic ning cla ti€u
cAu va chéng hinh thanh huyé&t khéi & dong vat .

~ Céc peptid tdng hop cé chita doan acid amin véi tudn ty arginin-
glycin-aspaginin ciing 1 nhitng chdt ¢6 khi nang tc ch& chic nang tiéu
cfiu va chdng tao thanh huyét khéi & dong vat

— Acid béo omega-3 ((-3) cé nhiéu trong ddu c4, cling cé tdc dung
lam thoi gian mdu chay kéo dii va lam gidm sy ngung tap ti€u chu, do nd
canh tranh v6i acid arachidonic trong viéc st dung men cyclo-oxygenase

~ Chc chét nitrat, thudc chen beta, chéit chen dong calci, céc khing
sink thuéc nhém beta lactam, chat d&i khing serotoninva sutoctidil ciing
12 nhiing thudc c6 hoat tinh chéng tiéu cdu véi cde mie do khic nhau.

Il. NHUNG CHi DINH SU DUNG LIEU PHAP KHANG TIEU CAU
TRONG LAM SANG

1. Bénh tim ¢6 thi€u mau co tim cuc bd

— Aspirin ligu phdp c6 thé ¢6 lgi trong hoan canh sau:

+ Du phong cho cdc bénh nhan chua ¢é biéu hign bénh [y tim mach
nhung c6 cdc y&u t6 nguy co (nhu déi thio dudng, béo bgu, tudi cao.. ..)

+ Dy phong nhéi méu co tim thi phét cho cée benh nhan di bi nhéi
méu co tim.

+ O céc bénh nhan bi ching dau thit nguc khéng thudng xuyén

+ Aspitin ciing 13 mdt thudc bd sung trong liéu phdp tiéu cuc dong,
hodc trong céc thii thuft tao hinh mach vanh hay thuc hién by-pass dong
mach vanh.
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— Viéc sir dung aspirin d3 1am gidm déng k€ cdc trudng hop nhdi méu
co tim, dot quy; chét do bénh 1y mach mdu va lam gidm ca ty l& chét
chung.

— Liéu aspirin : R4t khé néi duge liéu ndo 12 lidu t8i vu nhat; nhidu
tdc gid khuyé€n cdo nén sir dyng liéu ndm trong khoang 75 - 325mg/ngay.

— Aspirin khong cé tdc dung hitu hiéu di véi cdc thé dau thit ngyc c6
dinh man tinh.

— Ngodi aspirin thi ticlopidin cling dugc coi (3 mét thusc 6 kha ning
lam gidm ty 1 bgnh nhan bi nhéi mau co tim va cdc trudng hop tir vong
do bénh Iy mgch mau.

2. Bénh van tim

(' cdc bénh nhan ¢6 1ép van gia thudng duge chi dinh sir dung liéu

phdp chong dong bing dudng udng. Bén canh d6 mot s§ tic gid khuyén

cfo nén st dung thém aspirin hogc dipyridamol cho cdc bénh nhan ldp
van gia ma c6 nghén mach - huyét khéi.
3.Rung nhi

Vige str dyng aspirin [2 ¢6 ich cho cdc bénh nhan bi rung nhi. Tuy
nthién chi dinh ndy nén dé dat.

_4. Bénh mach no . .

Khi str dung aspirin véi li¢u 300-1500mg/ngiy cho cdc bénh nhin b
_ triéu chitng mach nio hogc tride d6 bi nhéi mdu co tim thi ty 1é cde bénh
nhan bi dot quy hofic chét do bénh 1y mach nio s& gidm di ddng ké.

Sir dung ticlopidin thi ciing ¢6 thé lam gidm duge ty 18 dot quy va tir
vong. _
- Néu sir dung dipyridamoie cing véi aspifin thi ciing khong t6t hon
phic dé chi ¢é aspirin. '
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5. Céc bénli Iy tang sinh tuy (myeloproliferative diseases)

Trong cdc bénh 1y ting sinh tuy (nhv ting tiéu cdu tién phit, da héng
ciu tién phat, loxémi kinh dong hat, tham chi ca trong bénh xo tuy tién
phdt v6 cin) déu thudng ¢6 hién tugng ting s lugng tiéu cdu. Viée sir
dung aspirin cho cdc bénh nhan nay 13 rit cin thiét,

Kinh nghiérﬁ chiing toi: Trong moi tudn chi diing 2 - 3 ngay lién ti€p
r6i nghi 5 hoic 4 ngay cdn lai. Lidu 500 - 1500 mg/ngay. Véi cdch diing
niy qua nhiéu nam theo ddi hiu nhu chiing toi chua thiy ai bi bién ching
xufit huyét (chay méu chédn ring, chdy mau dudng tiéu hod, xudt huyét
dud: da..).

6. Bénh 1y mach man

Trong mot s& bénh 1y vi mach miu gy ra huyét khai hodc & mot sé
bénh 1y nao dé ma ¢é gy ra huyé€t khdi nghén mach ... thi déu nén ding
aspirin. '

" Noi chung khi ¢6 huy&t khéi tinh mach thutng [a di ¢ chi dinh sit
dung liéu phap chéng dong, tuy nhién viéc sit dung thém aspirin vin thuc
su ¢6 1oi. O céc trudng hop ¢6 huyét khéi tfinh mach viée sir dung aspirin
t6 ra ¢6 1gi hon so véi huyét khéi dong mach.

7. Trong mit s6 bién chiimg thai nghén

Theo y ki€n cha nhiéu tic gid nudc ngoéli thi 0 nhitng trudng hop bi
san gidt hodc tién sdn gidt ma cé cao huyét 4p thi nén chi dinh sir dung
aspirin lidu thép, vi c6 thé lam gidm duge ty lé cic bénh nhin bi cic di
chitng ctia 161 loan dong mdu va cd ty 1& cla cée trudng hop bi tir vong
nifa.

L y:

Nhu viy chi dinh clia cdc thudc khing tiéu cdu (dac biét 12 aspirin) 12
kha rong riii, tuy nhién cling cn hét sic trdnh viéc lam-dung (V€ liéu
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tugng va s6 ngdy diing), vi ¢6 thé gy ra tai bién chdy mdu, nht B xust
huyét dubng tiéu hos.

' DIEU TR| BANG CAC THUGC KHANG DONG

(Anti-coagulant therapy)

Trong 1am sang viéc st dung cdc thude khdng dong (nhu heparin,
warfarin...) [a vat phé bién. Loi fch cta cdc thudc ndy di duge nhiéu thiy
thuée cong nhan. Tuy nhién dé viee sir dung cdc tdc nhan ndy duge higu
qué ma an toan thi khong dé; Dbi héi ngudi sit dung phéi ném r4t chic
nhu’ng kién thic vé déng mdu. Boi vay, ching tdi viét phan nay véi hy
vong cung cép thém cho cdc béc sT thue hinh teén lam sang nhitng diéu
thi€t yeu vé dong mdu dusi gée do ciia chuyén khoa huyét hoc.

Mic ddu dd tham khao nhigu i fiéu vé céch ding, dic biét 13 lidy
lrong cita.thudc.Tuy nhién trong qud tinh 4p dung, cdc thiy thudc lam
sang cﬁhg nén tham khdo thém hudng din sit dung thudc do céc hing san
xuat dé nghj (thudng 12 ban hudng din c6 kém theo trong hop thudc),

Xin néu mot s6 khdng dong chil y&u sau day:

I. HEPARIN TIEU CHUAN (STANDARD HEPARIN)

Con goi la  heparin t nhién  hay heparin chufa phan doan
(unfractionated heparin = UFH)

L. Vai nét dai cuong

— Heparin. 1 mot chdt c6 ngudn géc tir t& bao mast ciia t8 chie lién
két (& gan, phdi, than, tim, hach bach huyét);Ban chit ia mét phén tit phiic
tap gom ho'n 300 polysaccharid khdc nhau,cé trong lugng phén tir 60. OOO
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- 1000.000 datton.Hién nay céc hepari'n tieu chuféin duge si dung chi yéu
trén lam sang cé trong lugng phén tl trung binh la 15.000 datton.

- Co ché& tic ddng:

+ Heparin tdc dong rdt manh lén thrombin (Ila) do viéc tham gia tao
thanh phic hop bao gém : thrombin-AT.Ill-heparin. Qua d6 thuc hién
viée han ché tic dung clia thrombin bing hai cdch:iic ché sy hoat dong
ctia thrombin va gia téc sy phin huy thrombin.

+ Ngoai ra heparin va AT- Il cling bét.hoat dugc céc serin protease
khéc nita nhu Xa, IXa. Nhy vay heparin chil yéu dc ch€ déng miu theo
con dudng ndi sinh. Tuy nhién theo sdch ~Williums hematology™ (1995}
¢hi heparin cdn cé kha ning e ché dong mdu theo con dudng ngoai sinh
nifa,

~ Heparin c6 thé gin dén mifc béo hod vdi cdc protein huyét tuong, t&
b0 ndi mac, monocyt. Cin chii ¢ dic diém ndy dé dp dung trong viéc
thue hién mot liéu phap heparin hop 1§ va di higu lyc.

~ Thdi gian bén huy clia heparin a 30- 150 phiit. Khi vio mdu, nong
dé heparin s& cye dai (peak level) & thoi di€m 4 -6 gid sau Khi tiém.

— Dudng ding: H;én nay cach hay ding nhﬁt 12 t;uyén heparin tinh
mach lién tuc . Cich tiém (inh mach ting dot ngét quang {t ding hon vi
ngity co chiy méu cao. Tiém duéi da cling hiéu lyc nhu tiém tinh mach,
nhung cén diing véi liéu cao hon. Mot s6 téc gid khuyén: D€ didu tri cdc
erwdng hop huyét khéi thi trude khi tigm duéi da cdn tiém mot li€u tinh
mach dé d4m bao cho heparin dugc gin dén mic bdo hoa véi céc 1€ bio
noi mac trude di.

