GIA TRI CUA PT VA APTT TRONG TIEN POAN
MUC PQ NANG CUA THAT THOAT HUYET TUONG

TRONG HQI CHUNG SOC DENGUE

Nguyén Ngoc Rang va Pinh Thi Bich Loan, Khoa Nhi, Bénh vién An giang
TOM TAT:
Dt vin dé va muc dich: Xét nghiém fibrinogen huyét twong, thoi gian Prothrombin
(PT) va thoi gian thromboplastin ban phan (APTT) ¢é gid tri tién dodn mirc dé ning
ciia that thodt huyét twong trong HCSD. Déi twong va phwong phdp: Nghién citu
doan hé hoi ciu gom 170 truong hop hoi chitng soc dengue (HCSD) nhe va 142
trieong hop HCSD ndng, khéong c6 dau hiéu xudt huyét ndng, & tré em dudi 15 tudi,
nhdp vién tai khoa Nhi Bénh vién An giang trong nam 2007. Két qud: Trong phan tich
don bién, s6 lwong tiéu cau giam (50.000 +33.000/mm? so véi 62.000 +41.000/mm?;
p=0,006), lwong fibrinogen huyét tuwong giam (1,2 +0,4g/L so véi 1,4 +0,4glL;
p=0,000), PT (14,6 £ 2,0 giay so voi 13,4 + 1,4 giay; p=0,000) va APTT (45,4 +
9,2giay so vdi 40,5 + 7,0 gidy; p=0,000) kéo dai cé sur khdc biét ¢é ¥ nghia thong ké
gitta 2 nhém mdac HCSD nhe va ndng. Sau khi hiéu chinh cdc yéu té nhiéu (ngay vao
soc, tuoi bénh nhan, hiéu dap, dung tich héng cau, tri 0 tiéu cd‘u): chi co PT kéo dai
(OR=1,30; KTC 95%: 1,10 — 1,53; p=0,002) va APTT kéo dai (OR=1,05; KTC 95%:
1,01 — 1,09; p=0,009) la 2 bién déc ldp cé ¥ nghia trong tién dodn mirc do that thodt
huyét twong ndng trong HCSD.
Két lugn: PT va APTT kéo dai c6 gid tri tién dodn mirc do thdt thodt huyét twong
nang trong HCSD.
SUMMARY
Background and Objective: Measuring serum fibrinogen, prothrobin time (PT) and
activated partial thromboplastin time (APTT) are of value to predict the severity of
plasma leakage in dengue shock syndrome (DSS). Subjects and methods: A
retrospective cohort included 170 cases of mild DSS and 142 cases of severe DSS
without signs of severe hemorrhage, among chidren under 15 years of age, admitted
to Pediatric ward, An giang general hospital in the year of 2007. Results: In

univariate analysis, thrombocytopenia ((50.000 +33.000/mm® versus 62.000
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+41.000/mm?*; p=0,006), low serum fibrinogen levels (1,2 +0,4g/L versus 1,4 +0,4g/L;
p=0,000), prolonged PT (14,6 £ 2,0 sec versus 13,4 = 1,4 sec; p=0,000) and
prolonged APTT (45,4 + 9,2 sec versus 40,5 + 7,0 sec; p=0,000) were different
between severe and mild DSS groups. After adjusting the confounders (the day of
developing shock, age of patients, pulse pressure, hematocrit, numbers of platelets):
only 2 variables, prolonged PT (OR=1,30; KTC 95%: 1,10 — 1,53; p=0,002) and
prolonged APTT (OR=1,05; KTC 95%: 1,01 — 1,09; p=0,009) were of value to
predict the severity of plasma leakage in DSS. Conclusion: The prolongation of PT
and APTT is of value to predict the severity of plasma leakage in dengue shock
syndrome.

PAT VAN DE:

Bénh Sbt dengue (SD)/S6t xuat huyét dengue (SXHD) Ia bénh nhiém khuan
cap tinh gdy ra do vi rat dengue gdm co 4 tip huyét thanh DEN-1, DEN-2, DEN-3 va
DEN-4, dugc truyén chu yéu bai mudi Aedes aegypti.

