DANH GIA SU DUNG THUOC DIEU TRI ROI LOAN LIPID MAU
TAIVIEN Y HOC HANG KHONG

NGUYEN MAI HOA, NGUYEN HOANG ANH,

Trung t6m DI & ADR Quoc gia, Trwong BH Dwoc Ha NGi

TOM TAT

Muc tiéu: phéan tich viéc st dung thubc didu tri
RLLM cla bénh nhan diéu tri ngoai trd tai phong
kham Vién Y hoc Hang Khéng trong ndm 2011 va
danh gia hiéu qua’ kiém soat RLLM trong thoi gian 3
thang tai vién. Déi twong va phwong phap: bénh
nhan nguéi I6n duwoc chén doén RLLM dwoc kham va
diéu tri ngoai tra tai vién, duwoc theo déi lién tuc trong
vong 3 thang sau khi bat dau diéu trj Quyet dinh
dung thudc & thoi diém béat dau nghién ctu va viéc
dat muc tiéu diéu trj tai cac thoi diém duwoc dya trén
khuyén céo cia NCEP-ATP IIl (2004). Két qua: do
tudi trung binh cda bénh nhan la 65,2 ndm; 83,2%
bénh nhan méc réi loan lipid mau dang hén hop;
73,3% bénh nhan c6 nguy co tim mach cao. O bénh
nhan cé néng dé triglycerid < 5,7 mmol/l, 100% cac
trvomg hop duwoc quyét dinh diéu trj bang thudc la
hop ly. Da sé bénh nhan duoc st dung phac dé khéi
dau don tri liéu, trong do, phac dé fenofibrat (53, 2%)
vurot tréi hon phéc dé statin (46,6%). Chi 23,3% va
57,9% bénh nhéan twong (rng dat myc tiéu LDL-C va
“khéng HDL-C". Két ludn: Ty Ié bénh nhéan khéng dat
muc tiéu diéu trj cao trong mau nghién cdu cho théy
cén ap dung phéac db kiém soét lipid mau “quyét liét”
hon, dac biét voi statin.

Tir khéa: Vién Y hoc Hang Khéng, rdi loan lipid
mau, LDL-C, “khéng HDL-C”, statin, fenofibrat

SUMMARY

Objectives: this study was aimed at evaluating
prescribing patterns of lipid-lowering drugs used for
out-patients in Vietnam Aerospace Medical Institute in
2011 and assessing LDL-C goal and “non-HDL-
C’goal attainment among these patients. Subjects
and methods: New hyperlipidemia adult out-patients
were collected and followed up for about 3 months
from enrolliment. Definitions and criteria set by the
updated 2004 National Cholesterol Education
Program guidelines were applied. Results: The mean
age was 62.5 years, 83.2% patients had combined
hyperlipidemia, 73.3% patients at high cardiovascular
risk. Decisions on initiating drug therapy in all patients
with triglycerides < 5.7 mmol/l were appropriate. The
most initial therapy was monotherapy in which
fenofibrate therapy (53.2%) outweighted statin
therapy (44.6%). All patients on statin therapy
(atorvastatin or simvastatin) received initial dose 10
mg. Overall, 23.3% patients reached their LDL-C goal
and 57.9% patients reached their “non-HDL-C” goal.
Conclusions: High proportions of patients did not

NGUYEN TOAN THANG, Vién Y hoc Hang khung

achieve LDL-C goal require more aggressive
treatment, especially with statins.

Keywords: Vietham Aerospace Medical Institute,
hyperlipidemia, LDL-C, non-HDL, statin, fenofibrate

DAT VAN BE

R6i loan lipid mau (RLLM) 1& mét trong nhirng
nguy co hang ddu gay t& vong trong cac bénh ly tim
mach. Hién nay, RLLM dwoc ghi nhan kha phd bién
trong cc“)ng ddng .nhwng chwa dwoc quan tédm dung
murc va diéu tri day da, do vay kha néng dat muc tiéu
diéu tri rat thap. Nghién ciru CEPHEUS khao sat tinh
hinh diéu trif RLLM tai 8 quéc gla chau A, trong d6 cé
Viét Nam, cho thdy gan 50% sé bénh nhan khdng dat
muc tiéu LDL-C theo khuyén céo ctia Chuong trinh
giéo duc bénh nhan réi loan cholesterol Quéc gia Hoa
Ky (National Cholesterol Education Program-Adult
Treatment Panel — NCEP-ATP IlI) [5], [6].

