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Vao thang Nam 2007, bao Y khoa The New England Journal of Medicine cé dang mot
tudng trinh 1&n tiéng bdo ddng su’ nguy hiém cla thudc thuéc nhom thiazolidinediones
(TZDs) trén tim mach. Va tir do la dé tai cho nhitng y kién ban luan lién quan dén hoac
chdng d6i, hodc ung ho su hién dién cua thudéc nhém nay trén thi truGng thudc 6 My.
Bai viét nay tudng trinh nhitng dién tién theo thdi gian bat dau tir thang Nam (May 21,
2007) cho dén hién tai thang 11, 2007 (November 2007).

Nhom Glitazones

Nhom thiazolidinediones (glitazones/TZDs) gom rosiglitazone va pioglitazone la mot loai
thuSc cd tac dung gidn vao thu thé€ gamma peroxisome proliferators-activated (PPAR
gamma) trong mé md, va ca trong gan va md cd (1). Hai thuSc nay dung dé diéu tri
bénh cao dudng trong mau . N6 lam tang nhay cam vdi insulin & gan va ngoai bién, lam
giam muc glucose trong mau, tang loai bd insulin trong gan, giam chat béo trong gan.
Thudc cling c6 thé 1am gidm HbAlc c& 1.5%, va glucose trong mau Iic bung doi (FPG)
cd 60-70 mg/dL. Thubc cd bat Igi la lam tang di€u t6 chlic ndng gan, phu (phu nay cé
thé gay suy tim), va lén can.

Bai viét trén NEJM noi vé Rosiglitazone cé lién quan dén tang nguy co bi nhoi
mau co tim va tr vong vi nguyén do tim mach.
P& dinh giad k&t qua hiéu nghiém cua rosiglitazone trén tim mach, nghién ciu gia da lam
mot meta-analysis gém nhiéu két qua hodc da tudng trinh rong rai trén bao Y khoa hay
nhitng nghién clu ngau nhién khéng dugc phé bién cua hdng bao ché thudc
rosiglitazone can c( trén tai liéu cia hang bao ché Glaxo-Smith-Kline, hay qua trang nha
FDA mang lén internet. .
Trong 42 thir nghiém, tat ca cac thir nghiém nay déu gom nhdém so sanh ngau nhién,
thdi gian tri liéu tuong tu, va dung thubc 1au hon 24 tuan. DUt diém chinh 1a nhdi mau
cd tim (MI) va tir vong gay bdi nguyén do tim mach.

- 15,656 ngudi cho dung rosiglitazone.

- 12,282 ngudi thudc nhdém kiém soét, khéng cho dlng rosiglitazone,

- tudi trung binh 57 tudi,

- trung binh can ban HbA1c cG 8.2%

- thdi gian la 46 tuan.

Két qua
- NGi vé MI:
86 MIs trong nhdm 15,565 ngudi (0.55%) dung rosiglitazone d6i chi€u v&i 72 Mis
trong nhdm 12,282 ngudi khong dung rosiglitazone (odd ratio 1.43; P= 0.03)
- Noi vé tir vong nguyén do tur tim mach (CV causes)
39/15,656 (0.25%) trong nhom dung rosiglitazone 22/12,282 (0.18%) trong nhém
ki€ém soat. Ty & khac thudng/Odds ratio (OR) 1.64; P= 0.06.



-OR trong nhém rosiglitazone cho tat ca nguyén cd gay tir vong la 1.18; P= 0.24.

Tac gia bai viét két luan rang diéu tri vdi rosiglitazone cd lién quan dén gia téng dang ké
cho nguy cd bi nh6i mau cd tim. VGi bénh nhan dé nhay thudc, diéu tri véi rosiglitazone
6 thé ting co hdi gy nhdi mau co tim hay chét vi ly do tim mach ngay ca chi sau mot
thdi gian ngan dung thudc. (5)

