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cla ddi tugng nghién clru c6 diém trung binh
kha cao (60,4; 63,8).

Cac nghién clfu trén nhiing d6i tugng khac
nhau cho két qua cling khac nhau: Nguyeén
Thanh Lam va cong su (2019) [2] nghién clu
trén 327 nguGi bénh ung thu diéu tri tai Trung
tdm Ung budu Thai Nguyén cho thdy diém trung
binh culia cac triéu chiing hay gap la: dau (63,3),
mét moi (58,5), chan an (49,6), mat ngu (47,8),
khé khan tai chinh (77,5). Tuy vay, nhin chung
trung binh sic khoe téng quét cla ngudi bénh
ung thu déu tudng doi thap, cac triéu ching
dau, mét maéi, chan an, mat ngu déu hay gap vdi
diém trung binh tuong d6i cao, ngudc lai cac
triéu chlng it gap nhu tiéu chay, tao bdn, budn
nén, ndn cd diém trung binh thap.

V. KET LUAN

Sau xa tri diém trung binh mét s6 linh vuc
chirc ndng cao hon thdi diém trudc xa tri nhu:
cam xuc (72,8; 76,7), nhan thic (72,0; 77,2),
con linh vuc “Chiric nang hoat dong” khong thay
d6i dang k& (31,7; 31,2).

Chat lugng cubc sbng chung & mdc trung
binh ca 2 thdi diém nghién clu la 54,0 diém.

Linh vuc triéeu chi’ng clia nguGi bénh
UTPKTBN giai doan III ké ca trudc va sau xa tri
thudng gdp cd diém trung binh 1a: mét moi
(68,2; 65,8), dau (54,4; 43,6), chan &n (53,0;
50,2), mat ngl (52,5; 28,5) va khé tha (31,7;
25,9). Cac triéu chifng budn non, tao bon va tiéu
chay it gdp véi diém trung binh dudi 20 diém ca
2 thdi diém. Van dé khd khan tai chinh cla ddi

tugng nghién clru & mirc trung binh (60,4; 63,8).
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KET QUA PIEU TRI DU PHONG HUYET KHOI TINH MACH CUA
WARFARIN VA RIVAROXABAN TRONG VA SAU PHAU THUAT

TOM TAT

Muc tiéu: banh giad két qua diéu tri du phong
huyét khdi tinh mach clia warfarin va rivaroxaban
trong va sau phau thuagt. P6i tugng va phuong
phap nghlen ctru: Hoi clru 10870 ngudi bénh phau
thuat >18 tudi tir 1/1/2017 dén 31/9/2018 derc diéu
tri ch6ng dong béng warfarin hoéc rivaroxaban. Trong
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db 4191 NB du phong bang warfarin va 6679 NB du
phong bang rivaroxaban. Két qua nghlen clru:
Trong dgt nam vién sau phau thudt c6 37/6679
(0,6%) NB diéu tri rivaroxaban va 52/4191 (1,2%) NB
diéu tri warfarin xudt hién HKTM (bao gom ca téc
mach phéi va huyet kh0| t|nh mach chi dudi). Bong
thSi sau ra vién 90 ngay c6 36/6679 (0,5%) NB du
phong vdi rivaroxaban xuat hién HKTM it han 51/4191
(1,2%) NB bénh du phong vd@i warfarin. Ty 1€ co bi€n
chirng xuat huyét 8 nhdm du’ phong vdi warfarin nhiéu
hon so vdi nhom dy phong véi rivaroxaban (7,3% va
4,2%) c6 y nghia théng ké(p<0,05). Trong s6 bién
chirng xudt huyét xuat hién phan I&n la nh6i mau nao
(3,7% trong nhdm dy phong vdéi rivaroxaban va 5,9%
trong nhdm dy phong vdi warfarin) ngoai ra cd xuat
huyét tiéu héa va mot s6 xuat huyét khac. Két luan:
Rivaroxaban lam giam ty |é tai phat HKTM va khong
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lam t3ng nguy cd xuét huyét & BN sau phiu thudt so
vGi warfarin, su’ khac biét cd y nghia thong ké.

