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XAY DY'NG MO HINH PHAN TiCH SO LIEU THU’ CAP TRONG
NGHIEN C(’U ANH HUO'NG CUA STATIN LEN XUAT HUYET NOI SO

Bui My Hanh'2, Khwong Quynh Long?, Lé Quang Cuong!

TOM TAT

Muc tiéu: Danh gid méi tucng quan gila liéu
phap statin va nguy cd xuat huyet n0| o) bang perdng
phap md phéng mét thlr ngh|em ngau nhién st dung
dir liéu bao hiém x3 hdi Viét Nam. DOI tugng va
phuong phap: 435. 592 BN >18 tudi c6 tién s dot
quy hoac con thi€u madu ndo thoang qua tUr ngay
1/1/2017 dén ngay 01/08/2022 tir cd sG dir li€u VSI.
K&t qua: Statin lam tang nguy cd xudt huyét ndi so
trén bénh nhan cd tién sir dot quy hodc can thi€u mau
nao cuc bd thoang qua. Nguy cc xudt huyét ndi so
tang 1én trong vong hai nam sau khi bat dau sir dung
statin hoac s dung lién tuc so véi nhém khong s
dung statin. Mac du, statin giam bién c6 tim mach va
tlr vong, nhung viéc than trong danh gia nguy cc xuat
huyé't noi so khi ké dan statin cho bénh nhan cé tién
str dot quy hodc can thi€u mau ndo cuc bo la rat quan
trong. Két Iuan Quyet dinh str dung statin nén dua
tren d&c diém cua tLrng benh nhan, xem xét Igi ich va
céc tac dung phu cd thé cd cla dieu tri statin.

Tur khoa: statin, xuat huyét noi so.
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ANALYSIS IN STUDYING THE EFFECTS OF

STATINS ON INTRACRANIAL HEMORRHAGE
Objective: To evaluate the correlation between
statin therapy and the risk of intracranial hemorrhage
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by simulating a randomized trial using Vietnamese
Social Insurance data. Subjects and methods:
435,592 patients (>18 years old) with a history of
stroke or transient ischemic attack were recruited from
January 1, 2017 to August 1, 2022 from the VSI
database. Results: Statins increase the risk of
intracranial hemorrhage in patients with a history of
stroke or transient ischemic attack. The risk of
intracranial hemorrhage was developed within two
years after statin initiation or continuous use in
comparison with the group not using statins. Although
statins reduce cardiovascular events and mortality, it is
important to carefully assess the risk of intracranial
hemorrhage when prescribing statins to patients with
a history of stroke or transient ischemic attack.
Conclusions: The decision to use statins should be
based on individual patient characteristics, considering
the benefits and possible side effects of statin
treatment. Keyword: Statin, intracranial hemorrhage

I. DAT VAN PE

Nhom thudc Statin, con dudc goi la thudc Urc
ché men khor 3-hydroxy-3 methylglutaryl
coenzyme A reductase, la liéu phap dau tay diéu
tri 16i loan lipid mau va da dugc chirng minh hiéu
quéa trong thuc hanh Idm sang nhdm gidm thiéu
cac bién c6 tim mach va t& vong trén BN mdc
bénh mach vanh [1, 2]. Tuy nhién, nhirng Igi ich
cla liéu phap Statin, dac biét la si dung Statin
kéo dai, d6i véi BN mac bénh mach mau ndo va
khong cd tién st bénh mach vanh van con nhiéu
tranh cai. Ngoai ra, liéu phap Statin liéu cao lam
gidm dang ké nguy cd dot quy do thi€u mau cuc
bd nhung lam tdng nguy cé mac xudt huyét noi
so cling da dugc két luan trong mot vai nghién
cfu phén tich téng hap.