Theo wdc tinh cia T chirc Y té thé gigi (WHO), mdi niam trén thé gisi co
khoang 50-100 triéu ngudi nhidm vi rat dengue va 500.000 trudng hop st xuat huyét
dengue (SXHD) phai nhap vién, trong d6 90% la tré em dudi 15 tudi.[1]

O mién Nam Viét Nam, dich SXHD xay ra hang nim. Tai tinh An giang, sb
mic SXHD & tré em dudi 15 tudi, trong ndm 2007 13 4173 trong d6 c¢6 1200 ca méc
HCSD, ti 1& sbc/méc 1a 28,7%. [2]

R6i loan dong mau 13 biéu hién thuong gip trong SXHD. Cac yéu tb dong mau
fibrinogen, prothrombin, yéu t6 VIII, yéu t6 XII va antithrombin III giam hau hét
trong cac ca SXHD [3]. Trong cac ca ning voi tén thuong gan, cac yéu té6 dong mau
lién hé vitamin K nhu yéu t6 V, VII, IX va X giam. Khoang 1/3 cac trudng hop SXH
c6d thoi gian Prothrombin (PT) kéo dai va 1/2 cac truong hop co6 thoi gian
Thromboplastin ban phan kéo dai (APTT) [1]

Hau hét cac nghién ciru vé co ché xuét huyét trong SXHD déu cho ring cac yéu
t6 dong mau giam do bénh 1y déng mau tiéu thu (consumptive
coagulopathy)[4,5,6,7,8,9], vi vay PT va APTT kéo dai c6 y nghia du doan xuat huyét
trong SXHD [10].
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Tuy nhién cac nghién ctiru gan day [12,13,14] cho thdy mét sé yéu déng méau
giam 13 do thoat ra ngoai 10ng mach theo huyét twong, do su thay dbi chirc nang ctia
cac glycocalyx & té bao ndi mac mach mau trong bénh SXHD. Vi vay, Wills va cong
su thay rang giam tiéu cau, giam fibrinogen huyét trong va APTT kéo dai xay ra giai
doan som cua bénh SXHD c6 lién quan véi dd ndng cua tdng tinh mao mach hon la
do rdi loan d6ng mau [11].

Tir d6, chung toi dat gia thuyét riang theo ddi cac chi sb dong mau gém sb
luong tiéu ciu, luong fibrinogen huyét twong, thoi gian PT va APTT c6 thé tién doan
d6 ning do thoat dich trong hoi ching sdc dengue (HCSD) & nhitng bénh nhan khong
c6 16i loan dong mau.

Muc dich cta nghién ndy nhim danh gid gid tri cua cac xét nghiém PT,
APTT, tiéu cau, va fibrinogen huyét twong trong tién doan HCSD ning do that thoat
huyét tuong.

POI TUQNG VA PHUONG PHAP NGHIEN CUU

Nghién ctiu doan hé hdi ctru cac bénh nhi dudi 15 tudi nhap vién véi chan doan
HCSD ( SXH d¢ III va SXH 1V) trong ndm 2007 tai khoa Nhi Bénh vi¢n An giang.
Chan doan SXHD c¢6 sbc dua theo tiéu chuian cia WHO:

SXH dg III: Ngoai cac triéu chirng cia SXH, bénh nhan c6 dau hiéu suy tuan
hoan, mach nhanh va yéu, huyét ap kep (hiéu ap < 20mmHg) hodc ha huyét ap, da
lanh 4m va hét hoang.

SXH d6 IV: Sdc sau, mach va huyét ap khong do dugc.