2. Cic xét nghiém duge sir dung de theo dot dleu tri heparin

Khi sit dung heparin mét s6 chi 36 saii 6 thé thay ddi:

Thoi gian mau dong (phuong phdp Lee-White): Kéo dai
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Théi gian Howell : Kéo da;
Thasi gian prothrombin (PT) (thdi gian Quick): Kéo @i
Thai gian cephalin (P’I’T }: Keo dai .'
Théi gian cephalin- kaohn (APTT) Kéo dai ‘ .. .-
* §6 lugng tiéu cdu: Giam
Pinh Eu‘o’no antithrombin I (AT III) G;am
Chi sé r+k (trong dan hoi cyc mau dé): Keo dai
" Tuy nhién trong thuc t& d& theo doi viec didu trj cdn lvu ¥

— Xét nghiém cdn 1am d€ theo ddi difu trj heparin. tiéu chudn Ia
APTT, vi so véi cdc xét nghiém thot gian mdu dong, thoi gian Howell, va
c4 thdi gian cephalin (PTT) thi xét nghiém APTT nhay va chink xdc hon.

- O nhiing labo c6 didu kién thi c6 thé theo doi biang xét nghiém dinh
lwong néng do chéng Xa (anti- Xa assay). Dy [a mot xét nghi¢m rét tot,
dac biét 1 khi st dung heparin tiéu chufin 'véi liéu thap (<O2 IU/ml) vi
khi d6 xét nghém APTT khong dii nhay dé phdt hxén '

e O céc bénh nhan cé yéu 8 khing dong iupus (Iupus ant1~coagulant)
thi xét nghlem AI’I"I‘ bi kéo dai, ldc ndy néu theo d3i diéu tri heparm

bing APTT s& khéng cdn chinh xdc nira. Béi vay trong nhilng truedng hop

d6 céin phai Iam xét nghiém chéng Xa (ant;—Xa assay)- 14 mot xét ngh:em
dinh lugng dac hiéu hoat tinh chdng Xa cfia heparin.

— Xét nghiém s& fugng tiéu cdu cén [am vi néu s6 lugng tiéu cdu ma
qud thdp thi khéng nén ding heparin; mat khic trong qud trinh diéu tri

ciing cén kiém tra laj s§ tugng tiéu cdu dé phét hién sofm hién tugng gidm
tiéu cdu do cam ing béi vige dleu tri hcparm géy ra.
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il 3. Liéu phép heparin
| Péi v6i heparin tiéu chufn vigc diéu trj vh theo dbi cdn thyc hign nhu
Sa.U:
a) Trong diéu tri dy phong (preventive therapy)
~ Liéu: 200 don vi/kg/24gid (phic 46 KakKar)
| C6 thé tiem dursi da S000TUAn, ngay tiem 2-3 ldn.

Mot s6 tac gia dé nghi 5000IU ddu tién nén tiém tinh mach.

— Theo ddi: Bing xét nghiém APTT, hoidc dinh lugng néng do hoat
i tinh chéng Xa (anti-Xa assay).

~ Néu thdi gian 14y méu dé xét nghiém [a mot gidy trude khi tiem mii
tiém sau thi gid tri cin dat duge i

+ APTT khong thay déi so véi chitng;

]

+ Hoac néng d6 hoat tinh chéng Xa £ 0,1 TU/mi

i - Né&u thdi gian 14y mdu 2 gifta 2 14n tiém, thi gid tri cdn dat dugc la:
+APTT: Chi hoi kéo dai (t6i da 1a dai hon 10-12 gidy so véi chiing)
h +Hoic néng do hoat tinh chéng Xa = 0,1- 0,15 IU/ml

b) Trong diéu i chifu bénh (curative therapy)

~ Cdch thir nhdt:
~ Liéu dé xu4t th: 400-800 [U/kg/24gid
~ Dudng ding:

+_Truyén tinh mach lién tye:

C6 thé 14y mau dé xét nghiem theo ddi vio bt ¢ lic nao. Xét
nghiém dé theo d&i 13 APTT hodc ndng d6 hoat tinh chéng Xa.Gia tri cén
dat dugc 1a: '
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APTT: Dai gdp 2,0:3,0 l4n s0 v6i ching;
Hodc nong do hoat tinh chéng Xa = 0,4-0.6 IU/mI
+ Tlém dudi da 2-314n trong ngiy :Theo dbi bang hai cdch:

Ly -xét nghlém vao | gid trude kha tiém miti tlép theo gia tri cn dat
duoe la: '

APTT dai gép 1,5-2,0 l4n so véi chitng; Hodc nong d6 hoat t;nh chong
Xa=(0,15-0,3 IU/ml

Hoic ¢6 thé 18y mAu vio giita 2 l4n tiém, gid tri can dat duoe 1a:
— APTT dai gdp 2-3l4n so véi ching
~ Néng do hoat tinh chéng Xa = 0,4-0.6 [U/ml

Hay ¢6 thé tiém tinh mach c4ch héi (hién nay it diing, Vi nguy co chay

méu cao). Ldy mdu xét nghiém vio 1 gi0 trude khi tiém mii ti€p theo.
Gid tri cn dat duge 1a:

— APTTdaigp 1.5-2,0ldnsoviching,
~ Néng do6 hoat tinh chéng Xa = 0,15-0,30 IU/mL ‘
Céch thit hai:

—~ Cich diing:

Tiém tinh mach 1iéu ddu tién 5.000 U,

Sau 46 truyén tinh mach lien tyc voi 1idu 30.000 - 40.000 U/ngay

(Lt ¥: O cde benh nhén c6 nguy co xust huyét cao, nhur bi gidm ‘tiéu
cu,dang cd vét mé, tién sir cé xust huyét tieu hod... thi nén ding lidu &,
gi6i han thip; Cdn & cic bénh nhan cé nguy <0 xudt huyét thip thi’ nén
diing 1iéu & gidi han cao).
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| _ Céch theo ddi: Sau 4-6 gity k€ tir khi bat ddu tiém heparin cho 18y
mau xét nghiém APTT. Duy tri cho gid tri cia APTT béng khoing 1,5-2,5
l4n go v§i ching 1 duge.

Néu APTT chua dat mic 1,5-2,5 so véi chiing thi tiép tuc tiém heparin
{inh mach thém mét l4n b sung nifa, v6i li€u nhy sau: .

+ Khi APTT <1,2l4n: Tiém liéu 5.000 1U;
+ Khi APTT bang 1,2-<1,51dn: Tiem liéu 2.500 IU .

Sau d6 lai ti€p tuc truyén heparin finh mach. Sau 4-6gid ké tir khi tiém
liéu heparin b8 sung cdn 14y mdu kiém tra lai APTT.

Cdch thit ba:

L cich hién nay dugc nhiéu sich huy€t hoc ¢ ten tudi gidi thiéu vi
durge nhiéu ngudi va ding nhdt. ' ‘

~ ~ Pha dung dich heparin dé truyén: 20.000 IU trong 500 ml dich
truyén (ndng do thudc 1a c8 dinh 40 IU/ml).

— Céch diing :
+ Piu tién tiém tich mach mot 1an véi liéu 5.000 IU.

+ Tiép theo 1 truyén fich mach lién tuc v6i dung dich da pha trén, véi
lidu nhw sau:

( cdc bénh nhan cé nguy co chiy mdu cao: liéu bat ddu ta 31ml/git
(=31mi x 40 U x 24gid = 29.760 IU/ngay)

$ cdc bénh nhan c6 nguy co chdy miu thip: liéu bat déu [a 42ml/giv
{(=40320 IU/nghy)

— Cach theo dbi:

Sau 4-6 gid cho 14y mau kiém tra xét righiém APTT, trén co s& dé diéu
chinh lai liéu theo bang sau (xem hdng 13):
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Bing 13: Hiéng ddn diéu chinh heparin

* X6t nghiém Thay d6i p 16 Thay d6i ligu Cén lam tigp

AFTT
< 4hgidy - |Thém6mligiv | Thém5.760 lUingay |Sau 4-6 giv fam lai xét
' (=40 1U x 6mi x 24 gig).  |"9MIEMAPTT) |
48 -84 giay Thém 3mifgis  [Thém 2.880 IUmgay Sau 4-6giy fam lai xét
‘ . nghiém APTT
55.85 gigy Khéng  |Khong - " |Khdng
86-110 giay Bot3migis |  Giim2:880 Uigdy |[Ngimg truyén heparin, 1

gid, sau d6 thi truyén lai.
Lay méu kiém tra APTT].
sau khi dling lai heparin 4} .
6 gie '

(=40 1U x 3 mi x 24 gid)

>110 giay Bat 6milgi Giam 5.760 (Uingay  [Ngimg triyén heparin mot

: - {oid, sau do thi fruyén lai.
L&y mau kiém tra APTT
sau khx dung lai heparm 4-
 |6gie

*Mot sl §:

— Trong diéu tri céc nghén mach huyét khdi, lisu phdp heparin chi
dua lai ket qua (tic 1a duy tri duge APTT ndm trong gidi han cén thiét &
24 gidy dau) khi d4 loai bd duge tic nhén gy ra huyét khéi.

— Liéu ¢4n thiét cho diéu tii khdng dong thudng gidm sau vai ngly,
khi ma qud trinh huyét khéi da kiém sodt duwge; Lic dé cé thé chuyén
sang st dung cdc thudc khang donc dudng uéng (vi du warfarm J) (xem
thém muc {IL 5. }
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4.N6i vé hien twong khang heparin

— Gol 12 khdng heparin khi phai sir dung véi ligu >35.000 [U/24 gio
méi tao ra duge mot hiéu qua khéng dong trung binh.

