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PAT VAN PE

Bénh huyét khéi tinh mach (HKTM) 1a bénh mach méu
thudng gap trén 1am sang, chi sau nhdi mau co tim cap tinh va
dot quy. Trén 1am sang HKTM biéu hién 2 dang d6 1a huyét
khéi tinh mach sdu (HKTMS) va thuyén tac phéi (TTP). Triéu
chung 1am sang TTP thuong khong dién hinh, c6 thé khong c6
triéu chirng do bi bénh khéc che 1ap, d& nham véi céc bénh khac
dac biét & bénh nhan hdi sac cap ciu ndi khoa (HSCCNK).
Bénh nhan HSCCNK c¢6 nhiéu yéu té nguy co bi HKTM, c6
nhitng nguy co ¢6 tir trudc khi vao khoa nhu bat dong, nhiém
khuan, ung thu, tudi cao, suy tim, suy hd hip va tién su bi
HKTM. C6 nhimg nguy co xuat hién khi vao khoa nhu: nam
bit dong, tho méy, dung thubc an than, dit catheter tinh mach
trung tam, chay than nhan tao, nhiém khuan, dung thudc vén
mach. Chan doan va diéu tri HKTM trén bénh nhan HSCCNK
rat kho khan do d6 chan doan mudn va dé bo sét. Ngay ca khi
chan doan ra nhung khong con co hoi diéu tri hoic kho khin vi
bénh ning, suy da tang, réi loan déng cdm mau va khong tién
luong duoc. May man 1a bénh HKTM la c6 thé dy phong duoc
nhung hién nay viéc dy phong HKTM ¢ bénh nhan HSCCNK
chwa duoc quan tim dang mirc, chua théng nhat, ty Ié du phong
chua cao. Cho dén nay, trén thé gisi va ¢ Viét Nam da co nhiéu
nghién ctu vé bénh HKTMS, tuy nhién nghién ctu vé bénh
HKTMS trén bénh nhan HSCC con it. Trén co so d6, dé tai
nghién ctru nay dugc thyc hién voi 2 muc tiéu:

1- Tim hiédumét sé yéutonguy co HKTMSCD lan
dau ¢ bénh nhan diéu tri tai khoa héi sizc tich cuc Bénh vién
Bach Mai va Bénh vién Hizu Ngh;.

2- Hiéu qua dw phong HKTMSCD bang Heparin trong
lrong phan tir thdp (Enoxaparin) ¢ nhém bénh nhan trén.

Tinh cap thiét caa dé tai

HKTMS la bénh Iy thuong gap, véi triéu chiung khong dién
hinh do d6 chan doan kho, diéu tri phuc tap va bién ching nguy
hiém nhung bénh nay c6 thé du phong duoc. Trén thé gisi va &
Viét Nam dé c6 nhiéu nghién ctiu vé bénh HKTM: cac yéu té
nguy co, chan doan, diéu tri va du phong nhung cha yéu & trén
bénh nhan ngoai khoa, bénh nhan tim mach, bénh nhan néi
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khoa va san khoa. Nghién ctru vé bénh HKTM trén bénh nhan
HSCC con it. Cac yéu t6 nguy co HKTMS trén bénh nhan
HSCC noi khoa nhu thé nao? Liéu viéc &p dung du phong bang
thubc trén dbi twong nguoi Vit Nam c6 giam ti ¢ HKTMS
khong? Piac biét dbi tuong 1a bénh nhan HSCC noi khoa
thuong ¢ nhiéu bénh nang kém theo. Chinh vi vay, nghién ctu
nay c6 tinh can thiét va mang y nghia thyc tién cao.

Nhirng dong gop mei ciaa luan an

1. Nghién ctru da xac dinh dwgc diém cit Padua > 4 c6 y
nghia du doan nguy co HKTMSCD ¢ BN HSCC. Hut thuéc,
suy tim 1a nhiing yéu té nguy co doc lap HKTMSCD ¢ bénh
nhan HSCC.

2. Nghién ctru di xac dinh duoc ti 16 méi mac HKTMSCD &
nhom cé du phong va nhém khong du phong, ching minh hiéu
qua du phong HKTMSCD bang Enoxaparin & BN HSCC noi
khoa tai bénh vién Bach Mai va bénh vién Hitu Nghi.

Bo cuc cia luan an

Luan &n gém 129 trang. Ngoai phan dit van d¢&, muc tiéu,
két luan va kién nghi, con c6 4 chuong bao gdbm: Tong quan (38
trang), di tuong va phuong phap nghién ctu (20 trang), két
qua (34 trang), ban luan (32 trang), két luan 21 trang), kién nghi
(1 trang). C6 52 bang, 7 hinh, 1 so dd, 4 biéu o, va 160 tai liéu
tham khao (Tiéng Viét va Tiéng Anh). Trong d6 c6 26 tai lidu
trong vong 5 nam trd lai day.

Chuong 1
TONG QUAN TAI LIEU

1.1. Bénh huyét khéi tinh mach sau (HKTMS)
1.1.1. Mgt s6 khéai ni¢m va si hinh thanh HKTMS

- Huyét khdi la tinh trang bénh 1y dan dén hinh thanh cuc
mau dong trong 1ong mach (ban tic hay tic mach hoan toan
long mach).

- Thuyén tic huyét khéi tinh mach: La thuat ngit chung
cta hai thé 1am sang: tic dong mach phoi va HKTMS.

- Sy hinh thanh huyét khé thuong do nhiéu yéu té phdi
hop. Virchow mé ta 1a do tinh trang ting dong, ton thuong
16p ndi mac va u tré tuan hoan.
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1.1.2. Dién tién tw nhién ciia HKTMSCD

- Thuong dién tién am tham, 20-40% bénh nhan c6 triéu chimg.

- Khoang 50% HKTMSCD néu khong duogc diéu tri sé dua
dén thuyén tic phdi, tic mach 16n thi co thé gy tir vong, tic
nhirng mach nho thi gay tang ap luyc dong mach ph01

- Tac nghén tinh mach chi dudi kéo dai do huyét khdi dan
dén suy van tinh mach va lam tang ap lyc tinh mach man tinh
1.1.3. Bién ching cia bgnh HKTMS

- Thuyén tic ph01 cap

- Tang ap phdi do huyét khéi thuyén tic man tinh

- Hoi chiing hau huyét khoi
1.2. Dich t& hoc HKTMS trén thé gi6i va Viét Nam.

- Hang nam trén thé giéi ti 16 HKTMS méi méc dao dong
tir 0,5/1000-2/1000 nguoi. Bénh HKTM ting theo tudi va ty
16 nam: nit = 1,2:1. O Viét Nam chua co nghién ctu nao
thong ké vé ti 16 HKTM trén dan s6 ca nudc.

- Ti 1€ HKTM trén bénh nhan HSCC khong duoc dy
phong HKTM thi ti 16 mac HKTMS la tir 13-31%, trén bénh
nhan dugc dy phong HKTMS thi ti 1€ bi HKTMS con tir 5,4-
23,6% tuy theo tung nhém bénh khac nhau kém theo.

1.3. Yéu t6 nguy co HKTMSCD & bénh nhan HSCC

Bénh nhan HSCC 1a nhitng bénh nhan nang, can phai hd tro
bang céc phuong tién méy moc, thude... nguy co tir vong cao
néu khong dugc chan doan, diéu tri va thuong la tuyen cudi cua
tat ca cac khoa khac, do dé cac BN cd du cac yéu td nguy co
HKTMS néi chung nhu: tudi, bat dong, béo phi, tién sir ban than
hoic gia dinh bi HKTM... Khi vao khoa HSCC bénh nhén cé thé
c6 thém cac nguy co: bat dong, an than, catheter tinh mach trung
tam, than nhan tao, thé may, nhiém khuan..

1.4. Su phéi hep giira cac yéu to nguy co'

Tilé HKTMS c6 tuong quan v6i s6 yéu té nguy co. O BN
khéng co yéu tb nguy co, ti 1¢ HKTMS 11%, & BN nghi ngo, ti
I6 HKTMS 20-30% va & BN c6 3 yéu td nguy co, co ti 1¢ nay
tang 1én tGi 50%.

1.5. Chan doan HKTMSCD

- Dya vao triéu chiang 1am sang, phan tang nguy co (Bang
diém Well's du doan HKTM chi duéi), BN c6 nguy co thap
(diém Well’s < 2) co gia tri chan doan HKTMS am tinh 96%
(99% néu D dimer ciing 4m tinh). Chan doan duong tinh &
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nhitng BN ¢ nguy co cao (diém Well’s > 2) 1a it hon 75%, can
phai c6 xét nghiém khéc dé chan doan HKTMS cép tinh.

- Xét nghiém D-Dimer d6i voi HKTMS: D-Dimer la san
pham thoai ho4 fibrin trong qua trinh dong méau, co6 do nhay
cao, do dac hiéu thip nén co gia tri chan doan loai trir HKTMS
khi D-Dimer am tinh, khi D-Dimer dwong tinh chua chic da co
huyét khoi.

- Siéu am doppler tinh mach co6 ép la phuong phap khong
xam lan, it ton kém, di dong, lam tai givong bénh, lam nhiéu
lan va khong doc hai cho ca thay thudc va BN hon cac phuong
phédp khéc. BN c6 triéu chuang, siéu &m doppler chan doan
HKTMS c¢6 d6 nhay 95% va d6 dac hiéu 98%. BN khong triéu
chiing c6 d6 nhay 54%, do dac hiéu 91%, gia tri tién doan
duong 83%, gia tri tién doan am 69%.

1.6. Dw phong HKTMS ¢ bénh nhan HSCC

Dy phong HKTM cé hiéu qua da dugc chung minh, du
phong lam giam ti 16 méc, giam chi phi va giam ti 1& tir vong.
Theo khuyén céo caa ACCP (2012), nam 2017 hoi HSCC Viét
Nam c6 hudéng dan théng nhit diéu tri du phong HKTM 6 bénh
nhan HSCC theo cac budc:

Buwéc 1: Panh gia nguy co thuyén tic HKTM cua cac BN
nhap vién dua vao cac yéu té nguy co nén va tinh trang bénh ly
cua BN.

Buwéc 2: Panh gia cac nguy co chay méu, cac chdng chi dinh
cua diéu tri chong dong.

Bwéc 3: Téng hop cac nguy co, can nhac loi ich cua viéc du
phong va nguy co chay méau khi phai ding chong dong, dac biét
chi y téi chtre ning than, BN cao tudi.

Buwoéc 4: Lya chon bién phap du phong va thoi gian du
phong pht hop. Nguy co HKTM va nguy co chay méu cé thé
thay ddi hang ngay trén tung BN.

% Theo mét phdc do thong nhit

- Tén thudc: Heparin TLPT thép, biét dugc: Lovenox cia
Cong ty Sanofi-Aventis Viét Nam .

- Liéu ding: 40mg (4.000 don vi anti-Xa, 0.4 ml), 11an/ ngay
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- Puong ding: Tiém dudi da mdi ngady mot lan, bat dau
trong vong 24 gid sau khi BN vao vién va c6 chi dinh diéu tri
du phong.

Thoi gian dung: 10 + 4 ngay

' Chuong 2
POI TUQNG VA PHUONG PHAP NGHIEN CUU

2.1. Péi twong nghién ciru
2.1.1. Tiéu chudn lwa chon: khi bénh nhan c6 du cac tiéu
chuan sau:

- Trén 18 tudi, du tiéu chuan ngm HSCC

- Diém APACHE Il > 18

- Du kién nam diéu tri > 6 ngay (t6i da 30 ngay).