T khoa: rivaroxaban, warfarin, huyét khéi tinh
mach

SUMMARY
THE OUTCOMES OF VENOUS
THROMBOEMBOLISM PROPHYLAXIS
USING RIVAROXABAN VERSUS WARFARIN

DURING AND AFTER SURGERY

Objectives: To evaluate the treatment outcome
of VTE prophylaxis with warfarin and rivaroxaban
during and after surgery. Subjects and methods: A
retrospective review of 10870 surgical patients aged
>18 years from January 1, 2017 to September 31,
2018 who received anticoagulation with warfarin or
rivaroxaban. Of these, 4191 patients were prevented
by warfarin and 6679 were prevented by rivaroxaban.
Result: During the postoperative hospital stay, there
were 37/6679 (0.6%) patients treated with
rivaroxaban and 52/4191 (1.2%) patients treated with
warfarin being diagnosed as having VTE (including
pulmonary embolism and lower extremities deep
venous thrombosis). At the same time, after 90 days
of discharge, 36/6679 (0.5%) patients who received
rivaroxaban prophylaxis developed VTE, which is less
than 51/4191 (1.2%) patients with warfarin
prophylaxis. The rate of bleeding complications in the
warfarin prophylactic group was higher than in the
rivaroxaban prophylaxis group (7.3% and 4.2%) with
statistical significance (p<0.05). Among hemorrhagic
complications, the majority were cerebral infarction
(3.7% in the prophylactic group with rivaroxaban and
5.9% in the prophylactic group with warfarin) in
addition to gastrointestinal bleeding and some other
bleeding complications. Conclusion: Rivaroxaban
reduced the rate of VTE recurrence and did not
increase the risk of bleeding complication in
postoperative patients in comparison with warfarin,
the difference was statistically significant.

Keyword: rivaroxaban, warfarin,
thromboembolism

I. DAT VAN DE

Huyét khéi tinh mach bao gom huyét khéi
tinh mach sau va tac mach phéi ludn 1a méi de
doa Vi ngerl bénh phau thuat [1]. Tai Viét
Nam, ti & mac HKTM trong va sau phiu thuat
theo tac gia Bui My Hanh nam 2019 la 0,1% [2].
Tuy nhién HKTM cé thé phong ngira bé”mg du
phong thuc chdng dbng cling nhu cac bién
phap cd hoc khac ho trg cho ngudi bénh. Véi su
ra ddi cla nhiéu thuéc khang déng thé hé mdi,
viéc lua chon thudc hiéu qua theo cac khuyén
cdo mdi va phu hgp cho tirng ngugi bénh, han
ché nguy cd tdi mac HKTM va xudt huyét con la
mdt thach thirc. D& khéng ngling nang cao chét
lugng va két qua diéu tri ching toi thuc hién
nghién cttu nay véi muc tiéu "Panh gid két qua
diéu tri du phong huyét khoi tinh mach cua

venous
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warfarin va rivaroxaban cua nguol bénh trong va
sau phau thuat.”.

1. DOI TUONG VA PHUO'NG PHAP NGHIEN CU'U

1. Poi tugng nghién clru

Tiéu chuén lua chon. Ngusi bénh tir 18
tudi tré 1én tir 1/1/2017 dén 31/9/2018 dugc
thuc hién mét trong bay chuyén khoa phau thuat
bao gém: (1) Phau thuat than kinh c6t séng; (2)
Phau thuat tim; (3) Phau thuat mach; (4) Phau
thuat tiét niéu; (5) Phau thuat tiéu hoa (6) Phau
thuat chan thu’dng chinh hinh; (7) Phau thuat
tao hinh. Sau khi dugc chan doan xac dinh
HKTMS bdng siéu am doppler tinh mach hodc
chan doan xac dinh TMP bang chup cat I6p vi
tinh. DU liéu trich xuadt bénh an theo yéu cau
dinh dang chuyén ddi théng nhét 1én c6ng bao
hiém tir 1/1/2017 cho dén ngay 31/9/2018 [3]
dugc chi dinh diéu tri chéng déng du phong
bang warfarin hodc rivaroxaban

_Tiéu chudn loai tra. Ngudi bénh da trai qua
phau thuat loai bo huyét khdi, sir dung ludi loc
tinh mach chd; hoac néu coé bat ky chong chi
dinh nao lién quan dén st dung thudc khang
Vitamin K.