N6i thém vé hai nghién ciru ADOPT va DREAM
Nghién ciru ADOPT va DREAM

Theo khuyén cdo téng hgp cla Hiép Hoi Ti€u Pudng Hoa-Ky (ADA) va Hiép hdi nghién
clru bénh Tiéu dudng & Au Chéu thi can thiép dau tién 1a nén cho bénh nhéan ding
metformin hon hdp vdi thay déi nép s6ng cho lanh manh hon. Sau d6 c6 thé thém mot
glitazone. Giai doan chét la dung insulin cing vSi metformin va cé thé thém mot
glitazone. ADA-EASD Consensus on Hyperglycemia Discussed (October 13, 2006)
Metformin nén cho dung dau tién néu bénh nhan khong cé diéu kién chdong chi dinh
cho dung, vi thu6c cé tac dung tét lam giam glucose trong mau, khdng Ién can, tucng
doi ré tién va dé dung nap. (2)

Nghién ciru thir nghiém ADOPT. A Diabetes Outcome Progression Trial (ADOPT).
Th& nghiém ADOPT dang trén NEJM vao thang 12 nam 2006 danh gid nhirng nguy cg
tiém an, nhitng Igi diém, phan (ng béat Igi, va phi tdn cla ba thudc (rosiglitazone,
metformin, va glyburide) dé gilip bénh nhan mac bénh ti€éu dudng loai 2 hiéu thém vé
dugc tri liéu. Bai hiéu dinh sau dé c6 mét chdt thay ddi lién quan dén cach tudng trinh
thong s6 thr nghiém, dang trén NEJM s6 ngay 19, March 2007.

Phuong phdp: diéu tri trudc tién trén 4360 ngudi mdi kham pha ra 13 bi bénh ti€u
dugng loai 2, bang rosiglitazone, metformin, va glyburide qua phuong phap mu doi,
ngau nhién, ¢ kiém soat. Bénh nhan dugc diéu tri trong vong 4 nam.

DUt diém/két qua dau tién 1a thdi diém ma tri liéu véi 1 thubc (rosiglitazone) khdng
mang lai két qua nhu' y (mc glucose trong mau lic nhin doi I6n hon 180 mg/dL =10.0
mmol/L) khi so sanh vdi metformin hay glyburide.

Chuyén biét tién doan cho dit diém th( hai la muc khac nhau cla glucose trong mau
khi nhin déi, HbA1c, su nhay cam vdi insulin, va chifc nang cta beta cell. (3)

Nghién ciru DREAM. DREAM (Diabetes Reduction Assessment with Ramipril and
Rosiglitazone Medication) la mot nghién clru goém rat nhiéu trung tam quoc t€, cd muc
dich dé& xac dinh xem dung rosiglitazone hay rosiglitazone chung vé&i ramipril cé thé giam
dudc nguy cd bi tiéu dudng loai 2 & nhitng ngudi cd x&o trdn glucose khi nhin déi hay
xao tron dung nap glucose. (impaired fasting glucose/IFG or IGT).

Tac gia bai viét trén két ludn tri liéu vdi rosiglitazone co lién hé dén gia téng dang k&
nguy cd bi nhoi mau cg tim (MI). VGi nhitng bénh nhan nhay cam, diéu tri vdi
rosiglitazone cd thé gia tdng nguy cd bi nhdi mau co tim hay tir vong do nguyén cd tim
mach sau mét thdi gian ngan dung thuéc. DU rang nghién citu bi gidi han vi khéng thé
|8y tai liéu tr mgudn nguyén ban cho phép nghién cltu thdi gian bién cd thuc su xay ra,
bénh nhan va gidi chirc Y t& ciing nén can nhic can than khi nhin dén tac dung bét Igi
va nguy cd tim mach cd thé xdy ra khi cho bénh nhan bi ti€u dudng loai 2 dung
rosiglitazone. (4)



Bién luan cua hang bao ché GlaxoSmithKline va cdng tac vién.

- Nghién cru ADOPT khong vach ra cho thdy nguy cd cd y nghia thdng ké khi so sanh
nhém dung TZD so vdi nhém khéng dung TZD.

- Nghién cliru DREAM nhin vao dung hon hgp cua hai thuéc TZD (rosiglitazone) va ACE-1
(ramipril) gom 4 nhom: thudc vg, thudc rosi va gia v3, ramipril va gia vG, va rosi cong
ramipril. Chi c6 nhdm rosi+ ramipril la cho thdy c6 nguy cg tim mach.