- BN hoic ngudi nha ddng y tham gia nghién ctu.
2.1.2. Tiéu chudn loai triv

e Bénh nhan dang bi HKTMS

e Bénh nhan dang diéu tri thuéc chéng dong

e Bénh nhan c6 réi loan dong mau, bénh vé mau

¢ Bénh nhan co6 chdng chi dinh dung thudc chong dong

e Bénh nhan khong dong ¥ tiép tuc tham gia nghién ciru

e Bénh nhén bi méat sb liéu
2.2. Phuwong phip nghién ciu: Nghién ciru thuan tap, tién
ctru. Tat ca cac BN c6 du tiéu chudn déu duoc tién hanh nghién
ctru theo cac bude théng nhat.
2.2.1. Thiét ké nghién ciu

Céac BN du tiéu chuan dugc dua vao nghién cau, ghi nhan
cac yéu t6 nguy co, phan ting nguy co theo bang diém
PADUA, siéu &m Doppler tinh mach sau chi dudi c6 ép sau vao
vién 7 ngay, néu c6 HKTMS thi dirng nghién ciu va diéu tri
HKTMS theo phac d6. Nhitng BN khong c6 HKTMS tiép tuc
theo ddi, ghi nhan cac yéu té nguy co, siéu am Doppler tinh
mach sau chi dudi ¢ ép sau vao vién 14 ngay, 21 ngay va két
thiic nghién ciru sau 30 ngay. Khi két thic nghién ctu tién hanh
phén tich theo cac muyc tiéu.
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> 18 tudi
BN NC D tiéu chudn ndm HSCC, Apache 11> 18 d
Du dodn nam vién > 6 ngay

Cée nguyco | Khong bi HKTM
Két nghibm ¢
Khong ¢6 tri¢u
l chimg LS
C6 trigu chimg LS Theo dai Sau 7 ngay
Ticp tuc Dénh gid ngay Danh gia lai Tiptc
waih || cuneme | Cingyes || teodiv
i lni chc ét nghifm S / Xét nghitm dinh i ki
ngiy co SA doppler \\\ P SA doppler Gl nguy cor
ot b
B S \.‘/ |
Khéng COHKTMSCD Khéng
HKTMSCD HKTMSCD
+ BN het nguy co
+BN RV, CV, CK, TV
+ BN sau 4 tuin
Muc ticu 1:

Ciic yéu 6 nguy co

Két thite NC m— [ xudt xudt hien HKTMS (1i1)

C6 dy phong Khéng dy
phong
Theo ding phic db /// N
Iﬁ—ﬁ‘ / .

P
C6 HKTMSCD ‘ Khéng HKTMSCD C6 HKTMSCD

Khéng
HKTMSCD

Muc tiéu 2:
— Hiéu qua diéu‘lri dg p.h(\ng
T'ac dung phy cua thuoe khi dung du phong

So' do 2.1. So dé nghién ciru

2.2.2. Cé* méu nghién ciru

Duya vao cong thirc tinh ¢& mau c6 so sanh giira diéu tri du
phong va khong diéu tri du phong (tinh ¢& mau cho 2 ty 18 ),
hién tai & Viét Nam chua c6 cong bd vé du phong HKTMS &
BN HSCC noi khoa, nghién cru MEDENOX c6 nhiéu diém
tuong ddng véi nghién ctru nay, do d6 chung t6i dua vao ti 1& bj
HKTMS trong nhém khong diéu tri du phong va nhom diéu tri
du phong trong nghién cecu MEDENOX la 14,9% va 5,5%, c&
mau (N) ugc tinh 1a:

{=z,_ a..l_-zgﬂl?,—sig {1+ ;:{}+z-__'g & ‘Jp 2 ._+|:E3§h}}z

My=MNa= p
(Pz—pa)®

Trong do:

- pl la ty 1& bi HKTMS trong nhém khong diéu tri dy
phong = 14,9%

- p2 la ty 1& bi HKTMS trong nhém diéu tri dy phong = 5,5%
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-n1 12 ¢& mau nhom chua diéu tri dy phong
- n2 12 ¢& mau nhom diéu tri dy phong
C& mau can thiét méi nhém: n1= n2 = 162 bénh nhan
Téng céng c& mau 2 nhom it nhat 1a: N = 324 bénh nhan
2.2.3. Cac quy trinh, ky thugt trong nghién cizu
- Xac dinh cac yéu t6 nguy co HKTM Chung
- Xéc dinh tién str bénh va bénh nodi khoa cép
- Xac dinh cac yéu td nguy co HKTM trong HSTC
- Chan doan HKTMSCD: bang quy trinh siéu am Doppler
tinh mach chi duéi c6 ép dwoc thuc hién boi bac sy khoa chan
doan hinh anh c6 du trinh d¢ chuyén mén thyc hién. Trong qué
trinh theo ddi, nhiing truong hgp nghién cau sinh nghi ngo, bac
sy khoa chan doan hinh anh s& kiém tra lai.
- C4ac xét nghiém, chan do4n hinh anh
- Dy phong HKTMSCD bing Heparin TLPTT theo phac d6
théng nhat
Bdng 2.1. Mé hinh tién lwong Padua
Yéu to nguy co b
Ung thu hoat dong
Tién can thuyén tac tinh mach
(ngoai trur huyét khéi TM nong)
Nam tai givong>= 3 ngay
CO tinh trang ting dong da duoc biét **
Chan thuong va/hodc phiu thuat gan day (<=1
thang)
Tudi >= 70
Suy tim va/hoac suy hd hap
Nhdi mau co tim cap hodc dot quy
Nhi&m triing cap va/hoic bénh Iy khép
Béo phi (BMI >= 30)
Pang diéu tri hormon thay thé

3
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*Bgnh nhdn ¢6 di can gan hogc xa valhodc dirgc hod tri hogc xa tri
trong vong 6 thang

**Khiém khuyét antithrombin, protein S,protein C, yéu to V' Leiden, dgt
bien prothrombin G20210A, hgi chiing khdng phospholipid

Téng diém < 4: Nguy co bi HKTM thip — Khéng can didu tri du phong
Téng diém > 4: Nguy co bi HKTM cao — Cén diéu tri dy phong
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2.2.4. Cac chi tiéu nghién ctru
2.2.4.1. Cdc chi tiéu nghién ciu muc tiéu 1

- Mot s6 yéu té nguy co HKTMSCD ¢ bénh nhan HSCCNK

- Ti I¢ miac HKTMSCD & bénh nhan HSCCNK
2.2.4.2. Cdc chi tiéu nghién ciru cho muc tiéu 2

- Két qua du phong HKTMSCD bang Enoxaparin ¢ bénh nhan
HSCCNK tai bénh vién Bach Mai va bénh vién Hiru Nghi.

2.2.5. Xir Iy so liéu

- Thong tin thu thap tir bénh &n nghién ctru dugc nhap vao may
tinh va phan tich xir ly trén phan mém SPSS phién ban 21.0.

- Nghién ctiu cac yéu t nguy co cia HKTMSCD bing mé hinh
hdi quy logistic. Dau tién, phan tich don bién xtr ly theo nhém BN
c¢6 hoac khong c6 HKTMS trong mau dan s nghién ctu sau d6
phan tich hdi quy da bién theo phuong phap héi quy Cox.

2.2.6. Y duc

- Nghién ctru da duoc chap thuan va théng qua Hoi dong
duyét dé cuong nghién ctru cua truong Dai Hoc Y Ha Noi nim
2014.

- Pay la nghién ctru quan sat mé ta, khong tac dong lén
ngudi bénh. Qua trinh tién hanh nghién ctru khong lam cham
tré hodc anh huéng dén qua trinh diéu trj cua BN,

- Cac xét nghiém va cac bién phap chan doan duoc thuc
hién dung chi dinh va vi quyén loi ctia BN. BN tham gia nghién
ctru khong phai dong phi siéu am tam soat HKTMS va phi xét
nghiém trong thoi gian nam vién

- Nghién ctru chi nhdm bao vé va ning cao chim séc sirc

khoe nguoi bénh, khong nham mot muc dich nao khac.
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) Chuong 3 .
KET QUA NGHIEN CUU

Qua nghién ctru 354 BN chiing t6i ghi nhan nhing dic diém
sau:
3.1. Pic diém nhom BN nghién ciéu
3.1.1 Pic diém nhom BN nghién cieu véi bién dinh tinh
Bdng 3.1. Péc diém bénh nhan véi cac bién dinh tinh

MA DU PHONG
Dic diém chung cé Khéng p

N (%)  n1(%) n2 (%)

266 122
Gigi  Nam (75.1) (45.9) 144 (54,1)
tinh s ’ ’ :

NI g5 040) 49(557) 32 (443)

Ung thu 38(10,7) 13(342) 25(658) 0,066
Potcip COPD 40 (11,3) 19 (47,5) 21(525) 0,914
Suy tim 86 (24,3) 33(384) 53(616) 0,034
Nhi3m triing 284 (80,2) 135 (47,5) 149 (52,5) 0,559
Viém tuy 26(7,3) 11(483) 15(57,7) 0,525
Hon mé 34(9,6) 11(324) 23(67.6) 0,050
Suy hd hap 220 (62,1) 104 (47,3) 116 (52,7) 0,618
Cao HA 187 (52,8) 82 (43,8) 105(56,2) 0,076
PTD 80(22,6) 40(50,0) 40(50,0) 0,730
NMN cép 39 (11,0) 19(48,7) 20(51,3) 0,830
3‘529 thuoc  an 5o 167y 28 (475) 31(525) 0,887
r[r)]:gﬁ thuoe Van 147 (302) 43 (40,2) 64 (59.8) 0,044

Thé méay 155 (43,8) 78(50,3) 77(19,7) 0,549
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3.1.2 Dic diém nhém BN nghién citu Véi bién dinh lwong
Bdng 3.2. Pdc diém bénh nhan vdi cac bién dinh lwong

. DU PHONG
o Mau chung - R
bac diém Co Khéng p
N (%)
nl (%) n2 (%)
Tui TBnhémBN ~ 802+88  795+85 80,5+09,0
BV Hiiu Nghi (35 - 99) (50-94)  (35-99) 0,34
(nam)
;‘\Jj";Bh”ho_m BN 579:+179 504+186 551164 o1
ach mai . . ] ,
(aimm) (18 - 97) (18-97)  (19-83)
Chiéu cao (cm) 163,751 1623‘9 i()5‘4 16237661;)48 0,700
¢ 144,0 - 146,0 - :
(144,0- 175,0) 175,0) 175,0)
Can ning (ko) 555+68  562+75 549%61
9 19 (37.0-880) (37.0-880) (39,0-780)
2
BMI (kg/m?) 207£23  209:24  205%22
Xisp (135-305) (136-304) (154-305)
Bach cumau (G/l) 14,14 + 8,66 1;‘632; 13964692 0,695
o 204,3 + 2171+
Tiéu cau mau (G/l)  210,9+146,76 113.9 1722 0,418
PT (gidy) 1697+11,68 1613+749 +178% 0906
14,53
7411 + 74,99 +
PT% (%) 74,57 + 24,39 2484 2408 0,744
INR 166729 2,05+1047 130+044 0,347
) 36,26 + 3542+
aPTT (gidy) 35,85 + 23,33 3,07 Th15 0,763
Fibrinogen (g/l) 47+43  505+597 437+156 0,159
61,15 + 99,44 +
BVBM  7477£507.37 o 686,10 0,709
Trung vi 3,77 3,94 3,46 0,942
dimey 5%-95%  062-1467  056-1422 0,94-1556
43846+ 216,40+
BVVX 2898805663 ol 50623 0,204
Trung vi 3,12 3,52 25 0,012