Phan loai HCSD nang va nhe theo ti€u chi sau:

HCSD nang gém tat ca cac truong hop SXH d6 IV hodac SXH do III co tai soc
it nhat 2 1an, hodc tai séc 1 lan nhung tong luong dich cao phan tir (dextran) can
truyén dé chong séc > 40ml/kg, hodc nhing truong hop c6 thoi gian sdc kéo dai trén
48 gio. HCSD nhe gdm céc truong hop khong tai sdc chi can truyén dung dich tinh
thé, hodc cac trudng hop cO tai soc 1 lan va luong dich cao phan tir cin truyén <
40ml/kg.

Chan doan xac dinh nhiém Dengue bang xét nghiém Mac Elisa phat hién khang
thé IgM dic hiéu véi virut dengue.
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Céac bénh nhan co sdc khi nhap vién vao hdi sirc cip ctru Nhi, dugc ghi nhin
cic dic diém nhan khau hoc (tuéi, gid1, can nang...), cac d4u hiéu sinh ton (mach,
huyét 4p, nhip tho, nhiét d6). Po dung tich hdng cau (DTHC) bang may quay ly tam.
Xét nghiém tiéu cau duogc thuc hién trén may dém té bao tu dong. Thoi gian
prothrombin (PT) va thoi gian thromboplastin ban phan hoat héa (APTT) dugc do trén
may Diagnostica Stago (Phap), nong d¢ fibrinogen dugc do bang phuong phap Clauss
str dung thudc thir fibrinogen ctia hing Diagnostica Stago.

Cac truong hop HCSD c6 xuét huyét tiéu hoa ning hodc can phai truyén mau
duoc loai bd va khong dua vao nghién ctru.

Phan tich dir li¢u:

Céc dit liéu 1a bién s6 duoc trinh bay bing sb trung binh va do 1éch chuan hoic
trung vi (gia tri nho nhat- gia tri 16n nhat). Cac dit liéu phan loai dugc trinh bay bang
ti 16. Cac bién s6 khong phan phdi chuan dugc chuyén d6i ra log népe caa bién sé do.
Phén tich cac bién sb lién tuc bing phép kiém T Student, cic bién phan loai biang phép
kiém Khi binh phuong hoic Fischer exact. Hiéu chinh cac yéu t6 gdy nhifu bang phan
tich hoi qui logistic v&i cac hiép bién (covariates). Xac dinh bién c6 ¥ nghia bang ti sb
odds, khoang tin cdy 95% va gia tri p <0,05. Dung phan mém SPSS phién ban 13.0 dé
xt 1y sb lidu.

KET QUA:

Trong ndm 2007 c6 tit ca 330 HCSD duoc xac dinh duwong tinh bang xét
nghiém Mac-Elisa. Loai bo 18 ca c6 xuat huyét tiéu hoa va xuit huyét ning can truyén
mau, con lai 312 ca dua vao phan tich, gém 170 HCSD nhe va 142 HCSD nang. Pac
diém 1am sang va xét nghiém co lién quan dén do ning ctia 2 nhom duge trinh bay
trong bang 1.

Bang 1. Pic diém 1am sang va xét nghiém giita 2 nhém HCSD nhe va ning.

HCSD nhe HCSD nang Giatrip
(n=170) (n=142)
Gidi nam 82/170 (48,2%)  59/142(41,5%) 0,237
Tudi (nim) 92+31 79+32 0,001
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Ngay sbc 4,8 +0,7 4,6 +0,7 0,013
HA tam thu* 91+16 79 £33 0,000
HA tam truong* 73+14 63 + 27 0,000
Hiéu ap * 18,4+ 4,2 157+73 0,000
DTHC (%) 44,4 + 4,9 46,1+ 3,9 0,001
Tiéu cau x10°/L 62 + 41 50 + 33 0,005
PT (giay) 134+ 1,4 14,6 + 2,0 0,000
APTT (giay) 40,5+7,0 454 +9,2 0,000
Fibrinogen (g/L) 1,4+0,4 1,2+0,4 0,000
Lugng dextran 0 (0-39)** 80 (22-244)** 0,000

(ml/kg)

*don vi (mmHg)

**Trung vi, tri nhd nhét va 1én nhat
Sau khi hiéu chinh cac yéu t§ gy nhidu (tudi bénh nhi, ngay vao sbc, hiéu ap, va
DTHC lic vao séc), két qua PT, APTT, tiéu cau va fibrinogen huyét twong giita 2
nhom dugc trinh bay trong bang 2.
Bang 2. Két qua PT, APTT va fibrinogen huyét trong giita 2 nhom trong phan tich hoi

qui logistic don bién va da bién.