~ Nguyén nhén: La do ting vigc gén heparin v8i céc protein huyét
twong (nhy vitronectin}, yéu t6 4 tiéu ciu, monocyt hodc t€ bho ndl mac.

Mat khdc cling ching to: Qué trinh huyét khéi van con xay ra manh
mé (mac ddu dé c6 didu ui chéng dong); Hoidc & day c6 sy bét lyc trong
d5i cha phitc hop heparin-AT Il trong vige trung hod thrombin.

— Xit 1y: Nhanh chéng loai bo nguyén nhin gay ra huyét khéi,Co thé
tang Hiéu heparin len duti su kiém soat chiit ch clia xét nghiém APTT;
Tuy nhién khong dugc qud lam dung Vi rit d& giy ra bi€n ching gidm
tiéu cdu, chdy méu do ding qud 1iéu heparin.

5. Bién chimg trong diéu tri bing heparin

a) Chdy mdu

— (6 thé gap khong 5% & céc bénh nhan diéu tri heparin du liéu.

— Hay giip & cic bénh nhan dang phiu thugt, dot quy; ¢6 tién st chay
médu tiéu hod; bénh thin, tudi cao, s6 luong tiu cdu giam (<100x10°/1);
hoac & c4c bénh nhan déng thai cb diéu tri bing céc thudc khéng tiéu ciu,
ho#ic tiéu dong.

— @ céc trudng hop didu tri du phong huyét khéi bing heparin liéu
nhé thi it ¢é céc chdy mdu 16n, nhung vin c6 thé cé cAc chay miu nhd
(nhu chay méiu chin ring; bAm tim chd tiém choc...)

b) Gidm tiéu cdu do heparin:

- Pay 13 mot phan dng dac ing (idiosyneratic) xdy ra sau diéu tri
heparin 7-14 ngay, nhung cling co thé xay ra sém hon.

_ Sit dung heparin c6 ngudn goc tir b0 thi hay c6 bién ching ning hon
s0 véi cia lon.
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- Baeu hién: Cé thé c6 xudt huyét, nhung ft; chi y&u 13 xay ra huyét
khoi, dic bigt 12 huyét khéi déng mach. Nguyén nhan do tiéu ciu duge
hoat hod in-vive.

— Mot s& xét nghiem dé theo d&i: S8 luong tiéu cdu, ngung tap tidu
cdu, xét nghiém phéng thich serotonin...

— Xir Iy: Trude hét nén nging sir dung heparin khi c6 hién twgng gidm
tiéu ciu do cam ting. $6 fugng tiéu cdu s& trd lai binh thuong trong vong 4
ngay sau khi ngiing sit dung heparin.

*Chit y.

Dé dé phong céc bién chiing chay méu hogic giam tidu cdu do diéu trj
bang heparin nhét thiét phai sir dung céc xét nghiém doéng mdu dé theo
d8i.Duéi day 1a nhitng goi ¥ d€ tham do nhing bénh nhan bj chiy mau
trong lic dang diéu tri bang heparin (xem bdng 14).

Bdng 14: Tham do cdc bénh nhan bi chdy mdy trong khi dung
didu tri heparin.

K&t qué x5 nghidm ~ Lydovaxirly
- APTT: Dai gap23 {8n so véi chimg; - Qualidy heparin,
- Tiéu cAu: Binh thudng; - S - Giam hodc ngimg didu tri heparm

- Fibrinogen: Binh thudng,

- APTT : Trong gidi han binh thuang hodc kéo dail- Giam tidu ciuy db diing heparin,

- Tidu c8u: Thap |- Ngimg sé dung heparin,
-Fibrinogen: Binh thuang. _ -
- APTT: Rt dai - C4 thé DIC 7 hodc bénh Iy gan hay than ?
- Tiu cu: Thap - Néu dang st dung heparin, thi; ‘
- Fibtinagen: Thip. - |+ Binh lugng lai ndng do heparin (bling ky

thuat anti- Xa assay).
+ Digu chinh lai (iéu heparin
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) Lodng xiong

Khi sir dung heparin liéu cao (>20,000 [W/ngay) va kéo dai (>5 thang)
il ¢6 thé x4y ra bién ching lodng xuong do bdi tang hoat dong cha huy
c&t bao {osteoclast).

) Cde tae dyng phy khde

— Giam aldosteron

Phin itng qud min

Tang raen gan

t

Cuong dau duong vt

H

Hoaj tir da khu trih...

6. Qua liéu heparin

Sir dung heparin qud lidu 6 thé gay ra mot 8 bién chimg nghiém
trong nhy ting nguy co xudt huyét, giam tinh dong méu cha che serin
protease.

Pé huy bo téc dung clia heparin nén st dung protamin .Img protamin
sulphat cé thé trung hod duge 100 TU heparin. Protamin chi trung hoa
duoc hiéu lyc chéng thrombin nhung khong trung hod duge higu lye
chéng Xa cta heparin.

Cic lidu thong thudng dugc sir dung theo dudng tinh mach & ngudi 16n Ja:

+ 3ml (= 3.000 UAH) protamin néu sy trung hoa dugce thye hién trong
vong 6 gity ddu ké £ khi tiém liéu heparin cudi ciing .

+2ml (= 2,000 UAH) protamin néu sif trung hoa duge thyc hién sau 6 giy
ddu k& tit khi tiem lidu heparin cudi cing.

C6 thé sir dung lap lai sau mdi 2 hodc 3 gio cho dén 12 gidy sau néu
chua trung hoa hét toan bd lugng heparin.
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ILHEPARIN CO TRONG LUGNG PHAN TU THAP
(Low molecular weight heparin = LMWH)
1. C4u tao, co che tdc dung va mét s6 biét duoe ciia LMWH

'LMWH 12 mét loai heparin ¢6 trong lugng phan tir trung binh chi
bing 6000 dalton, thap hon nhiéu so véi heparin tiéu chudn.

LMWH c6 hoat tinh chéng Xa cao hon so véi hoat tinh chéng
thrombin; Béi vay loai heparin nay ¢é tdc dung kéo dai chdng huyét khai,
con téc dung chéng déng mau thi lai gidm nhiéu. Thude thudng duge chi
dinh d€ phdng ngira huyét khai ngh&n mach, nht 12 trong phiu thuat; va
con dugc chi dinh dé phong 16i loan déng méu trong chay than nhan tao.

Vé mdr xét nghiém cin luu y lo: LMWH khong [am thay déi nhiéu
thoi gian cephalin-kaolin (APTT); B&i valy khéng diing xét nghiém APTT
dé theo d3i, ma phai theo dai bing xét nghiém dinh lrgng hoat tinh chéng
Xa (anti-Xa assay), ‘ -

C6 nhiu biét duge khic nhau clia LMWH. Dudi day Ia mét 8 thudo
LMWH cé bén trén thi trudng:

- __I_d__c__)vg_r_}_ok (tén khdc: Levenox): Bom tiém, chiia sin-dung dich cé
20mg hodc 40mg trong 0,2ml hoic 0,4ml. . '

~ Fraxiparin: Bom tiém; chifa 0,2; 0,3; 0,4: 0.6; 0.8 hodc 1,0ml . Cit
tml ¢6 hogt tinh bing: 25.000 don vi CI chéng Xa, tvong Gng vdi: 10.250
don vi quéc t& chéng Xa (1 don v CI chdng Xa tuong téing véi 0,41 don vi
qudc t& chéng Xa)

- Fragmin (tén khac:Tedelparin):
Ong tiem 1ml, chita 10.000 don vi quéc t€ chéng Xa (IU anti-Xa)

2. Liéu luong, cich ding va cach theo doi trong didu tri bing
LMWH

(Xem bdng 15)




Bdng 15: Didu tri bdng heparin 6 trong litong phdn tit thip (LMWH)

Loai thudc | ligu thudng ding Cachding | Théi gian Iy mdu|  Két qué cén dat
| durge
A Digd tn dir phong (vreveniive therapy):
-Lovenox  |Nguy ca huyst khai|Tiem dudi Nong 6 LMWH =
X -Clevan  |trung binh: 20mg  |dagmdingdy  mot|Ludn &y méu dé|o.2 anti-Xa fUm!
| [&n, fam xét nghigm
Nguy co huyét khdi|Tiém dui da méijvae lc néﬂg d0|Néng 46 LMWH =
cao: 40mg ngay mot ian. thudic cao nhat 3104 anti-Xa lifml
- Nguy co tungiTiém dusi da méi|40id saukhitiem |Néng a5 LMWH ~
; binh:  2.500anti-Xa]ngay mét [an. 0,2ant-Xa U/m
b Fragmin  [IUMmgay
: : - Nguy co cao;Tiém dudl da mdi Nong i)
5.000 anti-Xa|ngay mét 1&n, LMWH=0 4anti-Xa
Uingdy IU/mi
- Nguy co huyét khdi) Fiem dudi da mébi Néng 45 LMWH =
frung binh : 7.500ingay mat lan, 0.2anti-Xa Ui
Gl anti-Xa [Uingay {lugn phai<0,3anti-
Xa lUimb)
Fraxiparine (- Nguy co huyét khaiTiém dudi da méi Ndng do LMWH =
cao:  100-150  Ci|ngay mét En. 0,4 anti-Xa [m
anii-Xa lUingay ‘
B. Didu ri chira bénh {curative therapy):
+tovenox  |1mgfkg/2gio Tigm  dudi  da Néng d
Clexan {=100anti-Xa 2aningay LAy mau vao 10ciLMWH=0,5-1,2 ant-
1U/kgi129id) thudc cd néng dojXa iliml
Fragmin ~ 1100-120  anfi-Xa|Tiém dudi  dajcao nhat 3-4 gid|Néng db
Wikgri2gio . Zianingay sau khi tigm LMWH=05-1  anti-
Xa IUimi
‘ 225 Gl anti-Xa|Tiém dudi da Néng do
Fraxiparine (1Ufkg/12gis 2 faningay LMWH=0,5-1  anii-
{=100anti-Xa Xa Wimt
|WUlkgf12 gich
Ghi chii:

o 1.CI (trong thudc fraxiparine) la chit viét tdt ctia : Choay institute; (Vi
di: 7.500 Cl anti-Xa U hiéy la : 7.500 don vi chéng Xa cia Vien C hoay)

o 2Trong diéu tri chita bénh bing LMWH nén giit cho xét nghiém APTT
dat hon cliing khodng 10-15 gidy li dige.
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3. Mot sé ltmy

- Qua nhiéu nghlen ctu cho thay néi chung LMWH cung an 1oAn nhu
heparin chudn. o o :

- Ngu’é}i’ ta cﬁ_u’a bigt duge pro:t'ar:nin cé trung hoil duc;rc tzic dl_mg cﬂa
LMWH khong 7

- Cé nhu’ng bao céo cho thay LMWH cung c6 thé gﬁy ra gidm tiéu
cau.