5% - 95% 0,75 - 2030 0,96 - 5000

0,73 -1750




11

3.2. Cac yéu t6 nguy co HKTMSCD & nhém BN nghién ciru
3.2.1. Cdc yéu té nguy co dang phoi nhiém

Bdng 3.3. Ti & cac yéu té nguy co dang phoi nhiém

Céac yéu to l:]gr:li%’ :10’ dang phoi S6 lwgng BN 'I('g;ol)g
NMN cip 39 11,02
b/C COPD 40 11,3
Suy H6 hap 220 62,15
Nhiém triing 284 80,23
Bénh tiéu hoa 26 7,34
Bat dong trude khi vao HSCC 111 31,36
Catheter TMTT 269 75,99
Dung thudc an than 59 16,67
Dung thudc van mach 107 30,23
Tho may 155 43,79
Tong sb 354 100,0
3.2.2. Cdc yéu to nguy co mic phii

Bdng 3.4. Ti |é cac yéu té nguy co mdc phdi
Céc yéu té nguy co mic S6 lwgng bénh Ty lé
phai nhan (%)

Ung thu 38 10,7
Hoi chiing than hu 30 8,5
Cao HA 187 52,8
bai thao duong 80 22,6
Hut thudc 184 52,0
Tudi > 60 252 71,2
BMI > 23 43 12,1
Cé thai 14 39
Tién sit HKTMS 1 0,3
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3.2.3. Ty I¢ BN theo bing diém nguy co dw doin HKTMS
PADUA
Bdng 3.5. Ty 1¢ BN theo bdng diém nguy co dw doin HKTMS

PADUA
S6 yéu té nguy S6 BN

co n %

0 4 11

1 46 13,0

2 110 31,1

3 124 35,0

4 64 18,1

>5 6 17
Téng 354 100,0

3.2.4. Piém cdt diém PADUA trong nghién ciu
Bdng 3.6. Piém cit diém PADUA trong nghién ciu

B A 0,
Piém  NHKTMS HK£$R/?S ) OR(95%C1)
0
PADUA  (n,%) (%)
>3 71 (33,2) 143 (66,8) 1,68 (1,03-
0,037 037
<3 32 (22,9) 108 (77,1) 2,73)
D¢ nhay = 68,9; Do dac
hiéu = 43,0
>4 54 (37,2) 91 (62,8) 1,94 (1,22-
0,005 7. 0
<4 49 (23,4) 160 (76,6) 3,08)
P06 nhay =52,4; Dy dac
hi¢u = 63,7
>5 47 (38,5) 75 (61,5) 1,97 (1,23-
0,005 7 27
<5 56 (24,1) 176 (75,9) 3,16)
D¢ nhay = 45,6; Do dac
hiéu = 70,1

- Piém cit PADUA < 4 & > 4 1a phu hop véi d6 nhay
52,4%, d6 dic hiéu 63,7%, p=0,005
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3.2.5. Phin tich hoi quy da bién yéu té nguy co va HKTMSCD
3.2.5.1. Phan tich héi quy don bién
Bdng 3.7. Phan tich héi quy don bién cac yéu té nguy co va

HKTMSCD
Co Khong
Céc yéu to HKTMSCD | HKTMSCD |OR(95%Cl)| p
n % n %
.. | >60 | 85 | 337 167 | 66,3 2,37
TUOL 80 [ 15 | 17,6 | 84 | 824 |(1,33-4,24)| %003
| Nam | 87 [327] 179 | 67,3 2,2
G r 1 1 1
U TN [ 16 182 | 72 | 818 | (1,2-40) | 0%
Hat | C6 | 72 | 391 | 112 | 60,9 288 | oo
thuoc |Khéng | 1 | 182 | 139 | 818 | (1,7-48) |
| ce | a0 465 46 | 535 2,82
Suy tm F ong | 63 | 23.1 | 205 | 76,5 | (1,68 -4,77)| <000t
Suyho | Co | 70 | 332 147 | 668 1,7 003
hap | Khong| 30 [ 224 [ 104 | 776 | (1,1-2.8) ’
C6 | 17 | 447 | 21 | 553 2,2
Ung thu = ong | 86 | 27.2 | 230 | 728 | (1.1-43) | 20
>4 | 54 |3724] 91 |6276| 194
Padua = 0 [23.44| 160 | 76,56 | (1,21-3,10) | %09
The | C6 | 73 | 332 | 147 | 668 1,72 0.03
may | Khéng| 30 | 22,4 | 104 | 77,6 | (1,04-2,83) !

3.2.5.2. Phan tich héi quy da bién
Bdng 3.8. Phan tich héi quy da bién céc yéu té nguy co va

HKTMSCD
Cac yéu to OR (95% CI) p
Tudi > 60 1,64 (0,85 - 3,18) 0,141
Gigi 1,02 (0,46 - 2,26) 0,957
Hut thudc 2,57 (1,32 - 5,01) 0,006
Suy tim 2,92 (1,63 - 5,23) <0,001
Suy hd hip 1,43 (0,71 - 2,86) 0,315
Ung thu 1,37 (0,58 - 3,27) 0,474
Pardua (> 4) 2,72 (1,13 - 6,58) 0,026
Thé may 1,31 (0,69 - 2,51) 0,411
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Bdng 3.9. Phan tich héi quy da bién cac yéu té nguy co theo

thai gian
Chc ’yéu Ngay thta 7 l?|_|g£y thir 14 l;l_ﬁ;:ly thir 21
0 0
O [HRES%CH | P | g506cry | P | (o5mcr) | P
- 1,868 1,934 1,902
Tudi > 60| o775 611 [0.063| (1 0’3 45y | 0.025 | (1 g3 30| 0.029
[ 1551 1,062 1,061
Glol 1 0,70-3.43) | %°| (0.54-2,00) | %853 | (0,54-2,09)| 0%
[ 1262 1578 1614
Hatthude | (o 6”1 0452 o 5078y | 0114 | 0 972,64y 0097
" 0527 0,429 0,480
Suytim | g.25-1,12) | 299 (0,21-0.86)| ©%28 | (0,25-0,94)| ©0%2
Suyho | 1,294 1,350 1287
hip | (0.70-2.41) |>4%8| (0.78-2,35)| 9?89 | (0,74-2,23) | ©:3¢8
1,148 1,129 1212
Ung thu 0,674 0,689 0513
(0,60-2,19) (0,62-2,04) (0,68-2,16)
1751 1,575 1,598
Pardua 0,025 0,041 0,035
@4 | (1,07-286) (1,02-2,44) (1,03-2,47)
| 1036 0,994 1,004
Tho méy 0,904 0,982 0,989
(0,58-1,84) (0,60-1,66) (0,60-1,67)

Bdng 3.10. Phan tich héi quy da bién céc yéu té nguy co

HKTMSCD trong nhom du phong va nhom khdng de phong

Céc yéu td OR (95% ClI) o1x | pore
Du phong Khoéng du phong
Tudi >60 |2,82(0,75-10,62) | 2,50 (0,98 -6,38) | 0,125 | 0,045
Namgiéi | 0,97 (0,31-3,08) | 1,35(0,42-4,40) | 0,96 | 0,613
Huat thubc | 0,48 (0,14 - 1,61) | 5,33 (2,07 - 13,75) | 0,235 | 0,001
Suy tim 0,3(0,07-1,24) | 0,23(0,08-0,62) | 0,097 | 0,004
Suy hd hap | 2,29 (0,54 -9,78) | 1,14(0,47-2,72) | 0,26 | 0,773
Ung thu 0,48 (0,07 - 3,30) | 1,40(0,48 -4,10) | 0,456 | 0,535
Pardua >4 | 6,31 (1,20 - 33,08) | 4,09 (1,18 - 14,21) | 0,029 | 0,026
Batdong | 0,71(0,15-3,43) | 0,23(0,06-0,85) | 0,676 | 0,028
Thomay | 0,63(0,16-2,48) | 1,92(0,81-4,57) | 0,510 | 0,138

pl*: Dy phong; p2**: Khong di phong
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3.3. Hi¢u qua ciia diéu tri du phong HKTMSCD bing Enoxaparin
3.3.1. Ti I¢ HKTMSCD méi mic

Bdng 3.11. Ti 16 HKTMSCD mgi mdc va du phong
Dy | SOBN |HKTMSCD| Khong
phong | (N.96) (%) |HKTMsCD| P |RR(95%C)
Co  |171(483) | 23(134) | 148(866) | | 038
<
Khong| 183 (51,7) | 80 (43,7) | 103(56,3) | | (0,26 -0,55)
Téng |354 (100,0)| 103 (29,1) | 251 (70,9)

Ti I¢ HKTMSCD méc méi ¢ nhom dy phong thap hon nhém
khong dyu phong, su khac biét co y nghia thong keé.

3.3.2. Thei diém phat hiégn HKTMSCD va de phong
Bdng 3.12. Thei diém phét hign HKTMSCD va dar phong

Thoi diém phat BN Dy phong
hién HKTMSCD ] - P
HKTMSCD (n=103) Co Khong
Sau 7 ngay 83 18 (21,7) | 65(78.3) | <0,001
Sau 14 ngay 19 4 (21,1) 15 (78,9) | <0,001
Sau 21 ngay 0 1 (100,0) -
Sau 28 ngay 0 0 0

3.3.3 Tii vong do moi nguyén nhin va dir phong HKTMSCD

Bdng 3.13. Méi lién quan gisa tiz vong va du phong

Du SOBN | Tervong | Khéng tir vong RR
phong | (N | (0.%) (n,%) Pl (95%cCl)
. 171
CO | gz | 106G | 1610041 | oe
Khong (éfg;) 30 (164)| 153 (83.6) (0,28-084)
. 354
g | (o) |400L3) 31487)

- Ti 1& tir vong ¢ nhom dy phong thip hon nhém khong du
phong, su khac biét cé y nghia thong ke.
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Bdng 3.14. Ti 1 tar vong 6 nhom BN bi HKTMSCD va nhém

khong bi
T vong
Bénh nhan C(?;/Or;l Khong n2 (%) OR
Co 17 (16,5) 86 (83,5) 1,96
HKTMSCD 0,048
Khong HK  23(9,16) 228 (90,84) (0,93 -4,03)
Téng 40 (11,3) 314 (88,70)

- Ti 1€ tr vong trong nhom c6 HKTMSCD cao hon nhom
khong c6 HKTMSCD, su khac biét c6 y nghia thong ké.
3.3.4. Tinh an toan cia diéu tri dw phong HKTMSCD bdng

Enoxaparin
Bdng 3.15. T7 ¢ BN gidm tiéu cau va dw phong

Giam R .
D}-I sé BN TC Khong %Iam 0 (.BR
phong (n.%) TC (n,%) (95%CI)
Co 171 (48,3) | 13(7,6) | 158 (92,4) 0,96
) 0836 | (0,63 -
Khong | 183 (51,7) | 15(8,2) | 168 (91,8) 1’45)
2 354
Tong (100,0) 28 (7,9) | 326 (92,1)

- Ti Ié giam tiéu clu trong nhém c6 du phong thap hon
nhom khong du phong, su khac biét khong co y nghia thong ké.
- Khong c6 truong hop nao xuit huyét ning trong nghién ctru
Bdng 3.16. Ti |¢ BN Thay déi creatinin véi dw phong

Du S6 BN (N)  Creatinin  Creatinin p RR
phong > 120) (<120) (95%Cl)
Co 171(483) 12(70) 159(930) 1,14
Khong  183(51,7)  10(55) 173(945) . (0,77 -1,69)

Téng 354 (100,0) 21(59) 333(94,1)

- Ti I& BN c6 creatinin mau > 120 trong nhém cé du phong
cao hon nhom khong dy phong, sy khac bi¢t khong ¥ nghia
thong ké.
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Chuong 4
BAN LUAN

Trong thaoi gian nghién cau viéc du phong HKTMS trén BN
HSCC chua dong déu va thong nhat. Dén thang 7/2017 hoi
HSCC&CP Viét Nam méi c¢6 huéng dan du phong thuyén tic
HKTMS & BN héi stic tich cuc. Do d6, trong 354 BN ¢6 du tiéu
chuan lya chon vao nghién ctu, c6 nhém BN du phong
HKTMS (171BN, 48,3%) va nhém BN khong du phong
HKTMS (183 BN, 51,7%).

