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TOM TAT

Liéu phdp statin lam giam cic bién c6 tim mach
& nhiing bénh nhan ¢6 hoic c¢6 nguy co mic bénh
tim mach do xc vita.

Muc tiéu: Khio sit ty 1é xudt hién trén co lién
quan dén diéu trj statin it nhdt trong vong 3 thdng
bang thang diém SAMS-CI & bénh nhén hdi chiing
mach vanh cip (HCMVC) tai Vién Tim mach
Viét Nam trong thoi gian 08/2019-08/2020.

Phuong phap: Nghién ctiu theo doi doc trén
210 bénh nhin HCMVC dugc stt dung statin trong
vong 3 thang, theo doi triéu chting co bang thang
diém SAMS-CI tai cic thoi diém 01 thing, 03
thang, 06 thang va 12 thing.

Két qua: Tai thoi diém 01 thdng va 03 thang c6
10 truong hop o triéu chiing co chiém ty 1é: 4,76%,
nhung khi st dung bang diém SAMS-CI cho cac
trudng hop nay, ty 18 SAMS-CI < 4 diém: 99,52%;
Cé 1 trudng hop c6 SAMS-CIL: 9 diém chiém
0,48%; Tai thoi diém 06 thang va 12 thang khong
ghi nhédn dugc trudng hop nao cé triéu chiing co cd
diém SAMS-CI > 4 diém. Truong hop c6 SAMS-
CI: 9 diém la truong hop tiéu co van cdp mic do
trung binh sau st dung Rosuvastatin 10mg.

Két luin: Trong nghién ctiu ctia chung toi, ty 1é
xudt hién triéu chiing colién quan dén diéu trj statin
bang thang diém SAMS-CI ¢ bénh nhan HCMVC

Truong Dai hoc Y Ha No6i*
Vién Tim mach Viét Nam, Bénh vién Bach Mai**

Bénh vién Dai hoc Y Ha Noi***

1a thép (0,48%). Nhiing trudng hop c6 triéu ching
co khong dién hinh thi khong c6 trudng hop nao
ting diém SAMS-CI sau thoi gian theo déi doc 3,
6,12 thing.

Tit khéa: Triéu ching co lién quan dén diéu
tri statin, hoi chiing mach vanh cdp, thang diém
SAMS-CL

DAT VAN BE

Statin la thuéc ha lipid méu dugc chi dinh rong rai
nhit dé diéu tri va ngan ngtia bénh ly dong mach vanh
nhidm chéng xo vita dong mach vanh, tic dung chong
viém gitip 6n dinh mangxo vita'. Tac dung phu khong
mong mudn thudng gap khi diéu tr statin la cac triéu
chiing trén co. Triéu chiing colién quan dén diéu tri
statin (SAMS- statin associated muscle symtoms)
c6 nhiéu mitc d6 tir dau co nhe khong tang enzym
creatine kinase (CK) dén tiéu co van cip de doa
t6i tinh mang’. Tuy nhién chung thudng la nguyén
nhan dan dén bénh nhén bo thudc hoic ty ngling
thudc. Khong tuan tha va ngting diéu tri statin c6
lién quan dén ty 1é bién c6 tim mach va tit vong cao
hon, ting nguy co gdp 1,5 l4n tdi nhoi mdu co tim
hodc nhép vién cho cic bién ¢ tim mach khac®. Mot
thang diém lam sang danh gid triéu ching co lién
quan dén stain (Statin-associated muscle symptoms
clinical index- SAMS-CI)* (xem bang 1).
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Bdng 1. Thang diém SAMS-CI

trude do, 6 cing hodc mot liéu khic nhau.

Stt dung v6i nhiing bénh nhén ¢6 triéu chiing tai co mdi xuét hién hoac tang lén sau khi bat dau diéu tri statin.

Cic triéu chiing co c6 thé bao gom dau nhiic co, chuét rit, tiic nang, kho chiu, yéu hodc ciing co.

Diéu tri statin bao gém bt ky statin nao & bat ky liéu lugng hoac tan suit nao, ké ci statin ma bénh nhan da su dyng

C¢ bao nhiéu thudc statin ma bénh nhan uéng c6 lién quan dén céc triéu chiing tai co méi xudt hién hoac ting lén?