2. Phuong phap

a. Thiét k& nghién cuu. Nghién cliu hoi ciru

b. C6 mau va chon mau. Ap dung phuadng
phap chon mau thuan tién thu dugc 10870 NB
phau thuat dat tiéu chuan Iua chon chia lam 2
nhém: Nhém 4191 du phong bang warfarin va
nhom 6679 NB du’ phong bang rivaroxaban.

¢. Tiéu chdn chan dodn HKTM. NB dugc chén
doan huyét khéi tdc mach phdi (126), bénh viém
tinh mach va tac tinh mach (180), huyét khdi tinh
mach clra (I81), thuyén tac va_ huyet khoi tinh
mach khac (I82) theo Huéng dan chan doan va
diéu tri HOi huyét hoc Hoa Ky [4].

d. Bién so6. Tinh hiéu qua dugc danh gia qua
ti 16 mdc HKTMS, TMP, HKTM va tinh an toan
dugc danh gid bang ti 1& nhdéi mau ndo, xuat
huyét tiéu hoa va xudt huyét khac sau diéu tri
bang warfarin va riboxaban. Cac s6 liéu dugc
xac dinh tai dgt ndm vién sau phau thudt, sau ra
vién 90 ngay.

3. Xtr ly sd liéu: Dir liéu dugc x(r ly bang
phan mém thong ké stata 16.0. M0 ta dudi dang
tan s6 ty & %, si dung kiém dinh Chi binh
phuang va Fisher test d€ do ludng su' khac biét
trong cac mdi lién hé cla két qua nghién clru.
Cac két qua co y nghia thong ké khi p<0,05.

4. Pao dirc nghién ciru. Nghién cltu dugc
trién khai nhdm muc dich ndng cao chat lugng
kham chira bénh. Thong tin ngudi bénh hoan
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toan dugc bi mat va tuan thu cac quy dinh théng
tu 45/2017/TT-BYT. Budc su chap thuan cta Hoi

Il. KET QUA NGHIEN cU'U

dong dao dirc trudng Dai hoc Y Ha Noi. S6 quyét
dinh 67/HDDDDHYHN ngay 24 thang 3 ndm 2017.