4.1. Pic diém nhom BN nghién ciru
4.1.1. Pic @iém nhém BN nghién ciku véi cac bién dinh tinh

Ti 1& céc bién dinh tinh gitra nhém du phong va khéng du
phong la twong ddng (p > 0,05). Nhém BN nhiém khuan chiém
ti 18 cao (80,2%), suy hd hap 62,1%, Cao HA 52,8%, tho méay
43,8%, két qua nay tuong duong vai CAC tac gia trong nudc, cao
hon so vai C&c tac gia nude ngoai.

4.1.2. Dic diém nhoém BN nghién ciiu véi cdc bién dinh lrong

Khong co su khac biét c6 y nghia théng ké vé trung binh céc
bién dinh lugng gitra nhém du phong va khong du phong (p >
0.05). Do tudi trung binh cua BN trong nghién cau 1a 69,1 +
17,9 tudi, twong duong do tudi trong cac nghién ctru cua céc tac
gia trong va ngoai nude. PO tudi trung binh BN nghién cuu tai
bénh vién Bach Mai 1 57,9 + 17,9 tudi, thap hon so vé&i do tudi
trung binh BN nghién ctru tai bénh vién Hitu Nghi la 80,2 + 8,8
tudi, do dic thu ddi twong bénh nhan & bénh vién Hitu nghi cao
tudi hon.

Chi s6 khdi co thé trung binh caa mau la 20,7 + 2,3 kg/m2
phu hop Vi chi s khdi co thé trung binh caa BN noi khoa nam
vién ¢ Viét Nam. Theo Té chic Y té Thé Gigi phan loai dinh
dudng cho nguoi Chau A, nghién ctu nay c6 12,15% BN béo
phi. Ti 1€ bénh nhan béo phi khdng c6 sy khac biét gitra 2 nhom
du phong va khéng dy phong. Ti I¢ BN béo phi trong nghién
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ctru thap hon so véi cac nghién ciu khéc trong va ngoai nudc
c6 thé tudi BN trong mau nghién ctiu 1a nhitng bénh nhan nguoi
Viét Nam cao tudi, do chung toc. Trong nudc, ti 1& béo phi &
nghién ctu cua tac gia Pham Anh Tuan 1a 22,4%. O cac nudc
phuong Tay, ti 1€ béo phi ¢ nghién ctu cua tac gia Samama M:
19,6%, t&c gia Lazoroviz: 30,6%.

4.2. C4c yéu té nguy co HKTMSCD & nhom BN nghién citu
4.2.1. C&c yéu té nguy co HKTMSCD

- Ti 16 BN bi HKTMSCD trong nhém nhiém tring
(30,28%) cao hon nhom khéong bi nhiém tring (24,28%), tuy
nhién khong c6 su khac biét.

-Ti1lé BN bi HKTMSCD trong nhém bénh nhan suy hé hip
cao hon nhom bénh nhan khong suy ho hép va su khac biét nay
¢6 y nghia thong ké vai p = 0,03.

- Ti 1€ BN suy tim trong nhém bi HKTMSCD cao hon nhém
BN khdng bi HKTMSCD, su khac biét nay c¢6 ¥ nghia thong ké
véi p =0,001.

- Ti 1€ BN bi HKTMSCD trong nhém ung thu cao hon
nhém khong ung thu c¢6 ¥ nghia théng ké véi p = 0,025.

- Trong nghién ctu, sé6 BN thé méay trong nhém BN bi
HKTMSCD cao hon sé BN khdng bi HKTMSCD, su khéc biét
c6 y nghia thdng ké vai p = 0.003.

- BN bji HKTMSCD trong nhém BN dot cap COPD cao hon
trong nhom BN khéng dot cdp COPD, tuy nhién su khéc biét
nay khdng c6 ¥ nghia thong ke.

- Ti 1¢ BN bi HKTMSCD trong nhém c6 dat catheter cao
hon s6 BN trong nhom khong dit catheter, tuy nhién su khac
biét nay khdng c6 ¥ nghia thong ke.

- Ti 16 BN bji HKTMSCD trong nhém BN duing an than cao
hon s6 BN trong nhém khéng ding an than 1,3 lan, tuy nhién
su khéc biét nay khong c6 ¥ nghia théng ké.
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-Ti I&¢ BN bi HKTMSCD trong nhém c¢6 dung van mach cao
hon nhom khéng dung thuéc van mach 1,36 lan, tuy nhién sy
khéc biét khong co y nghia thong ke.

- Ti 1é BN bj HKTMSCD trong 2 nhém nhdi mau ndo va
khong nhoi mau ndo 1a khong co su khac biét.

- Trong nghién ctru chung téi khdng ghi nhan co sy lién quan
gitta cac thdng sé V& huyét hoc, chirc ning dong mau co ban voi
HKTMSCD.

4.2.2. Méi lién quan gié#a bdng diém PADUA va HKTMSCD

Ti I& bénh nhan bi HKTMSCD trong nhém cé diém Padua
>4 cao hon nhém bénh nhan c6 diém Padua <4, su khéc biét co y
nghia thong k& véi p=0,005 Khi phan tich 3 diém cat véi diém
Padua (>3 va <3), (>4 va <4), (>5 va <5) su khéc biét Vé ti l¢
HKTMSCD c6 y nghia, tuy nhién véi diém cat diém Padua (>4 va
<4) cho thiy d6 nhay va do dac hiéu twong ddi tuong dong.

4.2.3. Phan tich hoi quy da bién cic nguy co HKTMSCD

Qua phan tich hdi quy da bién cic nguy co don bién trong
nghién cau cho thay diém Padua > 4 co y nghia dy doan
HKTMSCD, BN c6 hat thuéc, BN ¢6 suy tim 1a nhiing yéu t6
nguy co doc lap HKTMSCD ¢ BN HSCC.

Qua phan tich hdi qui da bién theo thoi gian diém Padua > 4
c¢6 y nghia di doan HKTMSCD ¢ ca 3 thoi diém, 12 yéu té tién
luong ¢ y nghia dbi voi HKTMSCD trong ca nhém du phong
va nhom khéng du phong. tudi BN > 60, suy tim 1a nhiing yéu
t6 nguy co doc lap ddi véi HKTMSCD sau 14 ngay va sau 21
ngdy BN vao khoa HSCC va la yéu té nguy co ddi Vi
HKTMSCD trong nhém khéng dyu phong.

Phan tich da bién cac yéu t6 nguy co HKTMSCD trong
nhém du phong va nhém khong du phong: diém PADUA > 4 13
yéu t6 tién luong c6 ¥ nghia di véi HKTMSCD trong ca nhdm
du phong va nhém khong du phong. Tudi > 60, hat thudc, suy
tim, PADUA > 4, bat dong truéc khi vao khoa HSCC la yéu t6
nguy co ddi voi HKTMSCD trong nhom khong du phong



20

4.3. Hiéu qua caa diéu tri du phong HKTMSCD bing
Enoxaparin
4.3.1. Ti I¢ HKTMSCD méi méc

Ti 16 HKTMSCD méi mac & nhom du phong 1a 13,4% va &
nhom khodng du phong la 43,7%, su khac biét nay cd y nghia
thong ké (p < 0,001). Ti I& nay cao hon két qua cac nghién ctu
¢ phuong tdy nhu: nghién ctu MEDENOX 5,5, nghién cuu
PREVENT 2,8%, ARTEMIS 5,6%, thip hon két qua nghién
ctru cua Kaplan (2015) nghién ctu 113 bénh nhan nhiém khuan
nang va séc nhidm khuan & khoa HSTC, tat ca déu diéu tri du
phong cho thay ti 16 bi HKTMS la 37.2%. Téac gia Fraisse
(2000) nghién ctiru 223 BN dot cip COPD tai Phap cho thiy ti
Ié m&i mac trén bénh nhan c6 dy phong [a 15,5%. Nhu vay du
phong HKTMS trén bénh nhan HSCCNK lam giam ti 1&
HKTMS méi méc so véi khéng du phong. Két qua cua nghién
ctru chuing t6i twong ddng Vi cac nghién ciru du phong trén ddi
tuong bénh nhan noi khoa ¢ phuong Tay, du phong lam giam ti
6 HKTMS méi méc so véi khong du phong. Ti 16 méi méc
HKTMSCD khac nhau c6 thé do dbi twong BN khéc nhau, BN
bi mac nhiéu bénh khac nhau, thai gian nghién ctu khac nhau.
4.3.2. Thoi diém phéat hign HKTMSCD va d phong

HKTMSCD chu yéu xuét hién trong 7 ngdy dau vao vién,
83/103 BN (80,58%), Ti I¢ bi HKTMSCD trong nhém dyu phong
thap hon nhom khong du phong co ¥ nghia théng ké (p < 0,001).
Sau 14 ngay vao vién c6 thém 19/103 BN bi HKTMSCD
(18,45%), BN du phong c6 ti 1é bi HKTMSCD thip hon nhém
khéng du phong (p < 0,001). Chi c6 1 truong hgp bi
HKTMSCD phat hién ¢ thoi didm T3 va ¢ BN khong du
phong. Nhu vay viéc danh gia cac nguy co va dy phong
HKTMSCD phai ngay tir khi BN nhap vién.
4.3.3. Ddc diém nhing bénh nhin c6 HKTMS ¢ nhém dy phong

Mic du duoc dy phong HKTMS van c6 18 truong hop
HKTMS méi mac. Két qua khao st cho thay: ca 18 truong hop
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déu c6 nhiéu yéu té nguy co HKTMS cuing liic, 15/18 (83,33%)
truong hop thuéc nhom “>60 tudi”, nhidm tring 15/18
(83,33%),nam gigi co 12/18 (66,67%), diém Padua > 4 12/18
(66,67%), suy ho hap 11/18 (61,11%), 7/18 (38,89%) BN hut
thudc. Nhu vdy BN HSCCNK c6 nhiéu yéu t6 nguy co
HKTMS, bén canh viéc du phong bing thubc xem xét can phdi
hop thém céc bién phéap du phong khdng ding thudc va siéu am
tam soat dé phat hién sém HKTMS.

4.3.4. Ti ¢ tir vong do mei nguyén nhan va do HKTMSCD

- Qua nghién ctu 354 bénh nhan HSCCNK, c6 10 truong
hop tir vong & nhém dy phong (chiém 6,67%), c6 30 truong
hop tr vong & nhdm khdng du phong (chiém 14,71%). Ti Ié tir
vong & nhém dy phong thap hon nhém khéng du phong, su
khéc biét c6 y nghia thdng ké (p = 0,018). Ti 18 tir vong & nhém
bénh nhan dyu phong thdp hon nhom khong du phong, két qua
nay tuong tu két qua cua cac nghién ciru nhu Samama M (4,9%
va 6,2%), Cohen AT (3,3% va 6,0%).