Mot Piém | Haihoic nhiéu hon Diém
A. Vi trf va didc diém ctia triéu chiing co (Néu c6 A. Vi tri va hinh thtic cta triéu chiing co (Néu c6
nhiéu hon mot danh muyc dugc dp dung, ghi s6 nhiéu hon mot danh muyc dugc dp dung, ghi s6
lugng cao nhit) lugng cao nhit)
Déixting, viing mong, dui 3 | béixting, ving méng, dui 3
Déixting, bap chan 2 Déixting, bap chan 2
Déixting, dau gin chi trén 2 | Déixiing, ddu gin chitrén 2
Khong déi xting, tiing con, khong diac hiéu cho bat . Khong triéu chiing, tting con, khong dac hi¢u cho |
ky viing nao batky ving nao
B. Thai gian khéi phit triéu chiing co khi bat ddu B. Thai gian khéi phit triéu chiing co khi bat dau
diéu tri statin diéu tri statin
<4 tuan 3 <4 tuin 3
4-12 tuan 2 4-12 tuan 2
>12 tuan 1 >12 tuin 1
C. Thai gjan cai thién triéu chiing khi ngting statin C. Thei gian cii thién tri¢u chiing khi ngting statin
(Néu bénh nhan tiép tuc sa dung statin, diing (Néu beénh nhan tiép tuc su dung statin, diing
thudc va theo doi triéu chl’Ing) thudc va theo dai triéu chling)
>2 tuin 2 >2 tudn 2
2-4 tuan 1 2-4 tuan 1
Khong cai thién sau 4 tudn 0 Khong cii thién sau 4 tudn 0
Bit dau lgi bing diéu tri mot statin, (ngay cd khi Diéu tri statin gdn day nhdt
diéu tri thém statin tuong tu hodc diéu trinhy trén) (ngay cd khi diéu tri thém statin tuong tu)
sau do hoan thanh cdu hoi cudi ciing
D. Thai gian téi phat triéu chiing co tuong tu khi D. Thei gian tai phat tri¢u chiing co tuong ty khi
bat dau diéu tri lai statin bat dau diéu tri lai statin
<4 tuan 3 <4 tuan 3
4-12 tudn 1 4-12 tuan 1
>12 tudn hoac khi cc triéu chiing tuong tw khong 0 >12 tudn hodc khi cac triéu chiing tuong tu khong 0
xuat hién tré lai xudt hién tré lai
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Thang diém nay khong dung d€ chdn doan xac
dinh, tuy nhién c6 thé gitp loai trit bénh co lién
quan dén stt dung statin, SAMS-CI < 4 diém c6 gia
tri du dodn 4m tinh 1a 91% trong viéc xdc dinh bénh
nhan khong c6 kha nang bénh co do statin va c6 gid
tri du bdo duong tinh 1a 67%.

Vi vay ching toi thyc hién dé tai trén véi muc
tiéu: “Khdo sdt ty I¢ xudt hién triéu chiing co lién quan
dén diéu tri statin it nhdt trongvong 3 thdng bing thang
diém SAMS-CI & bénh nhdan HCMVC tai Vién Tim
mach Viét Nam trong thoi gian 08/2019-08/2020”".

DOI TUONG VA PHUGNG PHAP NGHIEN CUU
Thoi gian va dia diém nghién ciu

- Thoi gian: Tu thiang 8/2019 dén thing
10/2020.

- Pia diém nghién ctu: Vién Tim mach Qudc
gia Viét Nam.
Phuong phap nghién ciu
Phiong phdp

Nghién ctiu theo déi doc it nhit trong vong 3
thang sau stt dung statin.
Mau nghién ciiu
S6 lugng mau

Bdng 1. Cdc ddc diém chung co bdn

Cdmau: c6 mau t6i thi€u1a 207 bénh nhan dugc
udc tinh theo ty 1é xuét hién triéu chiing co 16%.
Tiéu chudn lya chon

Céc bénh nhan c¢6 héi ching vanh cdp: Nhoéi
mau co tim ST chénh 1én; Nho6i mdu co tim cdp
khong c6 ST chénh 1én va dau nguc khong 6n
dinh dugc diéu tri bang statin trong vong 3 thing
géan day.