4, Nhu‘ng xét nghlem durge sir dung de thee doi dleu tri bing
LMWH

— Néng dcj LMWH (anti-Xa assay) 12 xét nghiém dinh fuong dic higu
vt ¢6 ich dé theo d6i viéc sit dung heparin 6 trong lugng phan tix thap,

— 86 lugng tiéu cdu: Cin fam dé a8 phbng gidm tiéu cdu do dung
heparin. B o

— Thi gian cephalin-kaolin (APTT) rt it bi thay déi khi ding
LMWH, béi vay khf)no duge coi 13 mot xét ngh:ém theo déi trong liéu
phip nay. _ e

5.Céc chi dinh 'diéu tri béng heparin _ _ _

Néi chung cho ca heparin tiéu chudn va heparin 6 trong lwgng phan tt
thip heparin Guge chl dinh d€ diéu tri trong céc bénh sau: :

— Nghén mach huyét khéi finh mach, dic biét 13 trong nghén mach
huyét khéi tinh mach sau

+ Liéu phdp heparin ciing [ mot trong nhitng chi dinh diéu tri khoi
dau, v thudng duge diing ngén ngay dé dé phong bién chtmg xuat huyet
hosc gidm tiéu cdu do heparin.

+ Hiéu qua diéu tri cta heparin wtiéu chﬁﬁn. Vi hepérin ¢6 trong luong
phan tir thdp 12 nhu nhau. Nhiéu tdc gid cho ring : Néu diéu tri bing
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heparin c6 trong lugng phan tir thap véi li€u ¢6 dinh thi viée theo dai don
s& gidn hon vi khéng cdn qué chat ché 1am.

+ Trong diéu tri du phong cdc bénh nlhén ¢6 nguy co cao bi nghén
mach huyét khéi: Nen ding LMWH, hofic heparin tiéu chuén véi liéu:
5.000 IU, tiém duéi da, 8-12gi tiém mot lan,

~ Péng méu rai ric trong 1ong mach (DIC): Heparin liéw phdp 1 mot
trong nhitng bién phdp diéu ui rat quan trong trong DIC.

(Xem thém phin: Déng mdu rai rdc trong long mach.)
— Huyét khéi dong mach vanh:

Qua nghién citu thdy heparin lam gidm ty & chét, t4i nhdi mdu va dor
quy. Tuy nhién chi dinh didu tri heparin trong huy&t khoi dong mach
vanh, vi ci trong nhéi méu co tim hién nay van con tranth luén.

Ngoi ra heparin con duge st dung dé diéu trj cho cde bénh nhén bi
con dau thit nguc khong 6n dinh.

— Huyét khéi géy ngh&n mach nao: Chi dinh diang heparin. vin cdn
chua ngd ngll.

— Chc chi dinh khéc: Heparin con duge chi dinh trong mot s¢ bérth
nhu: Hen do tip thé duc, hosic phong ngira tic tinh mach gan sau ghép tuy
XUORg.

Iit. CAC THUSC CHONG DONG DUONG UONG

Cic thubc chéng dong dudng ubng (cdn goi 1a cée chdt 4ot khing
vitamin K) bao gém hai nhém:

_ Dén xuft cha 4- OH coumarin. C6 cdc thude:
Coumadine {(warfarin);

Sintrom;
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Tromexan;
— Din xudlt ctia indandion.Gém céc thudc:

Phenidiqn.

Fluindion. |
O day tap trung trinh biy vé& warfarin, v dé 12 thudc hay diing nhét.
1. Vi nét dai cuong vé warfaris

~ Warfarin-din sufit coumarin va 13 mot khdng vitamin K rat thong
dyng. Thudc ¢6 tdc dung tic ché epoxyd reductase, tir dé lam tang ty s
oxyd/vitamin K. Lugng oxyd nhiéu s& canh tranh véi vitamin K& viing
thu cam lam cho vitamin K, bj gidm hiéu lyc. Nhur viy qua co ch€ tic
dong nay ma warfarin di tic ché duge hoat déng cia cdc yéu 8 dong mdu
phy thude vitamin K nhw: 11, VI, IX, X, protein C va protein S.

{Luy § : Khi sir dung cdc thude khing vitamin K | ciing nhu khi co thé
thi€u vitamin K thl gan khong téng hop ra dugc cdc yéu 16 dong mdu 1I,
VIL, IX, X.. md chi tgo ra dugc cdc tién yéu t6 clia chiing ma théi. C4c
protein ndy t4p hop dudi tén goi 1a PIVKA (proteins induced by vitamin K
absence or antagonist); d6 14 cdc protein ¢é hoat tinh déng méu r4t thap,
tham chi [a ¢6 thé e ché lai qué trinh dong miu.)

— Thuée dugc hdp thy qua dudng udng; vio méu thudc gén rét chit
v0i protein huyét wong; Chi cé & dang ty do méi hoat dong. Thdi gian
bin huy la 36-48 gid. Thuéc bi phan huy béi cdc enzym microsome ciia
gan. Thudc qua rau nhung khong tigt qua sifa.

2. Vin dé sir dung warfarin

— Liéu: C6 thé dimg 12 mg/ngay, udng 6 ngay trong 1 tudn. Tuy
nhién liéu nay thay ddi it nhiéu (cé thé dung dén 35 mgftudn).

— Trong céc bénh Iy gy thi€u hut vitamin K nhu"hﬁ'p thy kém, cé
ding khéng sinh, hay déi, bénh 1y vé& gan, cic tinh trang ting chuyén hod
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va khi c6 su thc dong tuong hé ¢la thudc thi thily cd sy tang ddp Gng khi
diing warfarin.

— C6 it nhiéu thubc ¢b thé nrong tdc véi warfarin,vi dy

+ Céc thusc ma canh tranh v6i warfarin trong viéc gén véi cic protein
trong huyét tuong thi lam ting higu luc chéng dong cua warfarin;

+ Céc thusc lam ngan cdn sy hdp thu warfarin (nhu cholestyramine),
hotic 1am tang sy chuyén hod qua vai trd cia men oxidase hdn hop (nhu
barbiturat, rifampicin) thi lam gidm hiéu lyc chéng dong khi dung
warfarin,

+ Aspirin va cdc thude chéng viem khong steroid (NSAID) lam tang
nguy co chiiy méu do tim 18l loan chitc nang ti€u cdu va tdn thuong niém
mac da day. B&i vay trong khi diéu tr warfarin can phai theo d6i chit ché
khi bé sung, holic ngimg sir dung hay thay déi liéu clia cdc thube ndi trén
dé c6 thé dam bdo duy i duge mot liéu an toan nhung vin ¢6 hidu qua.

— Hién rong khang warfarin. C6 thé do nhiéu nguyén nhén:

+ Do benh Iy di truyén Jam tang chuyén hod hodc gidm viéc gan thue
vao cdc receptor & gan.

+ Hoac ¢6 thé do ¢6 thai, hip thu thude kém; hay do dia vao co thé
mbt lwong vitamin K qué 16n.

Hién tuong khang warfarin dé lam gidm higu Iyc cla thudc.

Mot diéu cén luu § 1a: warfarin phdt huy hiéu lyc cham; thuong I3 phii
sau 4-5 ngdy. Vi viy trong cdc phéc dé diéu tri phdi hop v&i heparin
thudng phii ding warfarin truée khi ngiing heparin vai ngdy (xem thém
phdn § “Mor & chi dinh sit dung cde thude chdng dong duong uéng'"):

3. Mot s6 xét nghiém c6 thay doi khi ding warfarin
— Thd gian prothrombin (PT) (thdi gian Quick): Kéo dai

— Thrombotest: Kéo dai
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~ Xét nghiém P-P: Kéo dai

— Mot s6 chi s§ dinh lugng cha y&u 18 I, VI, IX va X : Thudng bi
gidm.

— Trong TEG: Chi y&u Ia chi s& r+k: Kéo dai.
Tuy nhién dé theo déi diéu tri warfarin, nhiéu tdc gid dé nghi chi cin
st dung xét nghi¢m thai gian prothrombin 12 duge. Trong d6 cén luu ¥:

+ Thoi gian prothrombin 13 mot xét nghiém don gian, d& 1am nhung
két qua bi phu thudc rdt nhidu bdi thromboplastin st dung trong xét
nghiém, ‘

+ Boi vy cén sir dyung chi s6 INR (international nomalized ratio) dé
diéu chinh lidu. Cong thifc tinh INR:

PT bénh nhan

i

INR 1SI

PT chiing

Trong dé ISI la chi s6 nhay cam quéc € (International Sensitivity
Index), dﬁy I2 chi s& hiéu chinh da dwge nha sdn xudt tinh_ra_cho méi. Is..
thrombopiastm ctia hdng (xem thém phdn néi vé xét nghiém thdi gian
prothrombin).