- Trong nhém c6 HKTMSCD c¢6 16,5% (17/103) bénh nhan
tir vong cao hon ti 1€ tor vong ¢ nhém khéng c6 HKTMSCD
9,16% (23/251) bénh nhan, su khac biét co y nghia théng ké véi
p = 0,048. Twong tu két qua nghién ctu ciia Lyman (2018) cho
thiy ti 1¢ tir vong & nhom khong c6 HKTM 1a 5,5%, ti I¢ ti
vong ti nhom c6 HKTM tang 1én 15,0%.

4.35. Tinh an toin cia dw phong HKTMS bing
Enoxaparin trén bénh nhin HSCCNK

- Xuat huyét va dy phong: khéng cé truong hop bi xuit
huyét niang trong thdi gian nam vién, co 9 truong hop xuat
huyét khong ning & nhém dy phong (6%) va 5 truong hop
xuat huyét khéng ning & nhém khong du phong (2,45%), su
khac biét khong co ¥ nghia thng ké, két qua nghién ctru nay
tuong ddng voi két qua cac nghién ctru & phuong Tay.

- Giam tiéu cau va du phong: CO6 2 trudng hop giam tiéu
cau & nhom dy phong chiém ti 1& (1,3%) va 4 truong hop &
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nhom khong dy phong (1,9%). Su khac biét khdng co y nghia
théng ké. Ti 1 nay trong cac nghién ctru du phong cia tac gia
Samama M la 2,2% va 3,6%, nghién cliru cua tac gia
Lazoroviz la 0,3% va 0,5%.

- Thay d6i néng do creatinine mau va dy phong: Trong
nhoém c6 du phong c6 8% (12/150) BN tang creatinine mau >
120 mmol/l, trong nhom khong du phong it hon 4,4% (9/204),
su khac biét khong c6 y nghia théng ké véi p=0,158.

KET LUAN

Qua nghién cttu 354 bénh nhén vao diéu tri tai khoa Hbi strc

cap ctu ndi khoa, so sanh giira 2 nhém c6 huyét khéi tinh mach
sau chi dudi va khong cé huyét khdi tinh mach sau chi dudi
ching t6i rit ra nhitng két luan sau:
1. Yéu td nguy co doc lap ddi véi su xuit hién huyét khoi
tinh mach siu chi dw6i lan dau trén bénh nhan Hoi sirc cap
ciru ndi khoa do6 la: Hut thudc (OR 2,57; KTC 95%; Cl 1.32 -
5,01 p=0,006), Suy tim (OR 2,92 CI 1,63 - 5,23; KTC 95%; p <
0,001). Bang diém cac nguy co du doan HKTMS Padua véi diém
cat (< 4, > 4) c6 y nghia trong du doian HKTMSCD (OR 2,72; KTC
95%; CI 1.13 - 6,58; p=0,026).

- Mot s6 yéu td khac nhu: Tubi> 60, BMI > 23 kg/m?, gi6i
tinh, suy ho hép, ung thu, nhidm trung, thd may trong nghién
clru ¢o ¥ nghia trong phan tich don bién nhung khi phan tich da
bién chua thy sy khac biét ¢ ¥ nghia thong ké.

- Yéu t6 tudi > 60 1a yéu t6 nguy c6 HKTMSCD vao thoi
diém ngay tha 14 sau khi vao vién. Trong nhom khong du
phong, tudi > 60, hat thudc, suy tim, bat dong trudc khi vao
khoa HSCC 1a yéu t6 nguy co doc 1ap ddi voi HKTMSCD
2. Nhén xét két qua dy phong huyét khéi tinh mach sau chi duéi
bing Enoxaparin:

- Nhém bénh nhan c6 du phong bang Enoxaparin c6 ti 1&
mac huyét khéi tinh mach sdu mai thap hon nhém khong du
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phong, su khac biét c6 y nghia théng ké. (Ti 16 HKTMS méi
mac & nhom dy phong: 13,7%, & nhém khoéng du phong:
43,7%. p < 0,001).

- HKTMSCD chi1 yéu xuat hién trong 7 ngay dau vao vién,
83/103 BN (80,58%), Ti I& bi HKTMSCD trong nhém du phong
thap hon nhom khéng dy phong c6 y nghia thong ké (p < 0,001).

- Ti I¢ tir vong trong thoi gian nam diéu tri do moi nguyén nhan
trong nhém du phong bang Enoxaparin thap hon nhom khong du
phong, sur khac biét c6 ¥ nghia thong ké. (Ti 1é tir vong & nhom du
phong: 6,7%, nhom khéng du phong: 14,7%, p = 0,018).

- Str dung Enoxapparin voéi liéu du phong khdng cé su khac
biét gitra 2 nhém ding va khéng dung vé giam tiéu cau (Ti Ié
giam tiéu cau & nhom du phong: 1,3%, nhom khdng du phong:
1,9%, p = 0,651), khdng cd su khéc biét vé sy thay ddi ndng do
creatinin mau gitra 2 nhoém (p= 0,158) va khéng co6 truong hop
nao bi xuat huyét nang.

KIEN NGHI

- Bénh nhan nam diéu tri tai khoa HSCC ngi khoa c6 nhiéu
yéu t6 nguy co HKTMS, can phai danh gia va sang loc va phan
tang cac yéu td nguy co.

- Két qua nghién cau cho thay du phong HKTMS bang
Enoxaparin dbi v6i bénh nhan HSCC noi khoa 1a c6 hiéu qua.
Do do6, tit ca cac bénh vién nén xem xét dy phong bang
Enoxaparin thudng quy di véi bénh nhan HSCC noi khoa c6
nguy co HKTMS, theo khuyén cdo cua Hoi Hoi st cap ctu va
Chéng doc Viét Nam.

- Tiép tuc thyc hién nghién ciu véi mau 16n hon va thoi
gian theo ddi dai hon vé loi ich va bién chung xuét huyét, tir
vong ciing nhu bién ching cia HKTMS.
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HAN CHE

- Pay la nghién cttu mo ta, khéng phai nghién cau thu
nghiém 1am sang phan nhém ngau nhién.

- Do bénh ly bénh nhan HSCC noi khoa ning, phirc tap va
mac nhiéu bénh phdi hop do d6 con han ché phan tich cac yéu
t6 nguy co dugi nhdm do mau nghién ctru chua 16n.

- Bénh nhan HSCC noi khoa nam vién c6 thoi gian bat dong
kéo dai, nghién ctru nay chua khao sat dugc lgi ich va tinh trang
xuat huyét khi diéu tri du phong HKTMS bing Enoxaparin
trong thoi gian kéo dai.

- Nghién ctu chua khao sat dwoc cic bién chung cua
HKTMSCD: TTP, ting ALDM phdi, hoi chimg hau huyét khéi.
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INTRODUCTION

Venous thromboembolism (VT) is a common clinical vascular
disease, only after acute myocardial infarction and stroke. Clinically,
VT presents two forms: deep vein thrombosis (DVT) and pulmonary
embolism (PE). Clinical symptoms of PE are usually atypical, may
be asymptomatic due to other obscure diseases, easily confused with
other special diseases in patients receiving emergency - intensive care
internal medicine (ICU).

Patients in ICU have many risk factors for VT, pre-admission
risks such as immobility, infections, cancer, advanced age, heart
failure, respiratory failure and a history of ICU. There are risks when
entering the department such as lying motionless, mechanical
ventilation, sedatives, central venous catheters, hemodialysis,
infections, and vasopressors. Diagnosis and treatment of VT in ICU
patients is very difficult so diagnosis is late and easy to miss. Even
when diagnosed, there is no chance of treatment or difficulty because
of serious illness, multiple organ failure, hemostatic disorders and
unpredictability. Fortunately, VT is preventable, but currently the
prophylaxis of VT in ICU patients has not been given adequate
attention, is not consistent, and the prevention rate is not high. So far,
there have been many studies on DVT in the world and in Vietnam,
but research on DVT in emergency resuscitation patients is still
limited. On that basis, this research project is conducted with 2
objectives:

3- Understanding some risk factors for lower extremity DVT in
the first time in patients treated at the intensive care unit of the Bach
Mai hospital and the Friendship hospital.

4- Review the results of lower extremity DVT prevention by low
molecular weight heparin (Enoxaparin) in the above patient groups.

URGENCY OF THE SUBJECT

DVT is a common condition, with atypical symptoms, which
makes it difficult to diagnose, treat complexities and dangerous
complications but this disease can be prevented. In the world and in
Vietnam, there have been many studies on VT: risk factors,
diagnosis, treatment and prevention but mainly in surgical patients,
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cardiovascular patients, internal medicine patients and obstetric.
Studies of VT in ICU patients are few. What are the risk factors for
DVT in medical ICU patients? Will the use of prophylactic medicine
on Vietnamese people reduce the rate of DVT? In particular, the
patient with medical ICU often has many serious illnesses attached.
Therefore, this research is essential and has high practical
significance.

NEW CONTRIBUTIONS OF THE THESIS

1. The study has identified Padua cut off point > 4 to predict the
risk of lower extremity DVT in patients with ICU. Smoking, heart
failure are independent risk factors for lower extremity DVT in ICU
patients.

2. The study has identified the incidence of lower extremity DVT
in the prophylactic and non-prophylactic groups, proving the
effectiveness of lower extremity DVT prophylaxis by Enoxaparin in
internal ICU patients in the Bach Mai hospital and the Friendship
hospital.

THE LAYOUT OF THE THESIS

The thesis consists of 129 pages. In addition to the introduction,
aims, conclusions and recommendations, there are 4 chapters
including: Literature review (38 pages), Subjects and Methods (20
pages), Results (34 pages), Discussion (32 pages), Conclusions (1
page), Recommendations (1 page). There are 52 tables, 7 pictures, 1
diagram, 4 charts, and 160 references (Vietnamese and English).
Including 26 documents in the past 5 years.

Chapter 1
LITERATURE REVIEW

1.1. Deep vein thrombosis (DVT)
1.1.1. Some concepts and formation of DVT

- Thrombosis is a pathological condition that leads to the formation of
a blood clot in the lumen (semi-occlusive or completely embolized).

- Venous thromboembolism: A common term for two clinical
forms: pulmonary artery occlusion and DVT.
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- The formation of thrombosis is usually due to many coordinating
factors. Virchow describes it as hypercoagulation, endothelial
damage and circulatory stagnation.

1.1.2. The natural progress of lower extremity DVT( LEDVT)
- Usually proceeds silently, 20-40% of patients have symptoms.

- About 50% of LEDVT untreated, it will lead to pulmonary
embolism, large embolism can be fatal, small arterial occlusion
may increase pulmonary artery pressure.

- Prolonged obstruction of lower extremity venous thrombosis
by thrombosis leads to venous valve failure and increases chronic
Venous pressure.

1.1.3. Complication of VT
- Acute pulmonary embolism
- Pulmonary hypertension due to chronic embolism
- Post-thrombotic syndrome
1.2. Epidemiology of DVT in the world and in Vietnam

- Every year in the world, the rate of new DVT infection ranges
from 0.5/1000-2/1000 people. VT increases with age and male:
female ratio = 1.2:1. In Vietnam, there are no statistical studies on
VT rates in the national population.

- The rate of VT in ICU patients who do not have VT
prophylaxis is the rate of DVT from 13-31%, in patients on DVT
prophylaxis, the rate of DVT is from 5.4-23.6% depending on the
different disease groups attached.