Vién Y Hoc Hang Khong la vién nghién cltru co
givong bénh, phuc vu cac déi tuong quan doi, bao
hiém y t& va dich vu y té. Hién nay, vién da trién khai
phong kham ngoai trd cac bénh tim mach dé& quan ly
va diéu tri bénh nhan. Nghién clru nay dwoc thwc
hién vé&i muc tiéu phan tich viéc st dung thudc trong
diéu tri RLLM duoc kham va didu tri ngoai tra tai
phong kham trong nam 2011 va danh gia hiéu qua
kiém soat RLLM trong thoi gian 3 thang sau diéu tri.

DOI TWVONG VA PHUONG PHAP NGHIEN CUU

1. Béi twong nghlen clru

Bénh nhan nguwoi Ion dwgc chan doan RLLM va
didu tri ngoai trt dung thubc 1an dau tai Vién Y hoc
Hang khéng, trong thoi gian tir thang 01/2011 dén
thang 12/2011. Bénh nhan dwgc theo dbi lién tuc
trong vong 3 thang sau khi bat dau diéu tri. Loai triy
c&c bénh nhan khéng tuan tha diéu tri, dung thém céc
thudc khac hodc tw y bé tai kham trong thdi gian theo
ddi, phu nl c6 thai, phu nlr cho con bu.

2. Phu’o’ng phép nghlen clru

Thiét ké nghién cteu: nghién ctru thun tap theo
ddi doc bénh nhan, mo ta, khéng can thiép.

Quy trinh:

- Tai thoi diém bét dau nghlen ctu (thoi diém To),
bénh nhan dwoc kham lam sang va lam xét nghlem
lipid mau Itc doi (cholesterol toan phan, triglycerid va
HDL-C) bang may do sinh héa tw dong Hitachi 902 tai
Khoa Héa sinh cla vién.

- Trong qua trinh didu tri, bénh nhan dwoc kham
lai hang thang (twong (ng thdi diém Ty, T, va Ts) cho
dén khi hét dot didu tri 3 thang. M&i 1an kham bénh
nhan dwoc 1am cac xét nghiém trén, hiéu chinh lidu
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thudc va thay ddi phac dd diéu trj trong trwdng hop
can thiét.

Chi tiéu ddnh gid: danh gia hiéu qua kiém soét
chi s& LDL-C Itc d6i sau mét dot diéu tri cla cac
bénh nhan. Quyét dinh dung thudc & thoi diém bt
dau nghién ctu va viéc dat muc tiéu didu tri tai cac
thoi diém dwoc danh gia dwa trén khuyén céo cla
NCEP-ATP IlI [5], [6]. Chi sb LDL-C dwoc tinh toan
theo cdng thrc Friedewald..

Xtr 1y sé liéu: bang phan mém SPSS 16.0.

KET QUA

1. Pac diém bénh nhan trong mau nghién ciru

Pdc diém nhan khdu hoc

131 bénh nhan dat tiéu chuadn dwoc dwa vao
nghién cru. Cac dic diém nhan khdu hoc clia bénh
nhan dwoc tém tét trong bang 1:

Bang 1. M6t s dic diém nhan khu hoc ctia bénh
nhan trong mau nghién ctu

(66.9%) [ 27.7%)
Tang
| Tan Paithéo | huyét ap +
Benn | KNOngco | e | duong | i thio
mac kém duong
25 24 3 49
(19,%) | (18.3%) | (25.2%) | (37,4%)

* Thé trang bénh nhan dwoc phan loai dwa trén
chi s& khéi co thé (BMI) theo tiéu chudn clia WHO
(2000) &p dung cho khu vwc Chau A — Thai Binh
Dwong; Khoéng cé thong tin v& tudi va can nang cla 1
bénh nhan

Trong 131 bénh nhén, bénh nhan nl (77,1%)
chiém ty I& vwot tréi so vé&i bénh nhan nam (22,9%).
Da s6 bénh nhan & do6 tudi 45-69 tudi (82,3%), Vi
tudi trung binh 14 62,5 (+ 9,1). Bénh nhan chd yéu c6
thé trang binh thweng (66,9%) hodc tién béo phi
(27,7%). Cac bénh nhan trong nghién clru thuwong
mac kém dai thao dwérng va/hodc ting huyét ap.