Bang 3. 2. Bdc diém chung ctia 2 nhém nghién ciiu

Pac diém Rivaroxaban Warfarin p-value
N 6679 (100%) 4191 (100%)
18-40 644 (9,6%) 692 (16,5%)
Nhém 41-60 2110 (31,6%) 2115 (50,5%) <0.001
tuoi 61-74 1894 (28,4%) 1020 (24,3%) !
>74 2031 (30,4%) 364 (8,7%)
e Nam 3159 (47,3%) 1926 (46,0%)
Gioi tinh NG 3520 (52.7%) 2265 (54.0%) 0,17
Than kinh, cot song 55 (0,8%) 174 (4,2%)
Tim nguc 20 (0,3%) 2786 (66,5%)
Loai phau Mach ma'l,l 115 (1,7%) 453 (10,8%)
e Da day, rudt 116 (1,7%) 382 (9,1%) <0,001
- Than tiét niéu 40 (0,6%) 79 (1,9%)
Phau thuat chinh hinh 6322 (94,7%) 297 (7,1%)
Tao hinh 11 (0,2%) 20 (0,5%)
Nhap vién cap ctu 1933 (28,9%) 715 (17,1%) 0,048
0-<2 7 (0,1%) 11 (0,3%)
Nhom 2-4 810 (12,1%) 2817 (67,2%)
diém 56 440 (6,6%) 897 (21,4%) <0,001
caprini 7-8 2080 (31,1%) 165 (3,9%)
>8 3342 (50,0%) 301 (7,2%)
Suy tim 143 (2,1%) 1937 (46,2%) | <0,001
Mach mau ngoai vi 42 (0,6%) 91 (2,2%) <0,001
Liét ntra ngudi 15 (0,2%) 22 (0,5%) 0,009
Khdp 185 (2,8%) 51 (1,2%) <0,001
Loét da day 702 (10,5%) 602 (14,4%) <0,001
Ti€u dudng 601 (9,0%) 279 (6,7%) <0,001
Bién chirng ti€éu dudng 8 (0,1%) 2 (0,04%) 0,23
Ung thu 206 (3,1%) 144 (3,4%) 0,31
Ung thu di can 8 (0,1%) 7 (0,2%) 0,52
Bénh gan nhe 193 (2,9%) 88 (2,1%) 0,012
Suy X3 gan 6 (0,1%) 7 (0,2%) 0,26
Suy than man 63 (0,9%) 86 (2,1%) <0,001
Sa sut tri tué 9 (0,1%) 3(0,1%) 0,33
Thi€u mau mao mach 36 (0,5%) 31 (0,7%) 0,19
Stt can 68 (1,0%) 45 (1,1%) 0,78
RL nudc va dién giai 24 (0,4%) 37 (0,9%) <0,001
U lympho 9 (0,1%) 5 (0,1%) 0,33
Suy giap 19 (0,3%) 9 (0,2%) 0,49
Thi€u mau tay 40 (0,6%) 37 (0,9%) 0,086
Loan nhip tim 112 (1,7%) 932 (22,2%) <0,001
Van tim 24 (0,4%) 1985 (47,4%) | <0,001
Mach mau phoi 7 (0,1%) 49 (1,2%) <0,001
Tang huyét ap 1435 (21,5%) 1039 (24,8%) | <0,001
Bién chirng tang huyét ap 31 (0,5%) 47 (1,1%) <0,001
Bénh dong mau 10 (0,1%) 28 (0,7%) <0,001
Bénh phoi man tinh 158 (2,4%) 169 (4,0%) <0,001
Bénh tuan hoan ndo 311 (4,7%) 354 (8,4%) <0,001
Tién st PE 3 (0,04%) 1 (0,02%) 0,58
Tién sir DVT 22 (0,3%) 34 (0,8%) <0,001
Tién st VTE 25 (0,4%) 37 (0,9%) <0,001
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Nhédn xét: C6 17 trong 27 bénh méc trudc
phau thuat cé su khac biét c6 y nghia théng ké
(p<0,05) @ 2 nhdm nguGi bénh du phong vdi
Rivaroxaban va Warfarin bao gom suy tim, mach
mau ngoai vi, liét nra ngudi, khdp, loét da day,
ti€u dudng, bénh gan nhe, suy thdn man tinh,
réi loan nudc va dién giai, loan nhip tim, mach
mau phdi, tdng huyét ap, bién chiing tdng huyét
ap, bénh ddng mau, bénh phéi tic nghén man
tinh, bénh tuan hoan ndo. Trong dé cac bénh ly
vé tim la cd su khac biét nhiéu nhat gilta 2

nhom, trong s6 nhitng ngudi bénh du phong vdi
wafarin 47,4% co6 bénh van tim va 46,2% co suy
tim va 22,2% co loan nhip tim, trong khi ty 1é
nay trong nhém ngudi bénh du phong vGi
rivaroxaban lan lugt la 0,4%, 2,1% va 1,7%.
Ngoai ra tang huyét ap va loét da day ciing la 2
bénh phd bién han so véi nhitng bénh con lai (cd
21,5% va 24,8% co6 tang huyét ap lan luct &
nhém du phong rivaroxaban va nhéom du phong
warfarin; 10,5% va 14,4%).

Bang 3.3. Tinh hiéu qua ctia wafarin va rivaroxaban & NB phiu thuit

’ cn > Rivaroxaban Warfarin
Tinh hicu qua 6679 (100%) 4191 (100%) | P-value
HKTM trong dgt ngm vién phau thuat 37 (0,6%) 52 (1,2%) 20.001
HKTM sau 90 ngay ra vién 36 (0,5%) 51 (1,2%) <0.001

Nhan xét: Sau phau thuat cé 37/6679 (0.6%) ngudi bénh xuat hién bién chirng huyét khoi & cac
nhdm du’ phong Vi rivaroxaban va warfarin la 52/4191 (1,2%). Theo ddi tai thdi diém sau ra vién 90
ngay c6 36/6679 (0,5%) ngudi bénh du phong vdi rivaroxaban xuat hién bién chirng huyét khoi it
hon 51/4191 (1,2%) ngudi bénh du phong véi warfarin. K&t qua trén cho thdy hau hét nguGi bénh
xudt hién huyét khdi ¢ thdi diém 90 ngay sau ra vién & ca 2 nhom. Su khéc biét cd y nghia théng ké

V@i p< 0,05.