1.3. Risk factors of DVT in ICU patients

ICU patients are serious patients who need to be supported by
means of machinery, drugs ... high risk of death if not diagnosed,
treated and often the last line of all other departments, so the patients
with all risk factors for DVT in general such as age, inactivity,
obesity, personal or family history of VT ... When entering the
emergency department, patients may have additional risks: sedation,
sedation, central venous catheter, artificial kidney, mechanical
ventilation, infection..
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1.4. The combination of risk factors

The DVT ratio is correlated with the number of risk factors. In
patients without risk factors, the rate of DVT is 11%, in patients with
suspicion, the rate of DVT is 20-30% and in patients with 3 risk
factors, this rate increases to 50%.

1.5. Diagnosis of lower extremity DVT

- Based on clinical symptoms, risk stratification (Well's score
indicates lower extremity DVT), low-risk patients (Well's score <2)
have a negative DVT diagnostic value of 96% (99% if D dimer also
negative). Positive diagnosis in high-risk patients (Well’s score > 2)
is less than 75%, other tests are needed to diagnose acute DVT.

- D-Dimer test for DVT: D-Dimer is a fibrin degradation product
during blood coagulation, has high sensitivity, low specificity, so it
has a diagnostic value to exclude DVT when D-Dimer is negative,
when positive D-Dimer does not necessarily mean blood clots.

- Pressed venous Doppler ultrasound is a non-invasive, less
expensive, portable, made in bed, repetitive and non-toxic method for
both physicians and patients more than other methods. Symptomatic
patients, Doppler ultrasound diagnoses DVT have 95% sensitivity
and 98% specificity. Asymptomatic patients had a sensitivity of 54%,
specificity 91%, positive predictive value 83%, negative predictive
value 69%.

1.6. Prophylaxis of DVT in patients with ER

Venous thrombosis prophylaxis has been proven effectively,
prophylaxis reduces morbidity, reduces costs and reduces mortality.
As recommended by ACCP (2012), in 2017, the Vietham National
Association of Emergency, Intensive Care Medicine provided
guidelines for uniform treatment of VT prophylaxis in ICU patients
by following these steps:

Step 1: Assess the risk of VT in patients with hospitalization based
on the underlying risk factors and the patient's medical condition.
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Step 2: Assess the risk of bleeding, the contraindications of
anticoagulant treatment.

Step 3: Summarize the risks, weigh the benefits of prevention and
the risk of bleeding when using anticoagulants, paying special
attention to renal function, elderly patients.

Step 4: Select the appropriate backup method and time. The risk
of VT and the risk of bleeding may vary daily for each patient.

+ Follow a unified regimen

- Name of medicine: Low TLH heparin, brand-name drug:
Lovenox of Sanofi-Aventis Vietnam Company.

- Dosage: 40mg (4,000 anti-Xa units, 0.4 ml), 1 time / day

- Administration: Subcutaneous injection once daily, starting

within 24 hours after the patient is admitted to the hospital and is
indicated for prophylaxis.

Duration of use: 10 £ 4 days

Chapter 2
SUBJECTS AND METHODS

2.1. Subjects
2.1.1. Inclusion criteria: when the patient meets the following criteria:

- Over 18 year - old, eligible for treatment at ICU

- APACHE Il score> 18

- Expected treatment > 6 days (maximum 30 days)

- Patient or family member agrees to participate in the study
2.1.2. Exclusion criteria:

o The patient is having DVT

¢ The patient is being treated for anticoagulant

o Patients with coagulation disorders or blood diseases

e Patients with contraindications to taking anticoagulants

o Patient or family member do not agrees to continue the research

¢ The patient lost data.
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2.2. Methods: In cohort studies, all patients who met the criteria
were conducted according to the agreed steps.
2.2.1. Setting:

Patients who were eligible for inclusion in the study, noted the
risk factors, risk stratification according to Padua Prediction Score, deep
vein Doppler ultrasound with posterior compression at 7 days post-
hospitalization, if DVT, discontinue study and treat DVT by regimen.
Patients without DVT continued to monitor and record risk factors,
Doppler ultrasound deep vein in the lower extremities was hospitalized
for 14 days, 21 days and ended the study after 30 days. At the end of the
study conducted analysis according to the objectives.

= 5 > 18 vears old

Patients studied Qualified for ICU, Apache I1> 18 d
Hospitalization prediction> 6ngay
Khéng bi HKTM

The risk, test
No symptom

i Mornitor Continue to
Continue .
to monitor monitor and

and There are clinical reassess the
reassess 5 After 7 days risks

the risks
The risk
Test / l
Doppler ultrasound v
A4

LEDVT
No LEDVT No LEDVT

Patient runs out of nisk

Patients discharged, transferred hospital

Patient after 4 weeks

Objective 1:
| End of research |_> Risk factors

Follow the regimen Frequency of occurrence
\ of DVT (Percentage)

Prevention None- prevention

AN s

l LEDVT | |No LEDVT| | LEDVT | | No LEDVT |

Objective 2:
— Effective preventive treatment
Side effects of the drug when used prophylaxis

Figure 2.1. Research scheme



2.2.2. Study sample size:

Based on the formula for calculating sample size with comparison
between prophylactic and non-prophylactic treatment (calculating
sample size for 2 rates), currently there has been no announcement of
DVT prophylaxis in medical ICU patients. MEDENOX study has many
similarities with this study, so we based on the proportion of DVT in the
non-prophylactic and preventive treatment group in the MEDENOX
study was 14.9% and 5.5 %, estimated sample size (N) is:

; N | Fgtizz
(SIELTRN L1+IJ'+3'_—S*,\!’F'_*‘T'_+L il

My=Na= p ,
ipz—pa)®

Inside:

- plis the incidence of DVT in the non-prophylactic group = 14.9%

- p2 isthe incidence of DVT in the preventive treatment group =5.5%

- nl is the sample size of the group without preventive treatment

- n2 is the sample size of prophylactic treatment group

Sample size needed for each group: n1 = n2 = 162 patients

The total sample size of the 2 groups at least is: N = 324 patients
2.2.3. Procedures and techniques in research

- Identify common VT risk factors

- Determining history of acute medical diseases and diseases

- Identify VT risk factors in ICU

- Diagnosis of lower extremity DVT: by an ultrasound Doppler
ultrasound procedure of the lower extremity is performed by a
qualified diagnostic imaging doctor. During the follow-up process, in
case of suspected postgraduate students, the image diagnosis doctor
will check again.

- Tests, image diagnostics

- Prophylaxis of lower extremity DVT by low molecular weight
heparin according to the uniform regimen

Table 1.1. Padua Prediction Score

Risk factors Sco
Active cancer re
Previous VTE(except superficial thrombosis) 3
Bedrest> = 3 days 3
Thrombophilia 3




Recent trauma and / or surgery (<= 1 month) 3
Elderly age > =70 2
Heart failure and / or respiratory failure 1
Acute myocardial infarction or ischemic stroke 1
Acute infection and / or rheumatologic disorder 1
Obesity (BMI> = 30 kg/m?) 1
Ongoing hormonal treatment 1

1

* Patients with metastases near or far and / or undergoing
chemotherapy or radiation within 6 months

** Defect antithrombin, S protein, C protein, V Leiden factor,
prothrombin mutation G20210A, antiphospholipid syndrome

Total score <4: Low risk of VT — No need for prophylaxis
Total score > 4: High risk of VT — Need preventive treatment

2.2.4. Research indicators
2.2.4.1. Target research objective 1

- Some risk factors for lower extremity DVT in internal ICU patients

- Incidence of lower extremity DVT in internal ICU patients
2.2.4.2. Target research objective 2

- Prophylaxis of DVT prophylaxis with Enoxaparin in ICU
patients in the Bach Mai hospital and the Friendship hospital.

2.2.5. Data processing

- Information collected from research records is entered into computers
and analyzed and processed on SPSS software version 21.0.

- Research risk factors of lower extremity DVT by logistic
regression model. First, univariate analysis processed by groups of
patients with or without DVT in the sample of the study population,
then multivariate regression analysis by Cox regression method.
2.2.6. Medical ethics

- The study was approved and approved by the Board of Research
Approving Council of Hanoi Medical University in 2014.

- This is a descriptive observational study, not affecting patients. The
research process did not delay or affect the patient's treatment process.
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- Tests and diagnostic measures are carried out exactly as directed
and for the benefit of the patient. Participants in the study did not
have to pay for ultrasound of DVT screening and testing costs during
the hospital stay

- Research is only for the protection and improvement of patient
health care, not for any other purpose.

Chapter 3
RESULTS

Through study of 354 patients, we recorded the following
characteristics:
3.1. Characteristics of researched patient group
3.1.1 Characteristics of research group with qualitative variables
Table 3.1. Characteristics of research group with qualitative variables

Samples PREVENTION
Characteristics N (%) Yes No p
nl (%) n2 (%)
Male 266 (75.1) 122 (45.9) 144 (54.1)

Gender Lo male 88 (24.9) 49(557) 39(243) Ot
Cancer 38 (10.7) 13 (34.2) 25 (65.8) 0.066
Exacerbation of

COPD 40 (11.3) 19 (47.5) 21 (52.5) 0.914
Heart failure 86 (24.3) 33 (38.4) 53 (61.6) 0.034
Infection 284 (80.2) 135(47.5) 149 (52.5) 0.559
Pancreatitis 26 (7.3) 11 (48.3) 15 (57.7) 0.525
Comatose 34 (9.6) 11 (32.4) 23 (67.6) 0.050

Respiratory failure 220 (62.1) 104 (47.3) 116 (52.7) 0.618
High blood pressure 187 (52.8) 82 (43.8) 105 (56.2) 0.076

Diabetes 80 (22.6) 40 (50.0) 40 (50.0) 0.730
Acute cerebral

infarction 39 (11.0) 19 (48.7) 20 (51.3) 0.830
Use sedatives 59 (16.7) 28 (47.5) 31 (52.5) 0.887

Use vasomotor
medication 107 (30.2) 43 (40.2) 64 (59.8) 0.044

Breathing machine 155(43.8) 78 (50.3) 77 (19.7) 0.549
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3.1.2 Characteristics of patients group studied with quantitative

variables
Table 3.2. Characteristics of patients group studied with quantitative
variables
N Samples PREVENTION
Characteristics N (%) Yes No p
nl (%) n2 (%)
Average age of patient 80.2+8.8 79.5+85 80.5+£9.0
Friendship hospital (35-99) (50 - 94) (35-99) 0.34
(years)
Averageageofpatient 5794179  594+186 55.1+164
Bach Mai hospital 0.14
(years) (18- 97) (18-97) (19-83)
Hight (cm) 163.7+£51 1639154 1636148 0.700
(1440-1750)  (1440-1750) (146.0-1750)
Weight (kg) 555+6.8 56.2+75 549+6.1 0,074
(37.0-880)  (37.0-88.0) (39.0-78.0)
BMI (kg/n?) 207+23 209%24 20522 o
T+SD (135-305)  (136-304) (154-305)
Leukocytes (G/1) 14144866  14.33+1020 13.96+6.92 0.695
Platelets (G/I) 210.9+146.76  204.3+£1139 21711722 0418
PT (gidy) 1697 +11.68 16.13+7.49 17.76+1453 0.206
PT% (%) 7457+2439 7411+2484 7499+24.03 0.744
INR 1.66+7.29 205+1047 130£044 0.347
aPTT (giay) 35.85+23.33 36.26+30.07 3542+13.15 0.763
Fibrinogen (g/l) 47+43 505+£597 437+156 0.159
BMH 7477 £597.37 6115+£54567 9944+68610 0.709
Median 3.77 394 346 0942
D-dimer 5% - 95% 0.62 - 14.67 056-14.22 094-1556
FH 289.88 £956.63 43846+13330 21640+69823 0204
Median 3.12 352 25 0012
5% - 95% 0.75 - 2030 0.96 - 5000 0.73-1750
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3.2. Risk factors for lower extremity DVT in the study population