- ADOPT va DREAM trong meta-analysis ciia Nissen/Wolski la tdng s8 nhitng nghién
cltu nhé da cho bdo dong vé nguy co tim mach. Nhitng nghién cltu khong tudng trinh
MI hay tir vong tim mach khong dugc mang vao

- Dinh nghia vé MI khong dudgc giai thich ro rét.

- 1/2 dir kién déu ndm trong hai nghién clfu nay

- bay la mot meta-analysis.

Sau khi bai bdo trong NEJM ra mét thi FDA cho ra mét tin bdo ddng va sau dé dé nghi
mot hop canh bao cho TZDs.

Tom tat bdo dong cta FDA nhu sau:

FDA biét la co van dé lién quan dén an toan cla thudc Avandia (rosiglitazone maleate).
DU liéu vé an toan cho thdy cd su gia tdng dang k& vé nguy cd Ién con dau tim (tim
kich) va tr vong véi bénh nhan dung Avandia....FDA khong biét nhitng thudc khac trong
clng nhém ¢d nhiéu hay it nguy co gy hai han. Vi ly do d6, FDA ra bdo ddng nay dé
giGi chirc Y t& va bénh nhén co thé suy nghi, cdn nhdc va tu quyét dinh trong cach diéu
tri.

Vao dau thang Bay 2007, két qua nlra chirng/ tam thdi cia nghién cffu RECORD
dudc cong bo trén bao Y khoa.

Nghién ciru RECORD (Rosiglitazone Evaluated for Cardiac Outcomes and Regulation
of glycemia in Diabetes.(6) ;

Nghién cl'u RECORD la mét nghién cltu dang ti€p dien, du tru dén cudi néam 2008 mdi
hoan tat, nhung vi su rat quan tam cla gidi chiric Y t€, nén hang bao ché GSK da quyét
dinh cho dua Ién ban tudng trinh tam thai.

Pay 1a nghién clu gébm 4,447 bénh nhan mac bénh ti€u dudng loai 2 theo ding tiéu
chudn dit ra cia WHO. Bénh nhan trong cd tudi tir 40-75 tudi. Muc tiéu chinh cla
nghién clru 1a 1am gidm HbAlc xudng =/< 7%, dit diém dau tién la: bénh nhan nhap
bénh vién, véi ly do AMI, TIA, ly do bénh tim mach khong rd nguyén cd, chét vi bénh
tim mach. DUt diém th nhi 1a chét do nguyén ¢4 tim mach hay bat c ly do nao khac,
MI, CHF, chét vi nguyén cd tim mach, MI, va dot quy.

Nghién clfu so sanh bénh nhan mac bénh tim mach phai nhap vién va tir vong da dugc
tri liéu vGi TZD cong thém mat th(r thude khac (TZD véi metformin hay sulfonylurea), va
bénh nhan diéu tri vdi hon hgp hai thuéc (metformin cdng vdi sulfonylurea). Sau khi da
theo dbi bénh nhan trong vong 3.75 nam, nghién cliu tam thdgi cho hay néi chung cé
mot s6 thap bién c6 tim mach trong ca hai nhém.

K&t ludn tam thdi tai thdi diém nay theo nhdm nghién clfu cd thé tdm lugc nhu sau:
Khong cd khac biét dang ké gilta nhdm Avandia (rosiglitazone) va nhdm kiém soat trong
duit diém chinh nhdam vao nhap vién hay chét do bién c¢6 tim mach.



Khong c6 khac biét gilra cac nhdm vé do tir vong, hodc chét do bién c6 tim mach hay
chét vi tat ca ly do.

DU kién tam thdi cho thdy Avandia khéng cd khac biét déng k€ hon so v8i nhdom kiém
soat trong nhiéu dat diém thd hai, ké ca tim kich.

Su' khac biét dang ké duy nhét trong dit diém th( nhi Ia suy tim xung huyét (CHF), mét
tac dung bét Igi da dugc biét dén tir trudc la thudc Avandia lam gilt nudc va cb thé lam
tinh trang té hai hon va gay nén suy tim. Diém nhan manh 1a du cé thé gia tdng nguy
cd suy tim, nhung khéng cd khac biét gitta nhém Avandia va nhém kiém soéat vé nhap
vién do tim mach va t& vong trong ddt diém thir nhét.