Béc diém chi sé lipid médu ctia bénh nhéan

Céc chi sb lipid mau cGa bénh nhan khi bat dau
didu tri dwoc phan loai theo khuyén céo ctia NCEP-
ATP IIIl. Két qué phan loai dwoc trinh bay trong bang
2:

Dac diém Phan nhém: s bénh nhan (ty 1& %)
Gioi Nam: 30 (22,9%) Nir: 101 (77,1%)
Tudit <40tudi | 40-54 tudi | 55-69 tudi | >70 tudi
2 (1,5%) 23 77 28
(17,7%) (59,2%) (21,5%)
Thé Gay Binh Tiénbéo | Béo phi
trang** 1 (0,8%) thwong phi daol
) 87 36 6 (4,6%)
78
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Bang 2. Bac diém chi sé lipid mau ctia bénh nhan trong mau nghién ctru

Dac diem Phan nhém: s6 bénh nhan (ty 1& %)
Binh thuwdng Cao gi¢i han Cao Rét cao
Triglycerid < 1,7 mmol/l 1,7 — 2,3 mmol/l 2,3 5,7 mmol/l = 5,7 mmol/l
6 (4,6) 19 (14,5) 69 (52,7 37(28,2)
Cholesterol Binh thwdng Cao gi¢i han Cao
toan phan < 5,2 mmol/l 5,2 — 6,2 mmol/l 26,2 mmol/l
19 (14,5 36 (27,5 76 (58,0)
HDL-C Thép Binh thudng Cao
<1 mmolll 1-1,5 mmol/l > 1,5 mmol/l
78 (58,5) 4(31) 49 (37,4)
LDL-C* Tbi wu Gan t6i vu Cao gi¢i han Cao R4t cao
< 2,6 mmol/l 2,6 -3,4 mmo/l 3,4 —4,1 mmol/l 4,1 — 4,9 mmol/l =>4,9 mmol/
37 (29,6) 25 (20,0) 26 (20,8) 20 (16,0) 17 (13,6)

* Chi tinh trén cac bénh nhan cé chi sé LDL-C tinh theo cong thirc > 0

Phan I&n bénh nhan trong nghlen ctru c6 chi s cholesterol toan phan cao va HDL-C thap. Trong dé, chi
yéu bénh nhan co triglycerid cao va rét cao, twong (rng 1a 55,2% va 24,8%.

Bdc diém réi loan lipid mdu va nguy co’ tim mach cada bénh nhan

Két qua phan loai RLLM theo De Gennes va phéan loai nguy co tim mach theo thang diém Framingham

duoc trinh bay trong bang 3:

Bang 3. Bac diém rdi loan lipid mau va nguy co tim mach ctia bénh nhan trong mau nghién ctru

Pac diem Phan nhém: s bénh nhan (ty 18 %
Tang cholesterol mau don Té&ng triglycerid mau don thuan Tang lipid mau
Loai rdi loan lipid mau thuan hén hop
6 (4,6%) 16 (12,2%) 109 (83,2%)
Nguy co' tim mach Nguy co cao trl:ljg]l;]yb(i:r(])’h Nguy Cob?:r? trung Nguy co thap
96 (73,3) 14 (10,7) 8(6,1) 13 (9,9)

Pa s6 bénh nhan méc réi loan lipid mau hdn hop
(83,2%) va c6 nguy co mac bénh tim mach cao
(73,3%). Nhém nguy co’ trung binh va thap chiém ty
1é nhé.