3.2.1. Risk factors are exposed

Table 3.3. The proportion of risk factors being exposed

Risk factors are exposed gle?trizgssr of (;)e)lte
Acute cerebral infarction 39 11.02
Exacerbation of COPD 40 11.3
Respiratory failure 220 62.15
Infection 284 80.23
Digestive diseases 26 7.34
Motionless before entering the ICU 111 31.36
Central venous catheter 269 75.99
Use sedatives 59 16.67
Use vasomotor medication 107 30.23
Breathing machine 155 43.79
Total 354 100.0
3.2.2. Risk factors

Table 3.4. The rate of risk factors

Risk factors g;:zgte; of (O/chte
Cancer 38 10.7
Nephrotic syndrome 30 8.5
High blood pressure 187 52.8
Diabetes 80 22.6
Smoking 184 52.0
Age> 60 252 71.2
BMI> 23 43 12.1
Pregnant 14 3.9
History of DVT 1 0.3
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3.2.3. Percentage of patients following the predicted risk DVT
according PADUA Prediction Score
Table 3.5. Percentage of patients following the predicted risk
DVT according Padua Prediction Score

Number of risk Number of patients
factors n %
0 4 1.1
1 46 13.0
2 110 31.1
3 124 35.0
4 64 18.1
>5 6 1.7
Total 354 100.0

3.2.4. Padua cutoff point in the research
Table 3.6. Padua cut off point in the research

PADU DVT None DVT OR(95%
A score n(%) n(%) P Cl)
>3 71 (33.2) 143 (66.8) 0. 1,68
<3 32 (22.9) 108 (77.1) 037  (1,03-2,73)

Sensitivity = 68.9;
Specificity = 43.

>4 54 (37.2) 91 (62.8) 0. 1,94
<4 49 (23.4) 160 (76.6) 005  (1,22-3,08)

Sensitivity = 52.4;
Specificity = 63.7

>5 47 (38.5) 75 (61.5) 0. 1,97
<5 56 (24.1) 176 (75.9) 005  (1,23-3,16)

Sensitivity = 45.6;
Specificity = 70.1

- The cut-off point of Padua <4 & > 4 is suitable for the
sensitivity of 52.4%, specificity 63.7%, p = 0.005
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3.2.5. Multivariate regression analysis of risk factors and lower

extremity DVT

3.2.5.1. Univariate regression analysis
Table 3.7. Univariate regression analysis of risk factors and lower

extremity DVT

Fctor LEDVT | None LEDVT | o geneen|
n % n %

A >60 | 85 | 337 | 167 | 663 237 | oo
ge <60 | 15 | 17.6 | 84 | 824 |(1.33-4.24)| ¥
Male | 87 | 327 | 179 | 67.3 2.2

Gender .
Female | 16 | 182 | 72 | 81.8 | (1.2-4.0) 0.009
. Yes | 72 | 391 | 112 | 60.9 2.88
Smoking =11 182 [ 139 | 818 | (1.7-48) |<0-001
Heart Yes 40 46.5 46 53.5 2.82 <0.001
failure | No | 63 | 231 | 205 | 765 |(1.68-4.77)| "
Respiratory Yes 70 33.2 147 66.8 1.7 0.03
failure No | 30 | 224 | 104 | 776 | (1128 | =
Yes | 17 | 447 | 21 | 553 22
Cancer o [ 86 | 272 | 230 | 728 | (1.1-43) | 00
>4 | 54 [3724| 91 | 6276 1.94
Padua 749 [23.44| 160 | 76,56 | (1.21-3.10) | *00°
. Yes | 73 | 332 | 147 | 668 172
Ventilator =X =30 [ 22.4 | 104 | 776 |(1.04-283)| %03

3.2.5.2. Multivariate regression analysis

Table 3.8. Multivariate regression analysis of risk factors and lower

extremity DVT

Factors OR (95% CI) p
Age > 60 1.64 (0.85 - 3.18) 0.141
Gender 1.02 (0.46 - 2.26) 0.957
Smoking 2.57 (1.32-5.01) 0.006
Heart failure 2.92 (1.63-5.23) <0.001
Respiratory failure 1.43 (0.71 - 2.86) 0.315
Cancer 1.37 (0.58 - 3.27) 0.474
Pardua (> 4) 2.72 (1.13 - 6.58) 0.026
Ventilator 1.31 (0.69 - 2.51) 0.411
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Table 3.9. Multivariate regression analysis of risk factors over time
7 day 14" day 21" day
TS| HR@swCh | p (95|_°|/0RCI) P (95|:/|§CI) P
Age> 60 (0.21).7%2?61) 0.063 (1.(1)99-?45) 0.025 (1.3'7?(;.239) 0.029
Gender (0.%65-2.143) 0.279 (o.éﬁg.zog) 0.863 (0.%40-623.109) 0.864
Smoking (Qéﬁgél) 0.451 (QéiZ%S) 0.114 (0322%4) 0.097
f::ﬁi:fe (0.255-%712) 0.094 (o.gﬁgése) 0.018 (0.3&?}994) 0.032
Refs:fillﬁ?ry (0.%62-2%41) 0.416 (0.%23?35) 0.289 (0.%42-2.723) 0.368
Cancer (o.ébl-gig) 0.674 (0.(%21-5?04) 0.689 (0.2'82-;.216) 0513
Paril)la = (1.(1)%7-2.186) 0.025 (1.(1)'25-;.544) 0.041 (1.3'3\?3?47) 0.035
ventilator | (o 557 5y 9994|0601 66) | “%82 | 0501 67) | 0%

Table 3.9. Multivariate regression analysis of risk factors in the
prophylaxis group and no prophylaxis group.

Factors OR (95% CI)

: : pl* | p2**
Prophylaxis No prophylaxis
Age> 60 2,82 (0,75 - 10,62) 2,50 (0,98 - 6,38) 0,125 | 0,045
Gender 0,97 (0,31 - 3,08) 1,35 (0,42 - 4,40) 0,96 | 0,613
Smoking 0,48 (0,14 - 1,61) 5,33 (2,07 - 13,75) 0,235 | 0,001
Heart failure | 0,3 (0,07 - 1,24) 0,23 (0,08 - 0,62) 0,097 | 0,004
Respiratory | 2,29 (0,54 - 9,78) 1,14 (0,47 - 2,72) 0,26 | 0,773
failure

Cancer 0,48 (0,07 - 3,30) 1,40 (0,48 - 4,10) 0,456 | 0,535
Pardua>4 |6,31(1,20-33,08) | 4,09 (1,18 -14,21) 0,029 | 0,026
Motionless | 0,71 (0,15 - 3,43) 0,23 (0,06 - 0,85) 0,676 | 0,028
Ventilator 0,63 (0,16 - 2,48) 1,92 (0,81 - 4,57) 0,510 | 0,138

pl*: prophylaxis group; p2**: No prophylaxis group
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3.3. Efficacy of prophylaxis of lower extremity DVT with Enoxaparin
3.3.1. Incidence lower extremity DVT rate
Table 3.10. Incidence lower extremity DVT rate and prevention

Number of None
Prevention| patients LEDVT LEDVT p RR (95%Cl)
N (%) n(%) n(%)
Yes 171 (48.3) | 23(13.4) | 148 (86.6) <0.001 0.38
No 183 (51.7) | 80(43.7) |103(56.3) | (0.26 - 0.55)
Total 354 (100.0) | 103 (29.1) | 251 (70.9)

The incidence of LEDVT newly acquired in the prophylactic
group is lower than the non-prophylactic group, the difference is

statistically significant.
3.3.2. Time detection and prevention LEDVT
Table 3.11. Time detection and prevention LEDVT

Time detecti Patient Prevention

ime detection | epvT Yes No p

LEDVT -
(n=103) n(%) n(%)

After 7th days 83 18 (21.7) | 65(78.3) | <0.001
After 14 days 19 4(21.1) | 15(78.9) | <0.001
After 21 days 1 0(0.0) 1 (100.0) -
After 28 days 0 0(0.0) 0 (0.0

3.3.3 Mortality from all causes and prevention of lower extremity DVT
Table 3.12. The relationship between mortality and prevention

Number of
Prevention | patients Deg/th No d;ath o | OR (95%Cl)
N(%) n (%) n (%)
Yes 171 (48.3) | 10 (5.9) 161 (94.1) 0.00 0.49
No 183 (51.7) (1%04) 153(836) | 2 | (0.28-0.84)
354 40
Total (100.0) (11.3) 314 (8.7)

- Mortality rate in the prophylactic group is lower than the non-
prophylactic group, the difference is statistically significant.
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Table 3.13. Mortality rate in patients with LEDVT and non-LEDVT

patients
. Mortality
Patient OR
aten Yes n (%) No n (%) P
LEDVT 17 (16.5) 86 (83.5) 0.048 1.96
Non-LEDVT 23 (9.16) 228 (90.84) ' (0.93 - 4.03)
Total 40 (11.3) 314 (88.70)

- Mortality rate in the group with LEDVT is higher than the group
without LEDVT, the difference is statistically significant.

3.3.4. Safety of prophylactic LEDVT by Enoxaparin
Table 3.14. Proportion of patients with thrombocytopenia and

prophylaxis
Number No OR
Prevention of | Thrombocytopenia|thrombocytopenia| p (95%Cl)
patients n (%) n (%) 0
Yes | jg g) 13 (7.6) 158 (92.4) 0.96
18.3 0.836| (0.63-
No (51.7) 15 (8.2) 168 (91.8) 1.45)
354
Total (100.0) 28 (7.9) 326 (92.1)

- The rate of thrombocytopenia in the prophylactic group is lower
than the non-prophylactic group, the difference is not statistically
significant.

- There were no cases of severe hemorrhage in the study

Table 3.15. Proportion of patients changing creatinine with
prophylaxis
Prevention  Patients  Creatinin  Creatinin p RR(95%CI)
N (%) (>120) (<120)

n (%) n (%)
Yes 171(48.3) 12(7.0) 159 (93.0) 054 114
No 183(51.7) 10(5.5) 173(945) (0.77-1.69)

Total 354(100.0) 21(59) 333(%4.1)

- The proportion of patients with creatinine blood > 120 in the
prophylactic group is higher than the non-prophylactic group, the
difference is not statistically significant.
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Chapter 4
DISCUSSION

During the study of DVT prophylaxis in ICU patients was uneven
and unified. Only in July 2017, the Vietnam National Associated
Emergency, Intensive Care Medicine and Clinical Toxicology guidelines
for prophylaxis of DVT in patients with intensive care. Therefore, out of
354 patients eligible for inclusion in the study, there was a group of
patients with DVT prophylaxis (171 patients, 48.3%) and a group of
patients who did not prevent DVT (183 patients, 51.7 %).

4.1. Characteristics of researched patient group

4.1.1. Characteristics of patients group studied with qualitative
variables

The ratio of qualitative variables between the prophylactic and
non-prophylactic groups was similar (p> 0.05). The group of infected
patient accounts for a high proportion (80.2%), respiratory failure
62.1%, and hypertension 52.8%, and mechanical ventilation 43.8%.
This result is equivalent to the authors in the country, higher than
foreign authors.