Gan day, viéc trién khai dif liéu va ng dung
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s6 hda trong linh vuc cham soc suc khoe, dac
biét 1a ddy manh trién khai bénh an dién tor da
mang lai nhiéu Igi ich dang k& Khéng nhiing
mang lai nhiéu Igi ich trong cong tac kham chira
bénh, bénh an dién tr con la ngudn cung cap dir
liéu cho cong tac nghién ciu khoa hoc [3]. Bang
cach ap dung céch tiép can nay, chlng téi cd thé
xac dinh dugc mai lién quan gilra st dung Statin
dé kiém sodt va du phong dot quy th( phat ddi
vGi BN dot quy hodc cd con thi€u mau nao cuc
b thoang qua cé lam tdng nguy co xuat huyét
ndi so hay khong, dong thdi giam thi€u cac sai
léch thudng gdp nhu sai Iéch chon mau khéng
ngau nhién, sai lIéch thong tin... trong cac nghién
cttu nghién cru quan sat [1].

Nghién clru nay dugc tién hanh nhdm danh
gia moi tuong quan gilra liéu phap statin va nguy
cd xudt huyét ndi so bang phudng phap mo
phdng mot thir nghiém ngau nhién st dung dit
liéu bao hiém xa hoi Viét Nam.

Il. BOI TUQONG VA PHU'ONG PHAP NGHIEN CUU

2.1. P6i tugng nghién ciru. Trong nghién
clru nay, ching téi sir dung dit liéu bao hiém xa
hdi tir co s& dif liéu VSI tir ngay 1/1/ 2017 dén
ngay 01/08/2022.

2.1.1. Tiéu chuén lua chon. Nam va nif tr
18 tudi trd 18n, co tién sir dot quy (thiu mau cuc
b6 hodc xuat huyét) hodc con thi€u mau ndo
thoang qua.

2.1.2. Tiéu chuén loai tra. BN sé& dugc
loai trir khéi nghién cru néu cé bat ky tinh trang
nao sau day: tién sir bénh mach vanh, suy tim,
bénh mach mau ngoai bién, rung nhi, van tim
gia, r6i loan chdc nang nat xoang, rdi loan chic
nang than nang, dung thudc khang dong va BN
c6 chdng chi dinh vdi statin nhu: phu nit dang
mang thai hodc cho con b, bénh gan hoat dong,
r6i loan chirc nang gan.

2.1.3. Giai doan loai bo hiéu ung thuéc .
Nhirng ngudi tham gia néu cé s dung statin it
nhat mot nam trudc sé bi loai khoi nghién clu.
Trong th&r nghiém md phdéng nay, nhitng BN
dugc dua vao nghién cttu phai co it nhat mot
nam lién tuc ghi nhan trong dif liéu bao hiém la
khong cé bat ky toa thudc statin nao va da gia
kham chira bénh it nhat 2 [an.

2.2. Thiét ké nghién ciru. Ching tbi da

mé phdng mot thtr nghiém song song ngau
nhién trong dé BN sé dugc chia thanh 2 nhom:
(1) chi dinh liéu phap Statin va (2) khong dugc
chi dinh liéu phap statin.

2.3. Bién két cudc. Két qua dau ra cla
nghién cffu nay chan dodn xudt huyét ndi so.
Dua theo bang phan loai quéc t€ bénh tat,
nguyén nhan t& vong ICD-10, m& chan doan
xuat huyét ndi so sé bao gom (161.0, 161.1,
161.2, 161.3, 161.4, 161.5, 161.6, 161.8, 161.9,
162.9, 169.1) [4]. Chén doan dugc thuc hién bdi
cac bac si va dudgc ghi lai trong cd sd di liéu.

2.4. Xt ly sO liéu. Thong ké mé ta dugc
ding dé tdm t3t dir liéu vai tan sudt va ty 1&
phan tram cho bién phéan loai, trung binh hoac
trung vi va dd 1éch chuén hoéc khoang t phan vi.