OR(KTC 95%) P OR (KTC 95%) p

Chua hi€u chinh Hiéu chinh
Ngay soc 0,67 (0,49-0,92) 0,013 0,77 (0,54-1,09) 0,151
Tudi (nim) 0,88 (0,82-0,95) 0,001 0,89 (0,82-0,97) 0,007
Hiéu ap (mmHQ) 0,92 (0,88 —0,96) 0,000 0,93 (0,88-0,97) 0,004
DTHC (%) 1,09 (1,13 - 1,15) 0,001 1,09 (1,02 -1,17) 0,009
Tiéu cdu x10°/L 0,99 (0,98-0,99) 0,006 1,00 (0,99 —1,00) 0,992
PT (giay) 1,42 (1,23-1,63) 0,000  1,30(1,10—1,53) 0,002
APTT (gidy) 1,04 (1,04—-1,11) 0,000  1,05(1,01—1,09) 0,009
Fibrinogen (g/L) 0,32 (0,17 - 1,60) 0,000 0,76 (0,38 —1,54) 0,452
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Trong phén tich da bién, sé luong tiéu cau giam (p=0,992), lugng fibrinogen giam
(p=0,452) khong co6 sy khac bi¢t gitta 2 nhém. Chi c6 PT (p=0,002) va APTT
(p=0,009) khac biét c6 ¥ nghia thdng ké gitra 2 nhém HCSD nhe va ning.

BAN LUAN:

Kich hoat dong mau va ly giai fibrinogen 1a hién twong phd bién trong nhiém
SXHD nén cac yéu td déng mau (II, V, VII, VIII IX, X va XII) giam kém theo giam
tiéu cau va fibrinogen mau [9,15]. Giam TC, giam fibrinogen, PT va APTT kéo dai c6
¥ nghia trong tién luong muc do ning cua bénh SXHD [16]. Do vay cac chi sé (PT,
APTT, fibrinogen huyét twong) thuong duoc dung dé dy doan cac truong hop HCSD
c6 xuat huyét. Chua va cong su [10 ] nhan thiy theo ddi PT va APTT c6 gia tri dé
theo ddi ddu hiéu xuit huyét trong SXHD. Tuy nhién, mot nghién ctru ctia Lum va
cong su [17] cho thdy PT va APTT khong c6 gia tri dé tién doan xuat huyét ning
trong HCSD.

Céc nghién ctru gin day ctia Wills va CS cho thiy cac yéu t6 déng mau giam trong

méu c6 thé lién hé dén ting tinh thAm mao mach hon 13 do kich hoat cac yéu t6 dong
méu trong bénh SXH [11]. Ngudi ta giai thuyét rang c6 sy doi chirc ning glycocalyx
ctia t& bao ndi mac mach mau trong nhidm dengue lam that thoat cac protein [13,14]

Do vy ching ti dua ra gia thuyét rang, cac yéu t6 déng mau co trong lugng
phan tir xAp xi hodc nhé hon albumin ciing bi that thoat ra ngoai 1ong mach. Qua hoi
ctru cac hd so mic HCSD nhép vién nim 2007, chang t6i thu thap c6 330 trudng hop
HCSD c6 1am xét nghiém PT, APTT va fibrinogen huyét twong ngay lic vao vién.
Chung tdi loai bo 18 trudng hop ¢ xuat huyét ning can phai truyén mau vi cac truong
hop nay c6 thé bi réi loan dong mau ning hoic gy hoi chimg dong mau ndi mach lan
toa (DIC) gay giam fibrinogen mau nang, kéo dai thoi gian PT va APTT. Boi vi thoi
gian ting tinh thim mao mach hoic thoi gian that thoat huyét tuong rat khé xac dinh,
chung t6i dinh nghia mirc d6 ning cua that thoat huyét twong dua theo tiéu chi co tai
sc quéa 2 1an hodc tai séc 1 1an nhung can phai truyén luong dextran > 40 ml/kg dé
chéng séc.