+ Hién nay nhicu tic gid &€ nghi: Khi diéu tri bing warfarin nén duy
tri chi 56 INR = 2-3 & an toan; Riéng véi cic bénh nhz‘m st dung van txm
nhan tao thi cé thé duy tri chi s6 INR = 2,5-3 5

* 4. Qud liéu warfarin : _

Trong thue hanh c6 thé xay ra didu tri warfarin qué lidu, dic biét 11 khi
diéu tri md khong theo d&i bing xét nghiém . Biéu hién ché yéu khi qud

“liéu 12 bénh nhan s& bi xuat huyét; cdc. xét-nghiém bi thay déi theo xu
hudng giam déng.
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Xir Iy: Ngung sl dung warfarin ngay; tuy nhién cdn nhé 12 sau 48 gid
thi méi hét tdc dung ctia lidu thudc cudi ciing da ding.

Cho bénh nhan sir dung vitamin K, tiem dudi da, hay tinh mach (chi

¢:tiém vitaminK finh mach rét hay gy ra shock).

Nhitng trutng hop chdy mdu néng ¢ thé truyén huyét tuong tuoi déng
lanh, v&i lidu 15 mi/kg cho bénh nhér; tham chi néu qué gfip c6 thé diing
cé dung dich ¢6 dac phitc hé prothrombin. Can luu ¥ 12 vige didu tri nay
rit dé din dén huy€l khoi; va ci hai ché phim trén déu cé thé gy ra
nhiém céc virus nhy HIV, HBV ...

Néu qué liéu nhung nhe, chua c6 triéu chitng chi cin ding vitaminK

tiéu nhé (0,5-1,0 mg) 13 di ¢6 thé diéu chinh dugc.

5, Mot s& chi dinh sit dung edc thude khing dong duong udng

— Néi chung: warfarin duge chi dinh trong cdc bénh 1y huyét khéi, va
thudng ¢ su phoi hop véi liéu phdp heparin.

~ Mot phic d6 didu tri huyét khdi tdng quét 1a:
+ Bt d4u biing dung heparin (dudi da hodc finh mach);
+ Sau d6 3-5ngay thi dimg warfarin {cting v6i heparin).

Sir dung xét nghiém thoi gian prothrombin d€ diéu chinh liéu dat dén
hiéu qué diéu tri.

+ Cét heparin khi d sir dyng warfarin dugc 4-5 ngdy. Nén Jam lai xét
nghiém APTT (thdi gian cephalin-kaolin) sau khi ngimg st dung heparin
6 gitr d€ khing dinh dugc hiéu qua chdng dong 1a do warfarin tao ra.
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+ Dé dé phong huyét khdi tdi phdt cdn phai tai sir dung cdc thudc
chéng dong vai tudn hodc vii thdng. C6 thé ding bing 2 cdch: Heparin
tiém dudi da, hofic warfarin dudng uéng.

Du diing cdch nao thi cling phéi dua trén cic xét nghiém dé didu chinh
lieu cho thich hop: Véi heparin tigu chudn thi diing xét nghiém APTT;
Con véi warfarin thi diing xét nghiém thoi gian pmthrombm duy tri heu o
mic chi s6 INR = 2-3 12 duge.

— Mot 6 bénh [y ¢6 thé chi dinh didu tri warfarin:

+ Huyé€t khéi cfp: Liéu bit ddu 12 10 mg/ngdy % 2 ngay. Sau d6 hisu
chinh lai liéu theo chi s6 INR. Lam xét nghiém lai hémg ngay.Viéc st
dung heparin phé&i hop 13 rit cin thist.

+ Ngh&n mach do huyét khéi tich mach: Trude hét phai diéu tri bing
heparin. Sau dé din ddn thay thé bing warfarin,

+ Ngh&n mach do huyét khéi dong m@cﬁ: Ciing bét ddu diéu tri bing
heparin v& sau d6 ding warfarin phéi hop dé dédn dén thay the. Mot s6 tdc
gia d& nghi nén duy tri liéu warfarin dé chi s6 INR = 2,7-4,5 14 duge. .

Liu ¥ vé sit dung cde thuoe chéng dong trong phdu thudt:

* Néu diing warfarin cho bénh nhan c6 nguy co huyét khéi thip (nhu
bénh nhan bi rung nhi) thi phai cat thudc trude khi c6 phiu thuit 3-5
ngly.

* Néu & cdc bénh nhan c6 nguy co huyé’t khéi cao md c6 ding heparin
thi phai cit thude trude khi phiu thuat ft nhit 12 6 gid.

* Riéng & cdc phu thujt nho thi ¢é thé khong cén cit thué’é ma vin
phéu thuat dugce; tuy nhién cdn lwu ¥ gidm heu warfaxm dé chi s6 INR =

15 acéd the dam bao dirge sy an ton. '
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6. Nhimg tic dung khong mong mudn khi ding thudc khang dong
dudng udng ‘

a) Chdy mau

— LA bién chiing hay gip nhit Khi diéu tri bing warfarin, tham chi

ngay ca khi liéu dung dang & gidi han an toan.

~ Cdc y&u 16 chinh gay ra sy chay mdu la:

+ Cudng do clia thude chdng dong (khi INR >2.5 thi nguy co chay
méu ¢ao). ‘

+ Lén tubi.

+ Tién st ¢ xudt huyét dudng tiéu hod.

+ Cao huyét dp.

+ Bénh mach nio.

+ Bénh tim.

+ Suy théan.

+ C6 sir dung céc thudc chdng déng khic hojc aspirin.ma khéng theo
dbi bing xét nghiém céin thén .

~ Trong thyc hanh diéu tri viéc phan tich day dii cdc yéu & nguy co
rdt can thi€t, dé tir 46 ¢6 duge mot chién luge diéu tri thich hop.

~ Vi trf hay bi xuft huyét nhit 12 dudng tiéu hod hodc dudmg sinh
duyc-tiét niéu,

Muén kiém soat duge tinh trang chdy mau khi ding céc thude chong
dong dudng udng thl nhat thi€t phai theo dbi bing cdc xét nghiém dong
méu (PT, fibrinogen, s6 lugng tiéu cdu...); Can phai phén tich céc két quéa
xét nghiém dé mot cdch khoa hoc dé fim ra mot bién phép x0r 1y thich
hop. Dudi day 13 mét s goi ¥ khi thic hinh trong tam sang (xem bdng 16).
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Bdng 16 : Tham do chdy mdu & cée hénh nhan didu tri
chdng déng dudmg uéng.

K&t qua cac xét nghigm Nhan dinh va xir ly

-INR=20-45 o ~ [Chdy it khorig phai do nguyen shan bi rdi
- Fibrinogen : Binh thuérag : logn G{mg méu

- 88 iugng tidu cau : Binh thirmng

CINR>45 ' Hiéu Iyc chang dong qué manh. Gidm hosc
- Fibtinogen: Binh thuéng ngimg ding thude chdng déng duding ubng.

- 88 lugng tiéu cAu: Binh thuong

-iINR>45 DIC ? Hodc bénh iy gan 7

- Fibrinogen varthodic 53 lugng tiéu ciu thdp. |Gidm hodic ngimg st dyng thudc chéng déng
dudng udng.

* Chii thich:

+INR (International noymalized ratio): T3 1¢ bink thiong hod quide t2,

+ DIC (Disseminated intravascular coagu!atzan) Déng mdu rdi mc
n ‘ong long mych. . T '

b} Hogi tit da do warfurin

- Biéu hién : Trén da thuong 12 & -vfmg cé nhidu md (nhu ngﬁ'c
héng...) xust hién nhifng viing dau va mz’lt mau; vé sau ¢6 thé bj hoai tir
hoic néu nhe thi lén viy,

Thtrdng xuft hlen vao ngay thi 3 dén thit § cua liéu trinh diing
warfarin.” o o

= Nguyén nhﬁn Co the !’x do su glam stit qué nhanh clia nong do
protein C (cling 1a m()t yé&u 6 phu thude vitamin K} so véi cdc yéu t&
khdc, do d6 tao ra mot finh t;ang ting dong nhat thdi. ..
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Chii yéu gap & phu nif bi thi€u protein C di truyén, hodc & céc bénh
nhan bi huy&t khéi finh mach.

~ Xir 1§: Con dang tranh ludn. C6 thé bao gbm viéc: Ngimg sit dung
warfarin, thay thé bing heparin; dung vitamin K hoac truyén huyét tuong
twot dong lanh cho bénh nhén . '

~ Du phong cho céc bénh nhin cb tién sit bi hoai t¥ da do thudc
warfarin nhung vin cin ti€p tuc didu ul chéng dong la bat ddu ding
warfarin liéu nho, tang dan 1én tir tir v ph6i hop véi heparin di liéu.

¢} Cde tac dung phu khdc

Cin chii ¥ nhdt 1a :Warfarin dugc coi 1 mot tic nhén gly quéi thai
(teratogen), thudc c6 thé gay di dang hé than kinh, r6i loan thinh gidc...
bii vay chdng chi dinh sif dung thudc cho ngudi cé thai.

Thuéc cling ¢ the gay ra bét thadng trong chuyén hod calci va gy
ngh&n mach cholesterol.

7 N6i vé cac thudc chong dong duomg uong khac

%\l\

Ngoai warfarin thi trén thi trudng con ¢ mdt 6 thudic chong dong
dudng udng khéc, nhu

b
ey

eDicoumarol:

- Tén khéc: dicoumarin, dicoumarolum, melitoxin...