4.1.2. Characteristics of patients group studied with quantitative
variables

There was no statistically significant difference in the mean of
guantitative variables between the prophylactic and non-prophylactic
groups (p > 0.05). The average age of patients in the study was 69.1
+ 17.9 years, equivalent to the age in the studies of domestic and
foreign authors. The average age of patients studied at the Bach Mai
hospital was 57.9 = 17.9 years, lower than the average age of patients
studied at the Friendship hospital was 80.2 + 8.8 years, due to almost
patients at the Friendship Hospital are older people.
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The average body mass index of the sample is 20.7 + 2.3 kg/m?,
which is consistent with the average body mass index of hospitalized
patients in Vietnam. According to the World Health Organization, a
nutrition classification for Asians, this study included 12.15% of
obese patients. The proportion of obese patients had no difference
between the prophylactic and non-prophylaxis groups. The
proportion of obese patients in the study is lower than other domestic
and foreign studies. It is possible that the age of patients in the
sample is elderly Vietnamese people, due to race. Domestically, the
obesity rate in the study of Pham Anh Tuan is 22.4%. In Western
countries, the rate of obesity in the study of the author Samama M:
19.6%, the author Lazoroviz: 30.6%.

4.2. Risk factors for LEDVT in the study population
4.2.1. Risk factors for LEDVT
- The proportion of patients with LEDVT in the infection group

(30.28%) was higher than the non-infected group (24.28%), but there
was no difference.

- The proportion of patients with LEDVT in the respiratory failure
group is higher than the non-respiratory group and this difference is
statistically significant with p = 0.03.

- The rate of patients with heart failure in the group of LEDVT
was higher than that of the group without the LEDVT, this difference
was statistically significant with p = 0.001.

- The percentage of patients with LEDVT in the cancer group is
significantly higher than the non-cancer group with p = 0.025.

- In the study, the number of mechanical ventilation patients in the
group of patients with LEDVT was higher than the number of
patients without LEDVT, the difference was statistically significant
with p = 0.003.
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- Patients with LEDVT in patients with COPD exacerbations were
higher than in patients without COPD exacerbations, but this
difference was not statistically significant.

- The proportion of patients with LEDVT in the catheter group is
higher than the number of patients in the non-catheter group, but this
difference is not statistically significant.

- The rate of patients with LEDVT in the sedative group was 1.3
times higher than the group in the non-sedative group, but this
difference was not statistically significant.

-The proportion of patients with LEDVT in the group that used
vasopressors was 1.36 times higher than the group without vasomotor
drugs, but the difference was not statistically significant.

- The percentage of patients with LEDVT in the 2 groups of
cerebral infarction and non-cerebral infarction was no difference.

- In the study, we did not recognize the relationship between
hematological parameters, basic blood coagulation function and LEDVT.

4.2.2. Relationship between PADUA prediction core and LEDVT

The percentage of patients with LEDVT in the group with Padua
prediction score >4 is higher than the group with the Padua prediction
score <4, the difference is statistically significant with p = 0.005
When analyzing 3 cutting points with Padua score (>3 and < 3), (>4
and <4), (>5 and <5) the difference in the prevalence of LEDVT is
significant, but with the Padua score cut (>4 and <4) it showed that
the sensitivity and specificity are relatively similar.

4.2.3. Multivariate regression analysis of the risk of LEDVT

Through multivariate regression analysis, the univariate risk in the
study showed that the Padua prediction score > 4 has significant
predictive of LEDVT, smokers, patients with heart failure are
independent risk factors for LEDVT in patients with ICU.
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Through multivariate regression analysis over time, we found that
the Padua prediction score > 4 has significant predictive of LEDVT
at all 3 points, age of patients > 60 years, heart failure is the
independent risk factors for LEDVT after 14 days and after 21 days
in ICU.

Through multivariate regression analysis in the prophylaxis group
and no prophylaxis group, we found that the Padua prediction score >
4 has significant predictive of LEDVT for both of them, age of
patients > 60 years, heart failure. smoking anh motionless is the
independent risk factors for LEDVT in no prophylaxis group in ICU.

4.3. Efficacy of preventive treatment of LEDVT with Enoxaparin
4.3.1. The neww incidence LEDVT rate

The prevalence of LEDVT in prevention group was 13.4% and in
non-preventive groups was 43.7%, this difference was statistically
significant (p <0.001). This rate is higher than the results of Western
studies such as MEDENOX 5.5, PREVENT 2.8, ARTEMIS 5.6%,
lower than Kaplan (2015), 113 In severe infections and septic shock
patients at the Department of Gastroenterology, all prophylactic
treatment showed a 37.2% prevalence of MS. Fraisse (2000) studied
223 patients with COPD exacerbations in France that showed the
incidence in patients with prophylaxis was 15.5%. Thus, the
prophylaxis of the LEDVT in patients with LEDVT reduces the
incidence of newly acquired DVT compared to no prophylaxis. The
results of our study are similar to those of prophylactic studies in
patients in the West, with prophylaxis reducing the incidence of new
infections compared with no prophylaxis. The incidence of LEDVT
varies due to different patients, patients with many different diseases,
different study time.
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4.3.2. Time detection and prevention LEDVT

The prevalence of LEDVT primarily occurred in the first 7 days
of hospital admission, 83/103 patients (80.58%), the rate of LEDVT
in the prophylactic group was lower than the non-prophylactic group
with statistically significant (p <0.001). After 14 days of admission,
there were 19/103 more patients with LEDVT (18.45%), prophylactic
patients had a lower incidence of LEDVT than non-prophylaxis (p
<0.001). Only 1 case was detected by LEDVT at T3 and in non-
prophylactic patients. Thus, the risk assessment and prevention of
LEDVT must be as soon as the patient is admitted to the hospital.

4.3.3. Characteristics of patients with DVD in the prophylactic group

Despite the preventive care of DVT, there are still 18 new DVT
cases. Survey results show that: all 18 cases had multiple risk factors
for DVT at the same time, 15/18 (83.33%) cases belonged to the
group "> 60 years old", and infection of 15/18 (83.33) %), men have
12/18 (66.67%), Padua prediction scores > 4 12/18 (66.67%),
respiratory failure 11/18 (61.11%), 7/18 (38.89) %) smoking. As
such, ICU patients have many risk factors for DVT, in addition to
drug prophylaxis, it is necessary to coordinate with non-drug

prophylaxis and screening ultrasound to detect DVT early.
4.3.4. Mortality from all causes and due to LEDVT

- Through the study of 354 ICU patients, there were 10 deaths in
the preventive group (accounting for 6.67%), there were 30 deaths in
the non-preventive group (accounting for 14.71%). The mortality rate
in the prophylactic group is lower than the non-prophylactic group,
the difference is statistically significant (p = 0.018). The mortality
rate in the prophylactic group is lower than the non-prophylactic



22

group, this result is similar to the results of studies such as Samama
M (4.9% and 6.2%), Cohen AT (3.3% and 6.0%).

- Among patients with LEDVT, 16.5% (10/173) of the patients
died higher than the mortality rate in the non-LEDVT group, 10.16%
(23/251) of the patients, the difference was statistically significant
with p = 0.048. Similar to the results of Lyman (2018), the mortality
rate in the group without VT is 5.5%, the mortality rate in the group
with VT increased to 15.0%.

4.3.5. Safety of prophylactic DVT prophylaxis with Enoxaparin in
ICU patients

- Hemorrhage and prophylaxis: no cases of severe hemorrhage
during hospitalization, 9 cases of minor bleeding in the
prophylactic group (6%) and 5 cases of non-severe bleeding in the
non-prophylactic group (2.45%), the difference is not statistically
significant, the results of this study are similar to the results of
studies in the West.

- Thrombocytopenia and prophylaxis: There are 2 cases of
thrombocytopenia in the prophylactic group (1.3%) and 4 cases in the
non-prophylactic group (1.9%). The difference is not statistically
significant. The percentage of prophylactic studies of Samama M is
2.2% and 3.6%, Lazoroviz's studies are 0.3% and 0.5%.

- Changes in blood creatinine levels and prophylaxis: In the
prophylactic group, there was 8% (12/150) of patients with an
increase in blood creatinine > 120 mmol / |, in the non-prophylactic
group less than 4.4% (9/204). The difference is not statistically
significant with p = 0.158.
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CONCLUSION

Through a study of 354 patients enrolled in the Department of
Ememgency- Resuscitation Internal Medicine (ICU), comparing the
two groups with deep lower venous thromboembolism and no lower
deep vein thrombosis, we reached the following conclusions:

1. Independent risk factor for the appearance of lower
extremity deep vein thrombosis in ICU patients is: Smoking (OR
2.57;95% CI 1.32 - 5.01 p = 0.006), Heart failure (OR 2.92, 95%ClI 1.63 -
5.23; p <0.001). The transcript of the risk factors for predicting LEDVT
Padua prediction scores with cut points (< 4, > 4) is significant in the
prediction of the LEDVT (OR 2.72; 95% CI 1.13 - 6.58; p = 0.026).

- Some other factors such as: Age > 60, BMI > 23 kg/m?, gender,
respiratory failure, cancer, infection, mechanical ventilation in the
study are significant in univariate analysis but when multivariate
analysis did not see the difference with statistical significance.

2. Reviews preventive results lower extremity deep vein thrombosis
with Enoxaparin:

- Enoxaparin prophylactic group of patients had a lower incidence of new
deep vein thrombosis than the non-prophylactic group, with a statistically
significant difference (The incidence of DVT in the prophylactic group:
13.7%, in the non-prophylactic group: 43.7%, p <0.001).

- The prevalence of LEDVT primarily occurred in the first 7 days
of hospital admission, 83/103 patients (80.58%), the rate of LEDVT
in the prophylactic group was lower than the non-prophylactic group
with statistically significant (p <0.001).

- Mortality during treatment with all causes in the Enoxaparin
prophylaxis was lower than the non-prophylaxis group, the difference
was statistically significant. (Mortality rate in the preventive group:
6.7%, the non-preventive group: 14.7%, p = 0.018).
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- Prophylactic use of Enoxapparin did not differ between the 2
groups used and not on thrombocytopenia (The rate of
thrombocytopenia in the prophylactic group: 1.3%, the non-
prophylactic group: 1.9%, p = 0.651), there is no difference in the
change in blood creatinine concentration between the 2 groups (p =
0.158) and no cases of heavy bleeding.

RECOMMENDATIONS

- Patients undergoing treatment at ICU have multiple DVT risk
factors, need to be assessed and screened and stratified risk factors.

- Research results show that prophylaxis of DVT by Enoxaparin
for ICU patients is effective. Therefore, all hospitals should consider
routine Enoxaparin prophylaxis for ICU patients at risk of DVT, as
recommended by the Vietnam National Associated Emergency,
Intensive Care Medicine and Clinical Toxicology.

- Continue to conduct research with a larger sample and longer
follow-up time for benefits and complications of hemorrhage, death
and complications of DVT.

RESTRICTIONS

This is a descriptive study, not a randomized clinical trial study

- Due to the severe, complicated and complicated combination of
ICU disease, there is a limitation in analyzing the risk factors below
the group due to the small sample.

- ICU patients were hospitalized for a long time of
immobilization. This study did not investigate benefits and
hemorrhage status when using DVT prophylaxis with Enoxaparin for
a long time.

- Research has not investigated complications of LEDVT: TTP,
pulmonary hypertension, post-thrombotic syndrome.
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