Tai thdi diém nay, phat ngdn vién ciia GSK ndi rang vi qua chling thuc clia nghién clru
dang tién trién nay khdng tim dugc khac biét dang ké vé bién cd tim mach va tir vong
trong nhdom Avandia va nhdm d6i chiing nén gia dinh cua bai viét trudc dé trong bao
NEIM khéng thé xac nhan dugc.

Thang Tam 2007

Cudi thang July 2007, Hiép hdi Khuyén bao thudc chuyén hda va ndt tiét t& cling véi
Hiép h6i quan tri Nguy cd va An toan cta thudc thuéc FDA da cung nhau thao luan va di
dén mét biéu quyét két ludn rang dung rosiglitazone dé diéu trj ti€u dudng loai 2 ¢ lién
quan dén gia tang nguy cd bién cd nghet tim mach hon la thu6c v3, metformin, hay
sulfonylureas.

TGi hau, hoi dong khuyén cdo khong yéu cau loai thudc khéi thi trudng ma nén cé thém
canh bao trén nhan hiéu va giai thich rong rai cho ngudi dung thudc.

The Rosiglitazone Story: Lessons from an FDA Advisory Committee Meeting. Clifford J.
Rosen, M.D. (7)

Ngay 14 thang Tam, 2007: FDA chdp thuan Hop canh bao den cho nhan thudc
Avandia, Actos va nhitng thudc hon hgp lién hé nhu Avandaryl, Avandamet, Duetact.
(FDA Black Box Warning - August 14 2007)

Thang Chin 2007, trong JAMA s6 ngay 12 Sept, 2007 co hai bai viét vé TZDs.

1-Nguy cd lau dai bién c6 tim mach khi dung Rosiglitazone. (Long-term Risk of
Cardiovascular Events With Rosiglitazone: A Meta-analysis. (8)

Bai viét két ludn bénh nhan ¢ dung nap glucose yéu hay bi ti€u dudng loai 2, khi dung
rosiglitazone it nhat 1a 12 thang thi cho thdy cd gia tdng dang k& nguy cd bi nhdi mau
cd tim hay dot quy, khong cé tang nguy cc vé tir vong do tim mach.

2- Pioglitazone va nguy cd tim mach véi bénh nhan Tiéu dudng loai 2. (Pioglitazone and
Risk of Cardiovascular Events in Patients With Type 2 Diabetes Mellitus: A Meta-analysis
of Randomized Trials). (9)

Bai viét két luan:

Pioglitazone lién quan dén gidm nguy cd dang ké vé tir vong, nhdi mau co tim, hay dot
quy trong nhiéu nhém bénh nhan c6 bénh tiéu dudng loai 2 tham gia nghién clu,
nhung lam tang nguy cd suy tim nghiém trong mac du khong coé gia tang lién hé vé tur
vong.

Ngay 29 Thang Chin, 2007 c6 bai tudng trinh meta-analysis vé nhitng thr nghiém
lam sang ngau nhién, trong Lancet.



Suy tim xung huyét va ti vong tim mach véi bénh nhan Tiéu dudng cho dung TZDs.
(Congestive heart failure and cardiovascular death in patients with prediabetes and type
2 diabetes given thiazolidinediones: a meta-analysis of randomised clinical trials).(10)

Cho t6i thdi diém nay, thang 11 2007, day la nghién clru cudi cing dugc tudng trinh.
Nghién cfu nay nhdm vao nguy cd suy tim va chét vi bénh tim véi bénh nhan cho dung
TZDs. Nghién cfu 1a mdt téng hgp dir liéu cdn cf vao 3048 nghién cu tudng trinh,
nhung chi cd 7 nghién clu [a rdi ding vao tiéu chuén d& chon Iua. Day la nhitng nghién
ctru thir nghiém lam sang ngau nhién kin hai bén, vdi bénh nhan cé bénh suy tim lién
quan dén thudc va cho dung hodc rosiglitazone hay pioglitazone. Nghién citu tong hgp
nhifng két qua ngau nhién tuong lugng ty s nguy cd gay nén suy tim & nhirng bénh
nhan cho dung TZDs so vGi nhém kiém soat. DUt diém chinh do ludng 1a phat sinh suy
tim xung huyét va nguy co tr vong tim mach.