Tiéu chudn logi tri

- Bénh nhéan c6 bénh Iy co ti trudc ma khong
phai do nguyén nhan la thudc statin nhu: Viém da
co, viém da co, tiéu co van cdp do hoi ching vui ldp,
bong, chin thuong.

- Bénh nhén c6 x0 gan, viém gan, suy gidp.

Quy trinh nghién ctu:

Ching t6i chon bénh nhan theo tiéu chudn lya
chon va tiéu chudn loai trti, dong thoi ghi nhan cac
thong tin tén thudc, liéu st dung va thaoi gian bat dau
st dung statin. Tiép d6 theo doi doc sau st dung
thudc tai thoi diém trong vién, 1 thang, 3 thing, 6
thdng va 12 thing bing bo cau hoi SAMS-CI qua
phong vén tryc ti€p hoi bénh nhén.

KET QUA

Dicdiém N=210
Tusi, (TB+ SD) 66398
Nam (%) 743% (156)
Céc yéu t6 nguy co bénh mach vanh (%)

Tang huyét ap 172 (81,9%)
Dii thio duong 46 (21,9%)
Hut thudcl, thuse lao 94 (44,8%)
Suy than: Mic loc cau thin< 60(ml/phut/1,73m?) 44 (21%)
Cholesterol toan phan(TB+ SD) mmol/L 451+1.24
LDL-C (TB< SD) mmol/L 2424089
HDL-C (TB+ SD) mmol/L 1,13+0.38
Triglycerid (TB+ SD) mmol/L 2,32+1,87
Bénh ndi khoa kem theo
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NMCT cép ST chénhlén 67(31,9%)
NMCT cip ST khong chénh lén 90(42,9%)
Dau that nguc khong 6n dinh (DPTNKOD) 53(25,2%)
Chtic ning thit trii c6 phan sudt tong mau < 50% 184(40%)
Loai statin dugc st dung
Atorvastatin 47 (22,4%)
Rosuvastatin 163 (77,6%)
Liéu Statin dugc su dung
Cuong dd cao: Rosuvastatin 20mg 72 (34,3%)
Cuong do trung binh: rosuvastatin 10mg, atorvastatin 10mg va atorvastatin 20mg 138 (65,7%)

Nhdn xét: Tudi trung binh trong nghién ctiu: 66,3+ 9,8, ty 1¢ nam giéi la 74,3%. Thé l1am sang cua
HCMVC trong nghién cttu: NMCT ST khong chénh Ién (42,9%), NMCT ST chénh 1én(31,9%) va dau
thit nguc khong 6n dinh: 25,2%. C4c bénh ly ndi khoa kém theo: Tang huyét 4p (81,9%), déi théo dudng
(21,9%), hut thuéc 14, thudc lao (44,8%), suy tim (40%), suy than (21%). LDL-C trung binh: 2,32 + 1,87

(mmol/L).

Bdng 2. Ty 1¢ BN c6 SAMS tai thoi diém theo doi 01, 03, 06 va 12 thdng

Triéuchingco | Sétruonghop | ThangDiém SAMS-CI | Sau01 thang | Sau 03 thiang | Trén 06 thing
Pau co, chuot rit, 10(4,76%) 1 diém 200 200 78
yéu co hoic cting 2 diém 0 0 0
€0, tiéu co van cap 3 diém 1 1 1

4 diém 8 8 S
5 diém 0 0 0
6 diém 0 0 0
7 diém 0 0 0
8 diém 0 0 0
9 diém 1 0 0
10 diém 0 0 0
11 diém 0 0 0

Nhdn xét: S6 bénh nhén c6 triéu ching dau co, chuét rut, yéu co hoac ciing co, tiéu co van cap la 10
(4,76%) bénh nhan. BN St dung thang diém SAMS-CI c¢6 200 bénh nhan c6 SAMS-CI: 1 diém, 1 bénh
nhan c6 SAMS-CI: 3 diém; 8 BN c6 SAMS-CI: 4 diém va 1 bénh nhin c6 SAMS-CI: 9 diém tai thoi diém
1 thdng; 200 bénh nhén c¢6 SAMS-CI: 1 diém, 1 bénh nhén c6 SAMS-CI: 3 diém; 8 BN c6 SAMS-CI:
4 diém tai thoi diém 3 thang; 78 bénh nhan c6 SAMS-CI: 1 diém, 1 bénh nhan c6 SAMS-CI: 3 diém;
S BN c6 SAMS-CI: 4 diém.
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Bdng 3. BN c¢6 diém SAMS-CI tai thoi diém theo doi 03, 06 va 12 thdng:

SAMS-CI 01 thang 03 thang Trén 06 thang
1 diém 200 200 78
3 diém 1 1 1
4 diém 8 8 S
9 diém 1 0 0

Nhdn xét: Tai thoi diém 01 théng ghi nhan 10 trudng hop c6 triéu ching co ¢6 1 trudng hop 3 diém,
4 trudng hop 8 diém va 1 truong hop 9 diém, trong qua trinh theo déi doc khong c6 trudng hop nao ting

diém SAM-CI.

Bdng 4. M6i quan h¢ giiia diém SAMS-CI trong nhém diéu tri statin cuong do cao va cuong do trung binh

1 diém 3-4 diém Tong
Statin cudng dé cao 70 2 72
Statin cudng do trung binh 130 7 137
Tong 200 9 209

Nhdin xét: Diém SAMS-CI gitta 2 nhom dugc diéu tri statin cudng do cao va cudng d6 trung binh

khong c6 sy khdc biét c6 y nghia théng ké véi p=0,7.

Bdng S. nong do trung binh ciia LDL-C trong mdu tai thoi diém nhdp vién cia bénh nhan dugc sit dyng statin &

cdc lieu khdc nhau

Rosuvastatin 20mg | Atorvastatin20mg | Atorvastatin 10mg | Rosuvastatin 10mg

LDL-C(mmol/L) 2,37+09 2,49 2,04+09 2,48+0,8

BAN LUAN
Pic diém co ban cia HCMVC sii dung statin
Nghién ctiu ctia chiing tdi ¢6 d¢ tudi trung binh
1a: 66,3+ 9,8 tudi, trong d6 nam gap nhiéu hon nir.
Tudi nghién cttu ctia ching t6i cang tuong tu nhu
nghién ctiu Rosuvastatin to Prevent Vascular Events
in Men and Women with Elevated C-Reactive
Protein JUPITER la: 66 tudi®. Ty 1é bénh nhén
trong nghién cttu cta chung toi c6 tién stt THA khd
cao, chiém téi 81,9%, ngoai ra ty 1é hat thudc 13,
thuéc lao (44,8%), PTD (21,9%) 1A cao. Py ciing

1a céc yéu t6 nguy co tim mach thuén lgi dan dén
HCMVC. Trong thé bénh caa hoi ching vanh cip
NMCT ST khong chénh Ién chiém ty 1é cao nhit
sau d6 dén NMCT ST chénh lén va DTNKOD.
Trong nghién ctiu ctia ching t6i c6 2 loai statin
dugc st dung la: Atorvastatin va Rosuvastatin.
Ty l¢ st dung rosuvastatin (77,6%) nhiéu hon
atorvastatin. D4y Ia 2 statin téng hop c6 tic dung uu
viét hon statin ty nhién va ban téng hop trong viéc
giam LDL-C, dugc Hoi Tim mach Hoa Ky (AHA)
xép loai statin c6 cudng d6 cao lam giam it nhat 50%
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LDL-C so v6i LDL-C ban dau. Theo phan loai liéu
thudc st dung statin cia AHA, trong nghién ctiu
ctia chung t6i liéu statin ¢ cuong dé cao co ty 1é:
34,3%, liéu statin c6 cudng do trung binh c6 ty 1é:
65,7%. Liéu thudc st dung trong nghién cttu cta
chiing t6i thap hon so véiliéu thuéc st dung ctia cac
nghién ctiu: JUPITER®: rosuvastatin 20mg/ ngay
(100%), nghién ctu The effect of statin on skeletal
muscle function-STOMP®: atorvastatin 80mg/
ngdy (100%)°. Thei gian nghién cttu trung binh caa
chiing t6i 1a 4 thdng, thoi gian nghién ctu la thap
hon so véi cic nghién ctiu JUPITER®: 1.9 nim va
nghién ctiu STOMP® 14 6 théng.