Bang 3.4. Tinh an toan cua wafarin va rivaroxaban

, \ Rivaroxaban Warfarin

Tinh an toan 6679 (100%) | 4191 (100%) | P-value

Nhoi mau nao 246 (3,7%) 246 (5,9%) 0,005

Xuat huy&t tiu hda 17 (0,3%) 11 (0,3%) <0,001

Xut huy&t khac 16 (0,2%) 43 (1,03 %) <0,001

Nhdi mau ndo+ xuat huy&t tidu hda 2 (0,03%) 1(0,02%) <0,001
NhGi mau ndo va xuat huyét khac 2 (0,03%) 6 (0,1%) <0,001
Bi€én chirng xuat huyét 283 (4,2%) 307 (7,3%) <0,001

Nhan xét: Ty 1é ngudi bénh co bién chiing
xudt huyét trong 2 nhém s dung thudc dy
phong khac nhau cé y nghia thong k€&, ty |é
ngudi bénh cd bién ching xudt huyét ¢ nhom du
phong véi warfarin nhiéu hon so v6i nhéom du
phong vdi rivaroxaban (7,3% va 4,2%). Trong s
bién chirng xuat huyét xudt hién phan I6n la nhoi
mau ndo (3,7% trong nhom du phong vdi
rivaroxaban va 5,9% trong nhom du phong vdi
warfarin) ngoai ra cé xuat huyét tiéu héa va mot
sO0 xuat huyét khac. Su khac biét cé y nghia
théng ké véi p<0,05.

IV. BAN LUAN i

DaGi v8i cac bac si phau thuat, mot thach thic
cép thiét 1a 1am thé& nao dé sir dung thudc chéng
ddong mau dé€ du phong HKTM hiéu qua ma
khong c6 nguy cd gap cac bién ching nang khac
nhu xudt huyét ndo, nh6i mau ndo. Diéu nay can
dugc xac dinh thong qua danh gia tinh an toan
va hiéu qua [5].

Tinh hiéu qua. Rivaroxaban cd tac dung
chéng dong mau manh trong diéu tri dy phong

70

HKTM sau phau thudt véi vai trd (c ché yéu td
Xa cd tinh chon loc cao, co thé (c ché canh
tranh su tu do va gan két cla yéu t6 Xa ciing
nhu hoat déng cua prothrombin [1]. Trong
nghién cllu cla chdng téi sau phau thuat cé
37/6679 (0,6%) va 52/4191 (1,2%) ngudi
bénhxuat hién bién ching huyét khoi lan lugt &
cac nhom du phong véi rivaroxaban va du phong
vGi warfarin. Tai thdi diém sau ra vién 90 ngay
c6 36/6679 (0,5%) ngudi bénh du phong Véi
rivaroxaban xuat hién bién chdng huyét khoi it
hon 51/4191 (1,2%) ngu@i bénh dy phong véi
warfarin. Két qua trén cho thdy hau hét ngudi
bénh xuét hién huyét khéi & thdi diém 90 ngay
sau ra vién 8 ca 2 nhém. Mot nghién cliu téng
quan cta Lyon C nam 2017 cho thay sau 90
ngay ti 1€ NB tai phat HKTM khi dung
rivaroxaban giam so véi nhom NB dung warfarin
vGi OR = 0,69; KTC 95%, 0,48 dén 0,99 [7].
Cac nha diéu tra SWIVTER da thuc hién phan
tich hoi cru vé dir liéu nhan thdy nguy cd HKTM
tai phat ¢ nhdom NB du phong bang rivaroxaban
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(1,2%) thdp hon so v8i nhom warfarin (2,1%)
v@i HR = 0,55, KTC 95% = 0,18-1,65) [6].