— Bigt dugc: antithrombosin, dicoumal, symparin, temparin,

thrombosan...

~ Vién nén 100 mg.
— Chi dinh: phong v diéu trj céc chitng huyét khoi, nghén mach.

— Liéu ngudi 16n: | vien x 23 i4n/ ngay, ding 2 ngay; sau dé giam
lidu: 1/2- 1 vién/ ngay. ’



«Etyl biscoumacetat:
~ Tén khéc: Neodicumarin.

— Biét dugc: dicumacyl, dicumaryl, pelentan, tronmexane, trombarin,
Trombolysan. ‘

— Dang thuéc: vién nén 100 mg va 300 mg.

~ Chi dinh: phdng va diéu tri cd¢ chitng huyét khoi,viém nghén tinh
mach, nhdi mdu co tim.

— Liéu cho ngudi lon.
| ngay I: 0.3 g x 3 ldn
.. "ng?;iy 2:0.13gx 2 lan
- ngdy3:00g x1-2lMn.

e Sintrom:

Tén khdc: Acenocumarol, Nicoumelone. .
— Bigt durge: sintrom, syncumer, thrombostop...
= Dang thudc: Vién nén, 2-4mg.. ..

Chi dinh: Phdng huyét khai (fink mach, phéi...), ding sau khi cit
heparin.

— Liéu: 4mg/ngiy x 2 ngly;
© Sau d6 1-2 mg/ngly.

» Fluindion:

— Biét dugce: Previscan.

Dz_mg thude: Vién nén 20mg;

i

=~ Chi dinh: Phong huyét khéi, ding sau khi cit heparin.

Liéu: 20mg/ngdy x 3- 4 ngdy; sau dé thi diing IOmg/ngéy .
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LIEU PHAP TIEU FIBRIN
(Fibrinolytic therapy)

1. M3 DAY

— Muc dich clia liéu phip tieu fibrin 1a: LAm tiéu nhanh fibrin tai céc
cuc huyét khéi, vi vay ma lam giim dugc tén thuong do thidu méu cyc bo.

— Tt ¢ cée the nhan tiéu fibrin ¢6 trén thi trudng hién tai déu cé tac
dung hoat hod chuyén plasminogen thanh plasmin dé tieu fibrin tao ra céc
san phim thoéi hod (FDPs).

Il MOT SO TAC NHAN TIEU FIBRIN CHO YEU

1. Streptokinase (SK)

~ 1 mot polypeptid don chudi, chiét suft tir streptococcus tan huy&t
nhém f3.

— SK khong c6 hoat tinh ddng hoc noi sinh, nhung nd ¢6 kha nang
ghn voi ca plasminogen va plasmin dé tao ra cc phtic hop tigu protein,
_nhim thue hién qud trinh tiéu fibrin. _

Trong s6 d6 thi phic hop SK-plasmin ¢6 kha ning gidng hod fibrin
manh nhit, tham chi hon ci plasmin ty do va it bi fc ché bdi ca¢ chdlt e
ché nhw O,-antiplasmin va o,-marcoglobulin.

— Hoat tinh ctta SK dugc tang lén béi fibrinogen, fibrin va cdc san
phdm thodi gidng cla fibrinogen. '

— Sy lueu hanh phitc hop SK-plasmin da dan dén viéc duy tri dugc mot

lugng plasmin trong miu (plasminemia) vi do dé cling duy tii dugc tinh
trang tiéu fibrin mot cdch c6 hé théng.
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— Tac dung tiéu protein cita SK khong chi thuc hién tiéu fibrin huyét khai
ini ¢a trén fibrinogen luu hanh.

— Phuc hgp SK-plasmin(ogen) bj thodi gidng bdi chinh plasmin.

- SK ¢6 thé giy ra ¢dc phin dng phu nhue: S8t, gidm huyét 4p, ndi mé
day. co thit khi phé quan. Dé phong cdc phan tng phu bing cdch sir dung
ciic thudc acetaminophen, dyphenhydramin hoac hydrocortison.

— Sir dung SK ¢6 thé gay ra viéc sinh khdng thé chdng SK, hau q'ué’l [a
khi diéu tri SK véi lidu chudn thi hiéu lye ciia thusc s8 rét kém.

* Chi dmh va lidu lugng ciia SK:

— Nhéi miu co t:m méi: lidu 1.500.000 IU tiem tinh mach 1 ldn cho
60 phit

C6 thé tiem tai chd v6i lidu: 3.000 IU/phit, v6i thari gian 15-120 phiit
— Nghén mach huyét khdi tinh mach sau:

+ Ligu khéi dau: 250.000-500.000 U truyén finh mach trong 20-30
phiit;

“+ Sau d6: Truyén tinh mach cham 100. 000 U trong I gtof thai g:an
diéu tri 24-72gid..

— Tic dong mach ngoai vi:
+ Liéu khoi dhu: 250,000 1U truyén tinh mach, trong 20-30phdt; -
+ Sau d6: 100.000-150.000 IU, truyén tinh mach, trong 1 gidr.

Diéu ui ti€p tyc: Cin ¢t vio triéu ching, khd ning phiu thust néi
chung can diing 24-72 gid.

~ Ngodi ra ciing c¢6 thé tiém tryc ti€p SK vao dong mach phéi, cfcfmg
mach vanh, cic xoang thanh mac, hoic tiém vao dong mach gdn noi huyét
khéi. Chi dinh va cdch diing ndy theo ¥ kién clia bdc si chuyén khoa,
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2. Phitc hop chit hoat hoa streptokinase-plasminogen anisoy! hod
(APSAC = anisoylated plasminogen-streptokinase activator complex}.

~ APSAC la mot phiic hop cia plasminogen (c6 thay déi vé mit hod
hoc) gin khong déng hod tri véi SK. Plasminogen & day ¢ vi tri hoat
dong duge bao vé.bdi mot nhém p-anisoyl lién két déng hod trf .

_ Sau khi tiém tinh mach mat Lidu, sy axy! hod khit APSAC s€ xay ra
ngay vk tao ra dugc phiic hop SK-plasminogen hoat dong,

~ APSAC cé this gian bin hity dai hon vi higu lyc tiéu fibrin 16n hon SK.

_ APSAC cé thé sir dung bing céch tiém nhanh vao {inh mach ma
khong gay ra gidm huy&t 4p.

— Chi dinh chii yéu APSAC I nhéi mdu co tim cép, liéu 30 1U tiem
finh mach cham (5 phit).

3. Urokinase

- La mdt serin protease cé thé hoat ho# tryc ti€p plasminogen. Gen
téng hop nam trén nhiém sic thé 6 10, v6i chiéu dai 12 6.4 Kb va c6 11
exons. Thuc gay ra tinh trang tiéu soi huy&t mot cich c6 hé thong.

— TIn-vitro urokinase tén tai & dang don chubi (scu- PA), d6 chi 1a mdt
zymogen, hoit tinh thip; hodic & dang 2 chubi ¢é trong lugng phan tlt cao
(HMW-tcu-PA) vi & dang 2 chudi cd wong lwong phan ti thap (LMW-
teu=-PA).

Dang thudc urokinase thuong mai clta My I2 LMW-tcu-PA,

— Urokinase khong hay gy ra phan tng qui min hoac hinh thanh
khing thé.

— Chi dinlt va liéu ligng ctia urokinase:

+ Ngh&n mach phéi: 4.000 IU/kg- truyén tinh mach (véi dung dich
glucose) trong 30 phit. Sau dé dyy tri véi liéu’ 4.000 1W/kg/git; dang
trong 12-48gid
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+ Huyét khéi tinh mach sau: Liu nhu trén, thdi gian duy tri Ia 24-
12gi0,

+ Téc dong mach ngoéi vi: Sir dung liéu todn than nhu trong nghén
mach phdi, duy tri tir 24- 72’g1c7

+ Nhéi méu co tim cép: Lidu toan than | OOO 000 3.000.006 IU; duy_ :
tri trong 60 phit.

4. Chét hoat hoa plasminegen to chire (t-PA)

— t-PA 1A mét serin pi otease dugc téng hop boi 1€ bao néi mac ; Hién
nay di c6 thé mua dugc t-PA trén thi trudng, dé 12 san phﬁm tdi t& hop
plasminogen hoat hod .

— t-PA di gan vio fibrin ciing véi plasminogen, didu ndy da gidp fam
- tang hi¢u lye xiic tde cha t-PA d6i véi plasminogen lén hang team lan.

Nhur véy t-PA c6 tinh dac higu véi fibrin, day 12 mot loi thE tuong d6i
vé mat [y thuy&t khi so sénh v6i céc chit tiéu fibrin khic.

~ Muén diéu tri bang t-PA c6 hiéu qui cén phai duy tri mot néng do t-PA
dii cao én dinh dé c6 thé tao ra mét tinh trang tiéu fibrin lién tuc,

- t-PA khong gay ra dj @ng vi cling khong hinh thanh khang th g
ngudi st dung.

Chidinh v liéu luong cﬁa t-PA:

Nhéi mdu co tim cfip: Si dung lide todn than 12 100mg cho 3 gity, duge
chia ra nhu saw:

6mg-ditng trong -3 phut;

- Sau d6 54 mg ding trong 57 phiit (nhu vy gi& ddu hét 60mg);
20mg cho 60 phiit tigp;
Va 20 mg ¢on lai cho 60 phiit cuéi cling.