Phan tich theo du kién ban dau (Intention-
to-treat analysis), phan tich theo qui trinh (Per-
protocol analysis), phan tich d6 nhay

2.5. Pao dirc nghién ciru. Toan b qua
trinh nghién cfu dugc su’ chdp thuan vé cac khia
canh dao ddc tir Hoi Bong Bao Bt trong nghién
cltu y sinh hoc Dai hoc Y Ha N6i (s8 914/GCN-
HDDDNCYSH-DHYHN, ngay: 08/05/2023)

Il. KET QUA NGHIEN cUU

TUr 01/01/2017 dén 01/08/2022 c6 khoang
884.672 BN tir 18 tudi trd lén (téng cdng
18.893.982 lugt kham bénh) co tién sir dot quy
hodc hodc con thi€u mau ndo cuc bd thoang qua
dudc ghi nhan. Sau khi loai ra cac trudng hgp BN
c6 ghi nhan tién s bénh mach vanh, suy tim,
bénh mach mau ngoai bién, rung nhi, van tim
gia, r6i loan chlfc nang ndt xoang, rdi loan chirc
ndang than nang hodc dung thubc chéng dong
mau, phu nir dang mang thai hoac cho con b,
bénh gan hoat dong, r6i loan chifc nang gan va
nhitng BN dugc chan doan dét quy hodc cé con
thi€u mau ndo cuc bd thodng qua trong giai
doan nay, ching tdi ghi nhdn cé téng cong c6
435.592 BN (tuong ('ng véi 4.928.193 lugt tham
khdm) dap (ng du diéu kién tiéu chuén dé dua
vao nghién cu. Trong s6 dd, cd 18.299 BN dugc
ké dan statin va 417.293 BN khong dugc ké dan
statin. Tong s6 BN xudt huyét ndi so da dudgc ghi
nhan bao gom: 555 BN trong s6 dugc ké dan
statin (chiém 3,03%) va 10.496 BN trong sG
khong dudc ké daon statin (chi€ém 2,52%).

Bang 2. Pic diém cua BN J thoi diém bat diu duoc vao nghién ciu

Pic diém

Nhom diéu tri Statin

Nhom khong diéu tri
Statin (nhém chirng)

N = 18.299 N = 417.293
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Tudi (Trung binh, d6 Iéch chuan)

65,9 (13,7)

66,6 (11,9)

Nhom Tudi, n (%)

<55 79 215 (19,0) 2 776 (15,2)
55-64 106 665 (25,6) 5065 (27,7)
65-74 117 716 (28,2) 5803 (31,7)
75-84 78 815 (18,9) 3359 (18,4)

>85 34 882 (8,4) 1296 (7,1)

Gidi tinh, n (%)
Nam 221 209 (53,0) 9 444 (51,6)
NG 196 084 (47,0) 8 855 (48,4)

Tang huyét ap, n (%)

173 022 (41,5)

12 977 (70,9)

SU dung thudc ha ap, n (%)

162 116 (38,8)

13 715 (74,9)

Dai thao dudng, n (%)

64 621 (15,5)

5442 (29,7)

SU dung insulin, n (%) 12 351 (3,0) 1286 (7,0)

Cac bénh tim khac, n (%) 8 506 (2,0) 813 (4,4)

Cac bénh phoi man tinh, n (%) 5543 (1,3) 184 (1,0)
Bénh phdi tac nghén man tinh, n (%) 4192 (1,0) 176 (1,0)
Ung thu, n (%) 5925 (1,4) 125 (0,7)

Loang xudng, n (%) 1343 (0,3) 67 (04)

Tram cam, n (%) 1284 (0,3) 86 (0,5)

SU dung thudc chong tram cam, n (%) 4562 (1,1) 386 (2,1)
Phinh dong mach, n (%) 1877 (0,4) 500 (2,7)

SUr dung corticosteroids, n (%) 29 334 (7,0) 847 (4,6)

SU dung Aspirin, n (%)

154 916 (37,1)

7179 (39,2)

S dung NSAIDs, n (%)

10172 (2,4)

3406 (18,6)

Thai gian theo doi, thang

Trung binh (d0 léch chuan)

12,6 (12,5)

11,4 (11,5)

Trung vi (khodng t& phan vi)

8,6 [1,2-21,6]

7,8[1,1-18,9]

Trinh bay d&c diém ctia BN & thdi diém bat
dau dugc vao nghién clru. Tudi trung binh cua
BN trong nhom dudc ké don statin va nhém
khong dugc ké don statin la gan nhu nhau, trung
binh khoang 66 tudi. Trong s6 d6 cé han 50% sé
BN la & do tudi tir 55 dén 74 tudi. C6 19% BN
dudi 55 tudi co tién sir dot quy hodc con thiéu
mau ndo cuc b thoang qua va dudc chi dinh st
dung statin. Téng s& BN dudi 55 tudi ghi nhan
dugc trong nhom chiing la thap han 4% (khoang
15%). Ty |é nam va nif trong 2 nhém la gan nhu
nhau vdi nhém nam cao han nhém nir tr 3%- 6%.