Tinh an toan. Bién chir’ng xuat huyét la
nhitng tac dung khong mong muén dugc bao
cédo phd bién nhat trong cac thd nghiém 1am
sang vé thudGc chGng dong. Xudt huyét trong
nghién cfu cia chdng t6i bao gobm chay mau
ndo, chay mau sau phic mac va bat ky tinh
trang chdy mau nao dan téi t& vong, nhap vién,
hodc phai truyén mau. MOt nghién clu tdng
quan clua Sean T ndm 2012 d3 chi ra rang
rivaroxaban cé hiéu qua du phong HKTM cao
han ma khong lam tang nguy cg xuat huyét [7].
Nghién cfu clia chdng t6i chi ra ty & ngugi bénh
cd bién chirng xuat huyét trong 2 nhdm st dung
thudc du phong khac nhau cd y nghia théng ké,
ty 1€ nguGi bénh cd bién chiing xuat huyét &
nhém du phong véi warfarin nhiéu han so vdi
nhéom du phong vdéi rivaroxaban (7.3% va
4.2%). Trong s6 bién chi’ng xuat huyét xuat
hién phan 16n la nhGi mau ndo (3.7% trong
nhém dy phong véi rivaroxaban va 5.9% trong
nhém du phong véi warfarin) ngoai ra cd xuat
huyét tiéu hoa va mot s6 xudt huyét khac. Su
khac biét c6 y nghia thong ké véi p<0,05. Két
qua nghién clfu cia chdng t6i phu hgp VvGi
nghién ctu Craig IC nam 2018 vé hiéu qua diéu
tri du phong HKTM cla warfarin va rivaroxaban
trén 6869 NB cho thay ty € xuat huyét tiéu hda
¢ nhom warfarin (1,1%) cao hon nhdém
rivaroxaban (0,9%), ty |&é chdy mau nao & nhém
warfarin  (0,2%) cao hdn nhém rivaroxaban
(0,1%) [8]. Nghién clu cta Nils Kucher nam
2016 lai cho thay nguy co chay mau I6n & cai 2
nhém tuang ducng nhau (0,5% so véi 0,5%; HR
= 1,00, KTC 95% = 0,14-7,07) [5]. Rivaroxaban
la mét phuong phap diéu tri bang thubc ubng
dan 1é, cung cap mot giai phap thay thé an toan
cho warfarin vdi it tuong tac thuc hon va tinh
dugc ly dé doan hon, gilp gidam thiéu nhu ciu
giam sat trong phong thi nghiém vé tac dung
ch6ng déng mau va diéu chinh liéu thuGng xuyén.

Piém manh, diém yéu. Nghién cfu nay la
nghién clfu hoi clru dau tién tai Viét Nam cé quy
mo 16n bao gébm 10.870 NB phau thudt nhdm so
sanh hiéu qua va do an toan cua rivaroxaban vdi
warfarin véi thai gian theo doi sau ra vién téi 3
thang. Két qua cho thay tinh hiéu qua va an toan
cla rivaroxaban vugt tréi so v&i warfarin. Tuy
nhién d& cd bang chiing tin cdy han, can phai
trién khai thém cac nghién cltu tién cdu, da trung
tam, ngau nhién cé doi chiing trén quy mo I6n.

Ngoai ra, do han ché cua thiét ké hoi clu,
nén da khong danh gid su tuan thu thudc cla

ngudi bénh tham gia nghién cffu va khéng thé
ki€m soat viéc s dung cac bién phéap du phong
huyét khoi cd hoc sau khi xuat vién. Bén canh
do, nghién clu clda ching t6i méi chi phan tich
thong ké cd ban ma chua cd diéu kién ghép cap
nhitng NB ¢6 ddc diém tucng ddng dé chi ra rd
hiéu qua diéu tri clia rivaroxaban va warfarin
trén tirng nhédm NB.

V. KET LUAN

Ty |é NB diéu tri du phong rivaroxaban sau
phau thudt la 37/6679 (0,6%) va NB diéu tri
warfarin 52/4191(1,2%). Sau ra vién 90 ngay cé
36/6679 (0,5%) NB du phong vdi rivaroxaban
xuat hién HKTM it hon 51/4191 (1,2%) NB bénh
du phong véi warfarin ro rét (p<0,001)

Ty 1€ NB cd bién chiring xuat huyét trong 2
nhém st dung thudc du phong khac nhau c6 y
nghia théng k&, vai bién ching xuat huyét &
nhém du phong véi warfarin nhiéu hon so vdi
nhom dy phong véi rivaroxaban (7,3% va
4,2%). Trong sO bi€én ching xuat huyét xuat
hién phan 16n la nhGi mau ndo (3,7% trong
nhom dy phong véi rivaroxaban va 5.9% trong
nhom du phong véi warfarin).
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