Cé thé sir dung t-PA cho huyét khéi tinh mach sau: 100 mg dimg tr ong
2 gid.
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Luu y: khong nén sir dung t-PA v6i liéu >100 mg.

il CAC XET NGHIEM THEO DOI KHI BIEU TRl BANG CAC
TAC NHAN TIEU FIBRIN
1. Céc xét nghiém c6 thay déi khi diéu tri bang céce tic nhan tién
fibrin '
— Thdt gian tiéu euglobulin (nghiém phép von-Kaulla): Rit ngén lai.
— Quan sdt cuc déng-ctia mdu todn phéin: C6 hién tugng tiéu cuc dong
nhanh hon binh thudng, nhiéu héng cdu bi idng & ddy ong.
Néng d6 FDPs: Tang cao.

Néng do plasminogen huyét tuong gidm (c6 thé chi cn 0).

{

H

Fibrinogen: Giam.

o, -antiplasmin: Giam.

Thai g}an prothrombin (PT): Kéo dai.

Thoi gian cephalin-kaolin (APTT): Kéo dai.
Thai gian thrombin (TT): Kéo dal.

!

2. Mot s6 hro §

~ Khi st dung SK s& gay ra giam ndng dé plasminogen huyét tuong
rit manh, tham chi ¢é khi chi cdn 0. Di kém theo do thi nong do
fibrinogen sé tang lén dén (diéu ndy c6 thé din dén sinh huyét khéi).
Chinh vi Iy do d6 nén dién bién cla xét nghigm nong do fibrinogen va
thdi gian thrombin thudng 1 nhu sau:

+ Trudc 4 gid ké tir khi bit ddu dimg SK thi néng dé fibrinogen gidm
rfit 15 rét; thoi gian thrombin kéo dai (c6 thé >90giay).

+ Sau d6, do plasminogen gidm déin, rén néng do fibrinogen ting din
len, xét nghiém thdi gian thrombin ciing rit ngén dan .
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— D& phodng ngira huyét khéi xay ra (khi fibrinogen >1g, hodc khi théi
gian thrombin ngan hon 60 gidy) thi c4n phéi hop sir dung heparin. Néu
sir dung heparin cén chi ¥ theo dbi cic xét nghiém sau:

+ Thoi giancephalin-kaolin (APTT), (hodc thai gian Howell néu khong
thm duge APTT).

+ Thot gian thr_ofnbin;

+ Thoi gian reptilase: Cin [am, vi xét nghiém ndy khong chiu &nh
hubng cua heparin nén gitp ich cho viec ddnh gi4 xdc thuc hon viéc gidm
fibrinogen 12 do tdc dong ciia heparin hay qua vai trd tiéu fibrin(ogen) clia
plasminogen.

— Urokinase ciing gy gidm plasminogen huyét twong, nhung khong
manh bing SK; bdi vy khi ding urokinase hoat tinh tiéu fibrin manh viin

ludn 100 tai rong sudt thdi gian didu tri (vi plasminogen van luén cé).
Ciing chinh Iy do d6é ma cn luu §:

+ Khi hrdng fibrinogen huyét twong ha thép duéi 1 g/l thi phai gidm
liéu urokinase.

+ Chong chi dinh viéc st dung umkmase lidu cao véi hepa:m vi rit dé
gay ra chay mdu . -

IV.MOT S6 HAN CHE CUA LIEU PHAP TIEU FIBRIN

C6 3 han ch€ (nhuge di€m) Ién khi s dung lieu phép tieu fibrin: Gay
xudt huygt, tiéu fibrin cham (thdi giank€ tir khi bt ddu sir dung d&n khi
tiéu dugc cyc: dong cling vdn con khd dai) vd thudng xay ra tai nghén
mach. : :

~ O céc bénh nhan ding SK ¢6 dén 5% xay ra bién chiing xuit huyét,
Trong d6 ¢6 1% la xusit huyét ning. Cic tdc nhan tiéu fibrin khdc cling c6
thé gay ra bién ching xufit huyét véi ty 1é twong ty. DE gidm bét tai bién
ndty cén chd ¢: Khong chi dinh sit dung céc thude tiéu fibrm tran {an va
cling trinh dung thi gian qua dai.
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Mot s6 chéng chi dinh d6i véi liéu phép ticu fibrin:

+ Tai bién mach ndo.

+ Pang ¢6 phau thuét.

+ C6 hdi stic tim phdi kéo dai.

+ Cao huyét 4p niing.

+ Dang c6 bénh 1y chity méu hodc loét da day-td tiang.

-~ Thai gian tieu duge cyc huyét khéi trong viée dung céc téc nhin
tieu fibrin 12 cdn cham; Diéu ndy doi khi lam cho gid tri cla ligu phip bi
giam hén di, vi dii cyc dong da duge gidi quyét xong nhung do thigu mdu
kéo dai dd gay ra mot ton thuong khong thé héi phuc duge cho t6 chiic.

— T4i the nghén mach c6 thé x4y ra véi ty & 30-40% & cdc bénh nhén
mi trude d6 di didu tri bing tdc nhéan tiéu fibrin thanh cong.

Bién phip khic phuc dé gidm ty 1¢ tdi the mach 1a: Sir dung bé sung
thudc chéng tidu cdu vi cic thude chéng dong. Vi dy : Mot phéc dé diéu
tri tiéu fibrin hoan chinh & Khéi diu 13 chit téu fibrin
(streptokinase,urokinase); ti€p theo 1i tdc nhan tiéu fibrin phdi hgp véi
heparin va/hoac aspirin; sau d6 fa ding céce thudc chéng dong bang dudng
uéng (warfarin) dé thay the.

C6 thé néi viec ket hop sir dung heparin trong khi /hodic sau khi diing
cée tée nhan tieu fibrin |2 mot viéc [am rat kho. Boi vay dé lidu phdp cb
dwoc hiéu qua vi trdnh duge céc bi€n ching ctia diéu tri thi viéc theo doi
bing céc xét nghiém dong mdu 1a ¢6 ¥y nghia rt to 16n.Céc xét nghiegm
déng mau duge sir dung chil y€u van la: APTT, PT, TT, s& lugng ti€u
cdu, fibrinogen...Cin phin tich moét céch khoa hoc két qua cla céic xét
nghiém ké trén dé c6 mot céch x& 1y kip thdi. Dudi day 1a mét s6 goi
y (xem bdng 17).
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Bang 17: X6t nghiém kiém tra tham do hénh nhdan bi chdy mau trong khi

dang diéu tri tiéu huyét khéi
Thoi digm Ket qua xét nghiém Ly dova xir ly

Khi dang ding caciTT hodc APTT: R3t kéo dai Ly do: Tang plasmin )

tac phén tidu fibrin Fibrinogen: Thép XU by: Ngimg sir dung ¢ nhan tidu fibrin
va lruyén huygt tuong tuci dong lfanh
(FFP)

Trube  khi  ding|yT hodc APTT: Rét kéo dai Ly do: Gidm fibrinogen mau

heparin

Trong  khi d&ng
heparin

Fibrinogen: Rt thép

X{ [y Khing duge ding heparin

Truyén céc cht thay thé ndu thiy can
thigt.

Fibrinogen: Thap

APTT : R&t kéo dai; Kem
theo:
Fibrinogen: Binh thudng
Tiéu cu: Binh thuong

Tidu cau: Binh thuemg

Fibrinogen: Thip
Tiducdu: . Thap.

Ly do: Qué liu heparin,
X{riy: Gidm lidu heparin,

Ly do: S dyrig heparin qud sé'm;(Nén

ding xét nghism anti-Xa @8 xac dinh
chinh x&c ndng do cia heparin)

Ly do: C6 thé la DIC, bénh Iy gan, than...

Xt y: Can tham do thém theo cac hudng
trén.
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_ TRA cUU THEO MUC TU

— Acid arachidonic (15, 16,18, 23, 38, 122)
- ADP : (16, 17, 33, 35}
— Antithrombin 111 (23,45, 38, 116 192, 137)
~ Aspirin (16, 38, 184)
— o -anti-irypxin (46, 60)
— o, anti-plasmin (o, -AF) {79, 116)
~{C4c) bénh [¥ ¢6 thé gay ra huyét khéi (136)
- Bénh von-Willebrand (27, 122)
- (Cdc) chét khing plasmin (79, 81)
— Cephalin (98)
~ Chit diéu bién phét trién (12)
~ Chét hoat hod plasminogen cila doi (bat-PA) (72
~ Chit hoat hod plasminogen té chitc (t-PA) (66, 69, 81, 116, 217)
— Chat khang dong lupus (63, 125, 137}
— Chit ttc cheé Cl (12, 46, 60)
— Ch#t éic ché hoat hoa plasminogen-1 (PAI-1) (12,78, 81, 116)
- Chét iic'ché hoat hod plasminogen-2 (PAI-2) {79, 81, 116}
- Chit ¢c ché Kunitz (80):
— Chiit fic ché con dudmg y&u 16 16 chitc (TFPL) . {61
—Chi dinh xét nghiem dong mdu hgp 1y an;
— Chi $6 nhay cam gudc t€ (ISI) : (94, 93}
- Co cyc méu (86)
— Con dudng dong mdu ndi sinh {(50)
- Con dudng déng mdu ngoai sinh (52}
- Cyclo-oxygenase {16, 18, 38, 122, 184)
- £an héi cuc mdu 46 (TEG) (162}
-~ PEm 36 luong tidu cdu (84)
~ Diéu tri biing céc thudc chéng ticu fibrin (181)
~ Didu tri bing céc thubc khing dong (191)
+ Heparin c6 trong hong phan tir thip (LMWH) (201
+ Heparin tieu chudn’ (191)
+ Luu ¥ 5 dung cdc thugc khdng dong trong phiu thuit (209)
+ (Céc) thudc khdng dong dudng udng (204)
— Dinh luong cdc sin phim thodi gising ctia fibrin (FDPs) (114)
—Dong m4u rai réc trong long mach (DIC) {138) ~
+ Bénh nguyén . (139)
+ Céc thé 1am sing trong DIC : {158)
+ Co ch€ kiém sodt DIC (136)