3.2. Pic diém sw dung thuéc ctia bénh nhan

banh gla s can thiét clia viéc str dung thubc diéu
tri RLLM & thei diém bt dau dleu tri

Ching t6i chi danh gia sy can thiét cia viéc s
dung thudc & thoi didm bat nghién ctru trén nhung
bénh nhan cé ndng do triglycerid ban dau va tai cac
thoi diém < 5,7 mmol/l. Viéc danh gia dwa trén chi sé
LDL-C & thoi diém bét dau didu tri theo khuyen cao
cua NCEP-ATP II. O nhirng bénh nhan c6 nong dé
LDL-C da dat tdi wu nhuwng chi sb triglycerid cao
(trong khoang 2,3 mmol/l dén 5,6 mmoI/I) viéc dleu tri
bang thudc van can thiét két hop Vi thay ddi 16i séng
dé& dat muc tiéu “khéng HDL-C”. Két qua danh gia sy
can thiét cla viéc st dung thudc diéu tri RLLM dwa
trén ca hai tiéu chi nay dwoc trinh bay trong bang 4:

Bang 4. Banh g|a sy can thiét cta viéc st dung
thubc diéu tri RLLM & thoi didm bat dau diéu tri

Mtrc do can thiét S6 lwgng bénh Ty 1€ %
nhan
Can thiét 92 100,0
Khong can thiét 0 0
Tong 92* 100,0

* Chitinh trén s6 bénh nhan c6 chi sé LDL-C tinh
theo cong thac > 0

Viéc stv dung thudc trén toan bd. sb bénh nhan c6
ndng dod triglycerid < 5,7 mmol/l la can thiét. Trong do,
73 bénh nhan (79,3%) c6 néng dd LDL-C & thdi diém

b4t dau diéu tri can dwoc didu tri bang thudc (nhém A).
Sé bénh nhan con lai c6 ndng do LDL-C da dat téi wu
nhung ndng d6 triglycerid van cao va can diéu tri bang
thuéc dé& dat muc tiéu “khong HDL C” (nhém B).

Phéc dé khéi dau dleu triréi loan lipid mau

Két qua théng ké vé cac dang phac db khdi dau
dwoc trinh bay trong bang 5:

Bang 5. Cac dang phac dd khéi dau didu tri réi
loan lipid mau

4R Ly a SO lwgng bénh nhan (ty 1& %)
Phac dokhoidau 57 h6m | Nhom A | Nhom B
Statin don dgc 41 (44,6) | 29(39,7) | 12(63,2)
(simvastatin,
atorvastatin)
Fibrat don déc 49 (53,2) | 42(57,5) | 7(36,8)
(fenofibrat)
Phéi hop statin va 2(2,2) 2 (4,7) 0 (0)
fibrat
Tong 92* 73 (100,0) | 19 (100,0)
(100,0)

* Chitinh trén sé bénh nhan cé chi sé LDL-C tinh
theo cong thirc >0

Phan 1én bénh nhan trong mau nghién ctru sv
dung phac dd don doc. Trong d6, phac db fibrat don
doc (53,2%) vuwot tri phac dé statin don doc
(44,6%). Phac d6 phéi hop dan chét statin va fibrat
chiém ty 1& nhé (2 2%)

Liéu khéi dau cda thuéc diéu trj réi loan lipid
mau

Két qua théng ké v& lidu khéi dau cla thudc didu
tri RLLM dworc trinh bay trong bang 6:
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Bang 6. Lidu khdi dau cla cac thudc didu tri
RLLM

sé | Lieu | Liéu TB+SD
R thap cao
Thuée |\ oo 9| nhat | nhét 5 nhom | NROm | Nhém
"~ | (mg/n | (mg/n A B
nhan N N
_ gay) | gay)
Simvas | g | 10 | 10 - - -
tatin
Atorvas| a7 | 10 | 10 - - -
tatin
Fenofib 261,9 £ | 266,8 £ | 243,6 =
rat 51 | 100 | 300 |721's" | 69,5 | 79,9

* Chitinh trén s6 bénh nhan c6 chi sé LDL-C tinh
theo céng thac > 0

Trong phac dd khéi dau, cac dan chét statin duoc
st dung v&i mre lidu thap. Lidu khéi dau cia tét ca
bénh nhan dung simvastatin va atorvastatin d&u la 10
mg/ngay. Trong khi dd, liéu khéi dau trung binh cla
fenofibrat la 261,9 mg/ngay.