Qua khao sat 210 BN HCMVC dugc st dung
atorvastatin 10mg, 20mg va rosuvastatin 10mg,
20mg it nhat trong vong 3 thdng xac dinh dugc tai
thoi diém 01 thdng c6 10 trudng hop cé triéu chiing
co chiém ty 1é: 4,76%, nhung khi stt dung bang diém
SAMS-CI cho cic truong hgp nay, ty 16 SAMS-CI
<4 diém: 99,52% c6 1 trudng hop c6 SAMS-CI: 9
diém; tai thoi diém 03 thang, 06 thang va 12 thing
khong ghi nhén dugc trudng hop nao cé triéu chiing
co ¢cb diém SAMS-CI> 4 diém va tit cd cic bénh
nhan c6 diém SAMS-CI 3 hoic 4 diém déu khong
c6 ting diém SAMS-CI. Truong hop c6 SAMS-
CI: 9 diém la truong hop tiéu co van cap mic do
trung binh sau stt dung Rosuvastatin 10mg khoéng
4S ngay. Trudng hop tiéu co van cip la bénh nhéan
nam 50 tudi, nhép Vién Tim mach, Bénh vién Bach
Mai vi dau co cdp, tién st: dau thit nguc khong 6n
dinh da can thiép dit mot stent nhdnh déng mach
lién thit trudc, ting huyét dp. Bénh nhan dugc diéu
tri statin: rosuvastatin 10mg/ ngay, losartan S0mg/
ngay, aspirin 100mg/ ngay, clopidogrel 75mg/ ngay,
metopronol 25mg/ ngay. Sau uéng thudc 45 ngay,
bénh nhén bit ddu xuét hién dau co viing dui, bip
chan hai bén, dau lién tyc, ting dan sau d6 dau khip
toan than, kem theo xudt hién yéu co 2 chan kho di

lai, bénh nhan khong s6t, dugc chuyén sang diéu tri

atorvastatin 10mg/ngay, tinh trang dau co khong
gidm, bénh nhan vao Vién Tim mach.

Tinh trang lic nhép vién: bénh nhan tinh tdo,
ddu hiéu sinh tén 6n dinh, khong c6 diu hiéu
nhiém trung. Khdm bénh nhan dau co toan than,
dau nhiéu nhdt dau co viing méng, dui, cdng chan
hai bén, thang diém dau VAS: 6/10 diém, kém theo
o Iyc chi duéi giam: 4/5. Xét nghiém cho thdy tinh
trang tiéu co van: men CK huyét thanh 2156 Ul/
ml, Creatinin huyét thanh: 59 micromol/L, AST:
37 UI/mL, ALT: SOUI/mL.

Bénh nhan dugc chan doan ban dau: Tiéu covan
cdp - Stent DMV cii - THA. Céc tham do khéc: dién
co khong c6 ton thuong than kinh, siéu am dong
mach, tinh mach chi duéi: khong phat hién hep tic
hé thong mach chi dudi, cic xét nghiém ANA, Ds
DNA, test Dengue, test cam, HIV, HBV, HCV: am
tinh. Ching t6i gidi trinh ty gen SLCO1B1: kiéu
gen dong hop ti binh thusng khong mang gen gay
bénh. Bénh nhén dugc diéu tri ding statin va diéu
tri tiéu co véan cdp: loi tiéu cudng biic két hgp truyén
dich dang truong NaCl 0.9% 2000 mL/ ngay. Sau
diéu tri 1 tudn, men CK bét ddu giam, tuy nhién
bénh nhin con dau co nhiéu; sau 2 tuan diéu trj,
bénh nhin d6 dau co; Sau diéu tri 04 tuan, triéu
chiing dau co giam r6 rét, co luc cai thién; Sau diéu
tri 06 tudn bénh nhéin khong dau co, di lai binh
thuong va men CK tré vé binh thuong. Hién tai
BN khong diing statin va cdc thu6c mé méu khac.
Trong quad trinh theo d6i bénh nhan khong c6 triéu
chiing dau co va men CK khong ting.