222



+ Chiln dodin giai doan cia mot DIC dién- hmh

+ Chin dodn p[’]dli bigt gitta DIC véi mol 86 bénh khic

(171)
(174)

+ Chin dodn phan biét gitta DIC véi r6i lo‘m donﬂ mAiu trong bénh gan (174)

+ Chén dodn phmz bigt gitta DIC vdi tiéu fibrin tién phat

+ Chin dodn xdc dinh DIC
+ DIC véi tieu fibrin tién phdl
+ Dién bign cda mot DIC didn kinh
+ bidu tri bénh nguyén
+ (Mot s6) didu tri b6 tro khic
+ Diéu i thay thé
+ Dinh nghia v lich s
+ Heparin ligu phap
+ Nguyén tac didu tri DIC
+ Sinh 1y bénh cda DIC
+ Sir dung cde thude chdng tiéu fibrin
+ Téc dong clia ede yéu 10 bénh nguyén chil ysu
+ Tidu fibrin thdi phdt trong DIC .
+ Trigu ching 1am shng el Dlc cip
+ Tri¢u ching fam shng cda DIC man
+ Tri¢u ching sinh vt cdat DIC cip
+ Tri¢u chitng sinh vt cda DIC man
+ Ty 1¢ tir vong clla DIC
—Bdng miu toin bo
—Ddng yc'u 1§ ristocetin
— Bdng y&u o thit hai ciia Heparin (HC ]

oz Bo dédinh ticu cdu

~ 1o 4o ngung tip tidu chu

— Do sife bén mao mach

- Epsilon{g} amino caproic acid (EACA)
-FDPs -

- Fibrin

- Glycocalyx

= Glycoprotein gidu histidin (HRG)

- Glycosaminoglycan

~GPlHb/illa

— Heparin ¢6 trong lugng phin tir théfp (LMWH)

- Heparin ticu chu&n

~ Heparin sulphat

~ Khi quyén quanh tidu ciu

~Liu phdp khdng tiéu cdu

+ Cht dinh li¢u phdp khéng tiéu ¢du
+ (Cde) thude khing tidu ciu

— Li¢u phdp tieu fibrin

(173)
(169, 170)
(16)
(158)
(176)
(17%
-{176)
137
(177, 194)
(175)
(150, 151} .
- (178)
(143)
(159)
(162)
(165)
(165)
(169)
(164
(128, 170)
(45, 116)
(59, 116)
(87)

(88)

{(83)

(76, 81, 114, (5D
(51,55,57,8D)
' (23)
(B0)

{23)

{19.25)

201

(191}

(23)

(12, 14,48
(184
(188}

(184)

(214
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+ Chill hoal hod plasminogen 16 chie (1-PA) (217)

+ Han ché chia liéu phdp tidu fibrin (219}
+ Phtic hop chit hoat hod streptokinase-plasminogen anisoyl hod (APSAC) (216)
+ Streptokinase (SK) {(214)
+ Urokinase (u-PA) (216)
+ Xét nghiém theo déi (218}
-~ Mach miu (22)
+ i co mach : (22)
+ Vi ted cia 16 chite duét ndi mac (24)
+ Vai trd 1€ bio ndi mac {23)
~ o,-Macroglobulin (0,-MG) (46, 60)
-~ M6i guan hé clia hai con dudmng démg mdu ndi sinh vi nooa; sinh (56}
— Mot guan he cia thrombin, ADP vi tiéu cdu (35)
— M tiéa cduw (73
+ (Cic) 1€ bao mhu tidu cdu ¢6 thé nhin bidt dugce ‘ (9
+ Qud trinh sinh miu tiéu cdu (7
+ So d6 sinh tiéu clu {8)
— Microfibrin {vi sg1) (24,25, 31}
— Nexin protease 1 (60
~ Nghigm phdp dung nap heparin (92)
— Nghiém phdp ethanol (nghiém phép rugu) {112)
- Nghiém phép protamin sulphat . (113)
- Nghtém phép sinh thrombin (109)
~Nghiém phdp sinh thromboplastin (TGT) {106)
+ Phu‘dng phip Hick-Pitney (106)
+ Phuong phip Bigg-Douglas ‘ {107
— Nghiém phdp tiéu thy prothrombin {105
- Néi mac mach méu - {22)
— Phat hién fibrin-D dimer (113)
~ Phospholipid mang (18, 33, 39, 48)
—-PIVKA (42, 43, 205)
— Plasmin (65, 69,71,75)
— Plasminogen (64, 69, 71 75, I 16)
- PP3B (42)
— Prostacyclin (PGL,) {18, 23, 38%)
- Prostacyclin synthetase (18, 23, 38
— Protein C (PC) 46,61, 1i6)
- Protein dinh (12)
~ Protein S (PS) (46,61, 116)
- Quan sdt hinh thai va dé tap trung tiéu cdu trén Liéu ban (83)
~Quy trinh kiém tra tinh trang dong méu trudc phiu thuat (131

- Ristocetin

~ Sin phim thodi gidng cta fibrin(ogen} (FDPs)
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- Serotonin

-- Serpin

~ Sirih 1§ ¢ud trinh déng mdu

+ Cic yéu 18 dong miu

+ {Nhitng) chat tc che dong mdu sinh Iy

+ Co ch€ dong mdu

+ Didu hoh qud trinh déng mdu

+ S0 d6 ¢o ché dong mdu

— Sinh 1§ gud vinh cdm méu

+ Cic hoat dong xdy ra & thoi ki ddu tien

+ Diéu hod qud trinh cim mdu

+ Hoan chirth ndt (dinh) cdm mdu

+ M& rong qud trinh cim mdu

+ So dé co ché cdm méu

- Sinh Iy qua trinh tiéu fibrin

+ Céic yéu 16 tham gia

+ Cac chit hoat hod

+ Qua trinh tigu fibrin

+8o @6 tidu fibrin

— Staphylokinase(SPK)

— Streptokinase (SK)

—Tang tieu huy fibrin (hyperfibrinolysis)
~Thiam dd mot xu hudng huyét khoi mdc phai
- (CAc) thim dd vong hai

~ Thi gian cephalin (PTT)

— Thai gian cephdhn kaolin (APTT)

—~ Thoi | gum mit dong

— Thot gian mdu chay

— Thai gian Owren

- Théni gian phuc hoi calei (thot gian Howell)
— Thai gian prothrombin (PT) (théi gian Quick)
— Thai gian reptilase

— Thoi gian Stypven

-~ Thai gian Stypven-cephalin

- Thési gian thrombin (TT)

—Thei gian thromboplastin timg phén (PTT)

~ Thif gian thromboplastin n‘s’ng pha’in hoat hod (APTT)
— Thoi gian tiéu cyc dong cla mdu toan phin

— Thoi gian tiéu eugiobu!m ( nghiém phdp von-Kaulla)
- Thrombin

- Thrombomodulin

— Thrombotest ( thir nghiém thrombo)(thd: gldl’i Owren)
-~ Thromboxan A,

(14)
(45)
(40)
(40,41
{43)
(49)
(38)
(51).
29
29
(37)
(36)
(32)
(30)
{64)
64y
(65)
(73)
(81)
(71

C(70, 71, 214

(180)
(134)

- (120)
© (98
(99

Oy
(82)

©7
(92)
(94}
(101)
(100}
(100}
{110y
(98)
(99)
(110)
(1)

('34 52, 54 55, 110)

(46, 47, 49)
.9
(18, 30, 33)
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|

- Thuéc chéng tiéu fibrin

— (Céc) thude khdng tiéu cdu
+Thir nghiém P-P

~ Tiéu clu :

+ Cg ché ngung tap

+ Chdt gay ngung tap

+ Chdt gy tic ch€ ngung tap

+ Chific ning tiéu cu

+ Kha ndng hip phu.. .

+ Kh# ning két dinh

+ Kha nang ngung tap

+ Khé ning thay hinh déi dang va phéng thich...
+ Sinh miu tiéu cfu

+ (C4c) thinh phin trong tiéu cdu
+ (Chc) yé&u 14 tidu cfu

- Tim hoat d& y&u t& ti€p xdc

~ Transamin

~Ty 8 binh thudmg hod gqubc & {INR)
- Urokinase (u- PA)

— Warfarin

+ Chi dinh

+ Nhiing t4c dung khong mong mudn kht diing w‘irfarm

+ Phéi hop warfarin vdi hepdrm

+ Qui liéu warfarin

+ St dung warfarin

+ Xét nghiém theo ddi

— (Cic) xét nghtém vong diu

-“Yéutd chéng heparin (y&u t6 4 tidu cdu)
—(Céc) yeu t6 (déng mau) dé huy

—(Céc) yéu 10 &6ng mdu

- (Cac}) yéu 16 cha he théng tiép xic
—(Céc) yéu td phu thude Vnta.mm K (PPSB)

(181)
(184)

07

(7)

(16, 17, 18)
(15, 17)

{19

(21

(i4)

(15)

(15)

(20

(7,8)

(in

(13)

(105)

(81, 178, 182)
(93, 94, 207)
(67.216)
(205)

(208)

(210)

(208)

207)

{205)

{206)

(117, 120, 135)
(13, 116}
(43)

(40, 41)

(42}

{42)

— Y&u 168 tang trudng t& bko ndi mac ngubn gdetr tiéu cdu (PDECGF) (11, 21)

—Yé&u 18 16 chitc {TF)

~Yéutd VIII |

— Yéu td von-Willebrand (v WF)
+ Chite ning ‘

+ Dic diém ‘

+ ’I‘huat ngit

~v-WEF:Ag

— Vai trd ¢ia thrombin

- VILC

- VHLRCoF
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