3. Phan tich hiéu qua diéu trj réi loan lipid mau

Két qua théng ké ty 1& dat muc tiéu didu tri cla
bénh nhan trong mau nghién cu theo ca hai muc
tiéu didu tri trén duoc trinh bay trong bang 7:

Bang 7. Ty |& dat muc tiéu didu tri tai cac thoi
diém

Sé lugng (ty 1& %)
Dich LDL-C Bich “khoéng Tong
Thoi (N=73) HDL-C” (N=92)
diém (N =19)
Pat Khéng | Pat Khéng | Dat Khéng
dat dat dat
Thoi 9 64 6 13 15 77
diém | (12,3) | (87,7) | (31,6) | (68,4) | (16,3) | (83,7)
T1
Thoi 13 60 8 11 21 71
diém | (17,8) | (82,2) | (42,1) | (57,9) | (22,8) | (77,2)
T2
Thoi 17 56 11 8 28 64
diém | (23,3) | (77,7) | (57,9) | (42,1) | (30,4) | (71,6)
T3

Ty 1& dat muc tiéu dieu tri tang dan gua cac thoi
diém. Tuy nhién, ty 1& dat muc tiéu didu tri & thoi
diém két thic nghién ctvu van con thap (30,4%), trong
do, ty Ié€ bénh nhan dat dich LDL-C rat thap (23,3% &
thoi didm T3).

BAN LUAN

Pa sb bénh nhan trong mau nghién ctru trén 55
tudi (80,8%). RLLM la bénh ly thwong gép & nguoi
cao tu0| [2], [3] ddng thoi, tudi cao la mét trong nhirng
yeu t6 lam tang nguy co blen cb tim mach [4]. Vi vay,
viéc kiém soat hau qua réi loan lipid mau de giam
nguy co tim mach cho bénh nhan trén 65 tudi déng
vai tro ‘quan trong. Bénh nhan thwéng méc kém ting
huyét 4p va/hodc dai thao dwéng (80,9%) va cb nguy
co tim mach cao (73,3%). Day la nhirtng déi twong
can duoc kiém soat chat ché dé giam thiéu nguy co
bénh mach vanh cling nhw cac bién chirng tim mach
khéac cho bénh nhan.

V& dac diém réi loan lipid mau, phan Ién bénh
nhan (83,2%) trong mau nghién ctu tang lipid mau
hén hop trong khi tang cholesterol mau don thuan
chiém ty I& thdp nhét (4,6%). Dac biét, ty 1& bénh

nhan trong mau nghién ctu co néng do triglycerid
vuwet qua gidi han binh thwong 1€n dén 95,4%. Mac
du vai tro cla triglycerid 1& mét yéu t& nguy co cla
bénh mach vanh van con tranh céi, nhung rd rang,
noéng do triglycerid cao cta bénh nhén trong nghién
ctru la mét dieu dang lwu y.

Giam LDL-C |& muyc tiéu hang dau trong didu tri
RLLM. Trong nghién ctru clia chiing toi, ty |€ dat muc
tiéu LDL-C & thoi diém T3 réat thap (23,3%). Mac du
ty I& dat muc tiéu “khéng HDL-C” cao hon dang ké ty
I& dat muc tiéu LDL-C nhwng van c6 khoang dudi
50% bénh nhan khéng dat, tiém tang cac nguy co
xay ra bién ¢ mach vanh.