Vé cac bénh ly kém theo, tang huyét ap la
bénh ly chiém ty I& cao nhéat trong ca 2 nhém.
Trong nhdm statin c6 41,5% BN cd bénh tdng
huyét ap kém theo va trong nhom chitng gan 34
s6 BN mdc bénh ly nay. DBai thdo dudng tuyp 2
ghi nhan trong 15,5% trudng hgp & nhom statin
va 29,7% & nhom chirng. Cac bénh ly di kem
khac nhu bénh phéi tdc ngh&n man tinh, ung
thu, tram cam, phinh dong mach, hay cac bénh
ly tim mach khac chiém ty & thdp hon dang ké
tr 0,5% - 2%. Bén canh d6, cé khoang 37% BN
trong nhém statin va 39.2% trong nhém chirng
dang dugc diéu tri vdi aspirin.

Thdi gian theo doi trung binh ¢ nhém statin
la 12,6 thang va nhom khéng statin la khoang
11,4 thang.

3.2. Mai lién quan giira liéu phap statin
va xuat huyét noi so

A. Modified intention-to-treat
—— Mo statins —— Statins

10—

CH free probability

] 8 10 12 14 18 18 20 22 24
Time (months)

2 L)
B. Per-protocol
—— No statins —— Statins
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o
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Hinh 3.1. Biéu dé séng con mé ta bién cé’
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dot quy xudt huyét néi so theo thoi gian
cua 2 nhom: su’ dung statin va nhom khéng
su’ dung statin

Trong phan tich theo qui trinh, d6 thi dudng
cong sinh ton Kaplan-Meier cho thdy nhém BN
dugc ké don vdi statin cd xac suat song sot sau
2 nam theo doi ma khong xuat hién bat clr bién
cO dot quy xuat huyét ndi so nao la thap hon
dang ké so vGi nhdm khéng sir dung statin.
Trong phan tich theo du ki€én ban dau, ciing
quan sat thdy mot xu hudng tuong tu, nhém st
dung statin c6 xac suat song sét thap han.

Age group

<65 —a— 1.38 (1.24 - 1.55)
65-74 —_— 1.54 (1.23 - 1.81)
75-84 —_— 1.55(1.16 - 1.99)
85+ 1.63 (0.73 - 2.36)
Sex

Male —— 1.40 (1.25 - 1.52)
Female L — 1.52 (1.27 - 1.78)
Hypertension

No —— 1.13 (0.84 - 1.46)
Yes —— 1.44 (1.31 - 1.58)
Diabetes

No —a— 1.39 (1.26 - 1.53)

Yes

1.67 (1.35 - 2.00)

T T T T T T 1
0.60 0.80 1.0 1.25 1.6 22 3.0
CHR (95% Cl)

Hinh 3.2. Phéan tich dudi nhom anh hudng
cua statin lIén nguy co dot quy xudt huyét
néi so

Biéu d6 Forest plot trinh bay ty s6 rui ro dét
quy xudt huyét ndi so & nhom statin so véi nhom
khong statin, BN dudc phan bé theo nhém tudi,
gidi, va bénh ly di kém bao gom tang huyét ap
va dai thdo dudng. Trong nhdm BN dudi 65 tudi,
nhirng ngudi dugc ké don statin cd nguy cg xuat
huyét ndi so cao gap 1,38 lan so nhém khong ké
dan statin (KTC 95%: 1,24 — 1,55). Nhdm BN 65
- 74 tui va nhdm 75 - 84 tudi cling ghi nhan xu
hudng tuong tu. Ching toi khong tim thdy moi
lién quan giifa statin va nguy co xudt huyét noi
s0 & nhém BN trén 85 tudi.