Két qua phan tich don bién cho thdy ca 4 chi so (lwong tiéu cau, luong
fibrinogen huyét tvong, PT va APTT) déu c6 khac biét cO y nghia thong ké giira 2
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nhém HCSD nhe va ning (bang 2). Tuy nhién trong phan tich da bién, sau khi da hiéu
chinh cac yéu t& gdy nhifu nhu tudi ctia bénh nhi, ngay vao sdc, hiéu 4p (pulse
pressure) va DTHC lac méi vao sdc nhan thay chi c¢6 PT vi OR=1,30 va KTC 95%:
1,10 — 1,53; p =0,002 va APTT véi OR 1,05 va KTC 95%:1,01 — 1,09; p=0,009 la 2
yéu tb co sy khac biét co ¥ nghia théng ké giita 2 nhom HCSD nhe va ning. Riéng
luong fibrinogen, mac du giam nhiéu (1,4 g/L trong HCSD nhe va 1,2 g/L trong
HCSD ning) so v6i nghién ctu trudc day trén tré em Viét nam mic HCSD [12]
nhung khong c6 y nghia du doan tang tinh tham ning. Didu nay c6 thé giai thich do
trong lugng phan tir (TLPT) cua fibrinogen 16n (342.000 daltons) [18] nén kho thoéat
ra ngoai mach mau, hoac cé thé do hién tuong c ché ly giai fibrinogen trong nhiém
virut dengue. [19]

Ngoai trir fibrinogen, cac yéu té déng mau con lai (11, VII, VIIL, XI) déu co6
TLPT tir 50.000-80.000, riéng yéu t6 V duoc kich hoat boi thrombin (yéu té II) va
tach thanh 2 chudi. chudi nhe c6 TLPT 73.000 va chudi ning 1a 110.000 [20,21,22].
TLPT cua cac yéu tb dong mau ndy déu xip xi hodc nhé hon albumin (69.000), nén
dé dang thoat ra ngoai mach mau cing véi albumin khi c¢6 ting tinh thim mao mach.
Tir d6, cac yéu td nay s& giam nhiéu trong huyét twong nén PT va APTT kéo dai.
Riéng sb luong tiéu cau va fibrinogen huyét twong giam khong co ¥ nghia du doan bai
vi chiing t6i chi nghién ctru cac ca HCSD va khong so sanh cac tri sd nay véi cac ca
SXHD nhe, hon nita tiéu cdu va fibrinogen giam thudng do nguyén nhan réi loan
déng mau trong bénh SXHD chtr khéng phan anh mirc d6 trAm trong cua that thoat
cua mao mach. Mot nghién ctiru méi day tai Thai Lan cia Chuansumrit va cong su
nhan thay ngoai cac yéu to giam tiéu cau, ting cao DTHC, thi APTT>44 gidy va PT
>14 gidy trong giai doan sdm cta bénh ¢6 gia tri tién doan HCSD [23].

Gi61 han cua nghién ctru: Mac du da loai bo cac truong hop HCSD c6 rdi loan
déng mau ning can phai truyén mau tuy nhién su kéo dai PT, APTT khong thé xac
dinh 13 do r6i loan dong mau hodc do that thoat huyét tuong. Ngoai ra, sy phan chia
mirc d0 nang nhe cia HCSD theo mtrc d0 tai soc va theo téng luong dextran can

truyén cling chua dugc chinh xac.
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Két ludn: Vé&i két qua nghién ciru nay cho thiy viéc thuyc hién xét nghiém PT va
APTT thuong qui trong HCSD ¢6 ¥ nghia theo doi muc d6 ning cia that thoat huyét
tuong.
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