Ty 1¢ mic SAMS trong nghién citu ctia chiing t6i
la thdp hon trong cdc nghién ctiiu JUPITER, STOMP
c6 ty 1é lan lugt 1a: 16,1% va 9,4%°5, cao hon trong
nghién ctiu Differential effect of the rs4149056
variant in SLCO1B1 on myopathy associated with
simvastatin and atorvastatin, c6 ty 1é: 0,26%’. Ty
1¢ SAMS cta nghién ctiu ching t6i thdp hon cic
nghién ctiu: JUPITER, STOMP c6 thé1a do mét s6
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céc yéu t6 sau: thit nhat, liéu thudc stz dung ctia bénh
nhan thdp hon so véi liéu thudc st dung ctia nghién
ctiu JUPITER: Rosuvastatin 20mg va nghién ctiu
STOMRP atorvastatin 80mg. Thit hai, thoi gian theo
doi trong nghién ctiu cua ching t6i la ngin hon
céc nghién ctiu trén. Thd ba, sy xudt hién cic triéu
chiing co sau st dung statin la khong dac hiéu thim
chi ngay ca khi c6 men creatinine kinase (CK) ting,
vi né cé thé gap nhiéu trong cac bénh Iy khac, mot
yéu t6 chdn dodn quan trong dé€ nghi t6i SAMS la
cho bénh nhan diing thudc trong vong 4 tudn, bénh
nhan hét dau va BN dau trélai khi stt dung lai loai va
liéu lugng thudc trén; Bénh nhén trong nghién ciu
trén cdc triéu chiing co déu dugc ghi nhan lai, nhung
nghién ctiu khong st dung bang diém SAMS-CI
danh gid lai triéu chiing cia bénh sau ngting st dung
thudc va uéng lai thudc. Do vy, ty 1é SAMS cua
céc nghién ctiu c6 thé cao hon so véi nghién ctiu
ctia ching t6i. Khi phén tich diém s6 SAMS-CI tai

thoi diém nghién ctiu 01 va 03 thang, chung t6i ghi
nhan 8 trudng hop c6 diém s6 SAMS-CI1a 4 diém
va 1 trudng hop c6 3 diém, cic truong hop nay
déu c6 triéu chiing khong dién hinh, ching to6i
déu cho ding thudc trong 4 tudn sau d6 danh gid
lai triéu chiing nhung triéu chiing khong thay déi,
sau d6 chung toi cho BN uodng lai thudc véi lieu
nhu c@, triéu ching van khong thay déi. Vi véy,
chung téi loai trit nguyén nhan gay triéu chiing co
la do statin.

KET LUAN

Trong nghién ctiu cta ching toi, ty 1é xudt hién
triéu chiing co lién quan dén diéu tri statin bing
thang diém SAMS-CI 6 bénh nhin HCMVC la
thap (0,48%).

Nhiing truong hop cé triéu ching co khong
dién hinh thi khéng c6 trudng hop nao ting diém
SAMS- CI sau thai gian theo déi doc 3, 6, 12 thang.

SUMMARY

Statin therapy reduces cardiovascular events in patients with, or at risk of, atherosclerotic

cardiovascular disease.

Objectives: Survey of effects on muscle for at least 3 months during statin therapy with the statin-

associated muscle symstoms clinical index (SAMS-CI) in patients with acute coronary syndrome (ACS)
from 08/2019 to 08/2020 at the Vietnam Heart Institute.
Methods: A longitudinal follow-up study of 210 ACS patients who were given statins for 3 months,

tracking muscle symptoms with a SAMS-ClI scale at 1 month, 3 months, 6 months, and 12 months.

Results: At 1 month and 3 months, there were 10 cases who had muscle symptoms, rate: 4,76%, but

when we used SAMS-CI for these cases, the incidence of SAMS-CI < 4 points is 99,52%; The incidence
of SAMS-CI: 9 points in 1 cases is 0,48%; At 6 and 12 months, no cases were reported who had muscle
symptoms and SAMS-CI> 4 points. SAMS-CI: 9 points were cases of moderate-grade rhabdomyolysis
followed using Rosuvastatin 10mg.

Conclusion: The incidence of effect on muscle in patients with ACS who received statin therapy with
the SAMS-CI was low (0,48%). In cases of atypical muscle symptoms, there were no cases of an increase in
the SAMS-CI score after a longitudinal follow-up of 3,6.12 months.

Key word: Statin-associated muscle symstoms, Acute coronary syndrome, Statin-associated muscle

symstoms clinical index.
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