Phan tich theo gidi tinh cling cho thay, so véi
nhém khong st dung statin, nhém s dung statin
cd nguy cd xudt huyét ndi so cao gap 1,4 lan
trong nhdm nam va 1,52 [an trong nhém nif.
Trong nhdm BN cd bénh ly dai thdo dudng hoac
tang huyét ap kém theo, ty s6 rdi ro xay ra bién
c6 dot quy xudt huyét ndi so & nhitng ngudi dugdc
ké don statin [an lugt la 1,67 (KTC 95%: 1,35 —
2,00) va 1,44 (KTC 95%: 1,31 — 1,58). Khdng tim
thdy mai lién quan gilta statin va nguy cd xuat
huyét néi so trén nhitng BN co tién s dot quy
hodc con thi€u mau ndo cuc bo thoang qua
nhung khong cd bénh ly tang huyét ap kém theo.
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IV. BAN LUAN

Trong nghién ctru nay, ching téi stf dung dir
liéu bdo hiém x& hdi tir co sd dit liéu VSI dé
danh gia moi tuang quan gitra li€u phap statin va
nguy cd xudt huyét ndi so & BN cd tién sir dot
quy hodc con thi€u mau nado cuc bd thoang qua.
Chung t6i da ap dung phuong phap suy ludn
nhan qua theo cach ti€p can mdé phong mét thar
nghiém ngau nhién dé€ giam thiéu cac sai l&ch
thudng gap trong cac nghién cdu nghién clu
quan sat, vi du nhu sai Iéch chon mau khong
ngau nhién, sai léch thong tin, dong thdi dam
bao tinh_y dirc vi viéc tién hanh thir nghiém lam
sang ngau nhién trong trudng hdp nay la khéng
kha thi [1]. Mac du Igi ich cla statin d6i véi bénh
tim mach va phong ngtra dét quy mach mau da
dudgc xac dinh rd, nghién ctru nay phat hién mot
s6 bang chirng cho thay viéc s dung statin c6
thé tdng nguy co dét quy xudt huyét ndi so so
vG@i khong st dung, nguy cd tich Ity sau 2 nam
tang 1én 1,44 lan (95% CI: 1,31 - 1,57). Hon
nira, nghién ctu nay ciing da ghi nhan mét nguy
cd xay ra bién c6 I6n han & BN duy tri diéu tri
statin so véi nhirng ngudi khéng sr dung statin
vGi ty 1€ nguy cg tich Ity sau hai ndm la 2,34
(95% CI: 1,54 - 2,56). Nhitng anh hudng nay
khéng thay ddi dang ké khi phan tich dugi nhém
theo nhdm tudi, gidi tinh, tinh trang huyét ap va
ti€u dudng.

Cac két qua ma ching toi tim thay trong
nghién cfu nay la tugng dong vaéi mét vai nghién
ciu truéc day, bao gom ca th nghiém
SPARCL[5] - mét thr nghiém ngadu nhién ndi
ti€ng nham danh gia hiéu qua cla statin trén BN
dot quy. Trong th& nghiém SPARCL, viéc s
dung atorvastatin & liéu lugng cao la cd lién quan
dén tang 66% nguy cd xudt huyét ndi so (phan
tich theo du ki€n ban dau ITT), vdi ty sO rui ro la
1,66, khoang tin cay 95% CI tUr 1,08 dén 2,55
[5]. Th&r nghiém AURORA dugc ti€n hanh trén
731 BN mac bénh tiu dudng cling cho thdy
nhom can thiép nhdn rosuvastatin 10 mg cd
nguy cd xudt huyét ndi so cao han so véi nhém
nhan gid dugc [3]. Tuy nhién, do sG lugng
truGng hop ghi nhan bién c6 xuat huyét ndi so la
thudng rat it gap, trong th&r nghiém AURORA (12
BN dudc chdn dodn xudt huyét ndi so trong
nhdm can thiép so vai 2 trudng hop dudc chan
doan trong nhém gia dugc), khoang tin cdy 95%
I3 twong d6i rong (HR = 5,21, KTC 95%: 1,17 —
23,27) [3]. MGt s6 nghién clru quan sat, nhu
nghién clu cta Antoniou T va cOng su [6] sU
dung thiét ké nghién clru bénh — chiing cling chi
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ra rang diéu tri statin la mo6t yéu td nguy cd cla
dot quy xuat huyét ndi so.