Ty l& dat muc tiéu diéu trj thép trong mau nghién
clru cla chang t6i c6 kha nang do chwa lya chon
thubc cTeu tri RLLM hgp ly va lidu thuoc st dung
chwa t6i wu. V& phac dd khéi dau, da sb bénh nhan
duoc str dung phac dd don doc, trong do, phac dd
statin chiém ty & thap hon phac @b fibrat. So sanh
v&i cac nghién ctru khac, ty 1& ké don phac do statin
don dbéc trong nghién ctu cla chung toi rat thap
(44 6%) Trén nhém bénh nhan co nong dé LDL-C
can st dung thuéc, ty 1& bénh nhan st dung phac d6
statin con thap hon (39, 7%). Trong nghién clu
CEPHEUS tai 8 nwéc Chau Au (2010), 93,3% bénh
nhéan dwoc ké don phac dd statin don doc [2]. Nghién
ctru CEPHEUS tién hanh tai 8 nwéc Chau A (2012)
cho két qua twong tw, voi ty 1€ bénh nhan dwoc ké
don phéc db statin 1a 94% [3]. Dan chét statin 1a lva
chon hang dau trong cac thudc diéu tri RLLM dé dat
dwoc muyc tiéu LDL-C cling nhw “khdéng HDL-C” [5].
Viéc st dung phac dd fibrat don doc trén cac bénh
nhan trong mau nghién ctru cia ching tdi c6 thé xuét
phét tir quan diém cla bac si lwa chon thubc dé gidm
triglycerid cho bénh nhan trudc khi gidam LDL-C. Nhw
vay. viéc lwa chon thudc cia bénh nhan trong nhirng
trucyng hcyp nay chwa gilp bao vé bénh nhan khéi
céc bién cb tim mach, dac biét véi nhixng bénh nhan
nguy co' cao.

V& lidu kh&i dau, tat ca bénh nhan st dung dan
chét statin (atorvasatin va simvastatin) déu dwoc ké
don lidu 10 mg/ngay Mac diu day la mirc Ileu thuwong
ding nhung viéc can nhéc dén céac yéu tb nguy co,
tién st bénh va ndng dd LDL-C & thdi didm bt dau
diéu tri dé quyet dinh Ileu ding phu hcyp cho bénh
nhan 1a didu can thiét. Lidu thap cla cac dan chét
statin & nhitng bénh nhan nay khéng du dé& bénh
nhan dat duoc hiéu qua glam LDL-C vé& muc tiéu didu
tri cling nhw giam bién c6 tim mach cho bénh nhan.

Ngoai ra, trong nghién ctru cla ching toi, khoéng
thoi glan bénh nhan tai kham chi khoang 4 tuin va
khong c6 sw théng nhét gilra cac bénh nhan. Piéu
nay khién viéc danh gia kiém soéat lipid mau cua bénh
nhan chwa day d0. Céc nghién ctru tién hanh tai cac
nuwéc trén thé gIOI v6i khodng thdi gian diéu trj téi
thiéu 3 thang, co ty Ié bénh nhan dat muc tiéu diéu tri
cao hon rd rét. Trong nghién cru CEPHEUS tai 8
nwéc Chau A (2010), véi thoi gian diéu trj téi thidu 3
thang, ty 1& bénh nhan dat muc tiéu didu tri chung 1a
49,1% [3]. Tuy nhién, cling c6 nghién ctu theo dbi
bénh nhan trong thoi gian rat dai nhwng ty 1& dat muc
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tiéu diéu tri van thap, chi dat 26,3% sau 3 nam [1].

KET LUAN

Nghién ctru cla chung t6i da phan anh dwgc hinh
anh st dung thudc diéu tri RLLM cho bénh nhan ngoai
trd cta Vién Y hoc Hang Khong, v&i 100% bénh nhan
can diéu tri bing thubc & thoi diém bat ddu nghién
ctru, trong d6, phac dd fibrat (53,2%) vwot tréi hon
phac db statin (44,6%) va sau 3 thang theo dbi, ty 1&
bénh nhan dat muc tiéu diéu tri thap (23,3% va 57,9%
bénh nhan twong ng dat muc tiéu LDL-C va “khdéng
HDL-C"). Két qua cla nghién ctvu cho thdy can ting
cuong hoat dong dwoc lam sang tai bénh vién dé tw
van lya chon thudc va liéu dung toi wu.
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