Tuy nhién, tac dong cla statin d6i vdi xuat
huyét ndi so van dang la mot van dé gay tranh
cadi trong y van hién tai. Trong s6 28 nghién cltu
dugc xac dinh tir mot tim ki€ém hé thong trén ba
co s dir liéeu PubMed, Embase, Cochrane, cé
tdm nghién clu quan sat [1, 7, 8] dudc tién
hanh trén BN cd cac tinh trang bénh khac nhau
khi bat dau diéu tri vGi statin da ung hd bang
chling rdng statin cd tac dung bao vé chdng lai
dot quy xuat huyét ndi so. Mot vai quan diém cd
thé giai thich két ludn nay nhu sau: mot sd
nghién cfu dugdc ti€n hanh trén BN khong cd tién
str dot quy (phong nglra tién phat) [1, 7, 8] hodc
trén BN cd tién s nhoi mau co tim dang si
dung chat chéng dong, nhitng su khac biét vé
nhém déi tugng nghién clu cd thé mang lai
nhirng tdc dong khac nhau cla statin. Trong
nghién clu naystatin dugc xem nhu mot liéu
phap trong diéu tri phong nglra th(r cap. Han
nita, nhitng nghién cru quan sat cling cé nhiing
han ché dang ké. Vi du, mot s6 nghién ciiu dugc
ti€n hanh vdi kich thudc mau tuong d6i nho va
thdi gian theo ddi ngdn [2]; hodc khi phan tich
da khong quan tam dén kiém sodat cac yéu td gy
nhiéu [2]; trong mét s6 trudng hap thdi gian ké
tr khi bdt dau s dung statin thudng khong
dugc xem xét. Cudi cung, khong cé nghién clu
nao trudc day danh gid tac dong cla viéc tuan
thu diéu tri statin, trong nghién clu nay yéu té
tuan thu diéu tri da dugc danh gia mot cach day
da thong qua ngudi dif liéu co gia tri.

Tinh dén thdi diém hién tai, cac bang chiing
khoa hoc vé cg ché sinh bénh hoc cla statin va
xuat huyét ndi so van chua dugc ghi nhan ro
rang va day da. Tuy nhién, mét s6 lap luan trén
Idm sang cd thé giai thich mdi lién quan nay nhu
sau: moét sd nha 1am sang cho rang statin co tac
dung chéng dong nhe, do do6 lam cham qua trinh
gan két cla tiéu cau va giam thiéu su hinh thanh
huyét khdi. M3c dU co ché nay co thé lam giam
nguy cd xuat hién cac huyét khoi, bao gom dot
quy mach mau cuc bd, né cling cé thé tdng nguy
cd xudt huyét noi tang, bao gom xudt huyét noi
so. Ddc biét trong cac trudng hdp s dung statin
dé phong nglra thir phat cac bién cd tim mach,
doi tugng BN bao gdm gudi cd tién sir bénh tim
mach, lam tang kha nang anh hudng mach mau
ndo [2, 3]. Do dd, xut huyét ndi so la co thé xay
ra khi hé théng dong mau khéng du dé bao vé va

ngan chan xudt huyét. Can co nghién cuau thém
dé hiéu day du cd ché cta mdbi quan hé nay.

V. KET LUAN

Két qua nay cho thay cd kha nang Statin co
lam tang nguy cc xudt huyét noi so trén BN cd
tién st dot quy hoac can thi€u mau ndo cuc bd
thoang qua. Nguy cd xuat huyét ndi so tdng Ién
trong vong hai ndm sau khi bat dau s dung
statin hoac s dung lién tuc so v&i nhdm khong
st dung statin. Nghién cfu nay mang lai thong
tin quy bau cho cac bac si ldam sang khi dua ra
quyét dinh vé viéc st dung statin trong bdi canh
phong ngla thr cdp cac bién c6 tim mach.
Quyét dinh s dung statin nén dua trén dac
diém cla ting BN, xem xét Igi ich va céc tac
dung phu cd thé c6 cua diéu tri statin.
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