Téng sd bénh nhan gém 20,191 ngudi. VGi 9,360 ngudi trong nhdm dung TZDs va
10,831 trong nhom dung thudc khac tuong tu. Thdi gian nghién ciru thir nghiém la 30
thang.

Két qua cho thay:

Suy Tim xung huyét (CHF):

214/9360 trong nhdm dung TZDs.

146/10831 trong nhdm so sanh.

RR= 1.72, p= 0.002

Ty I€ nguy cd suy tim 2.18% trong 5 thir nghiém vdi rosiglitazone, 1.32% trong 2 th(r
nghiém véi pioglitazone.

Nguy cd chét bénh tim mach:

67/9360 (0.72%) trong nhdm TZDs.

78/10831 trong nhom so sanh.

RR= 0.93. p= 0.68

Nhom nghién clru tudng trinh rang nguy cd gay suy tim cao hon trong nhém cho dung
TZDs so vdi nhdm kiém sodt. Nhung nguy co chét vi tim mach khéng cao hon so Véi
nhom kiém soét.

Két Luan )

Cho t&i hdom ngay bai viét nay dugc ghi lai, chiing ta van con rat nhiéu cau hdi chua cé
cau tra Igi.

Lam sao dé€ biét dugc tai sao rosiglitazone va pioglitazone hinh nhu' cé hiéu nghiém khac
nhau tai dit diém tim mach?

Nghién clru dang ti€p dién sé cho biét nhiing gi?

Bang cach nao dé quy dinh tiéu chudn dung dé duyét xét lai nhitng thubc da dugc chap
thudn diéu tri tiéu dudng?

Vai Tro Gidi Chirc Y Té

Cén nhéc gia tri ciia TZDs

Bénh nhan khéng nén cho dung TZDs:

- Néu cd bénh sur suy tim xung huyét (Suy tim I8p III hay IV theo sap loai NYHA)
- Gia tang nguy cd suy tim xung huyét.



- C4 bénh sir mac bénh tim mach.
- Hay da dung insulin mét thai gian lau dai.

V@i nhitng bénh nhan dang dung rosiglitazone (Avandia, Avandamet, va Avandaryl)

- Nén gidi thich d& bénh nhén biét ding thudc nay mét minh hay chung véi thudc tri
ti€u dudng khac cd thé gy gilt nudc trong co thé va do dd lam tdng nguy cd hay dan
dén suy tim.

- Khuyén bénh nhan nén ban lai véi bac si cua ho.

- Nhan manh bénh nhan nén gdp ngay bac si cia ho néu cé nhifng tri€u chitng suy tim
hay tim mach xdy ra nhu phu nudc, khd thd, 18n can rt nhanh, va mét méi khac
thudng.

DS Trinh Nguyén Pam Giang
November 14, 2007
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Thuat ngir

ADA/EASD : American Diabetes Assoq/at/on (ADA) and the European Association for the
Study of Diabetes (EASD): Hiép hdi tiéu dudng Hoa-ky va Hi€p hdi Au chau Nghién clru
vé Tiéu dudng.



ADOPT: A Diabetes Outcome Progression Trial (Diabetes Care 25:1737-1743, 2002):
Th&r nghiém tién trién két qua vé Tiéu dudng.

AMI: Acute Myocardial Infarction: nhoi mau co tim cap tinh.

CFH: Congestive Heart Failure: Suy tim xung huyét.

DREAM: Diabetes Reduction Assessment with ramipril and rosiglitazone Medication:
Pinh gid két qua giam ti€u dudng vdi hai thubc rosiglitazone va piolitazone

FPG: Fasting Plasma Glucose: Glucose trong huyét thanh khi nhin déi.

HbA1c: glycosylated Hemoglobin in blood: phan tir trong héng cdu gan vao dudng
trong mau.

LFTs: Liver function test: th&r nghiém chic nang gan: do ludng th& nghiém nhirng
thong s6 di€u t0 gan Alanine Aminotransferase (ALT), Aspartate Aminotransferase
(AST), Alkaline Phosphatase, Gamma Glutamic Transpeptidase (GGT), Bilirubin, Albumin,
va Prothrombin time (PT), Platelet count, Serum protein electrophoresis.

MI: Myocardial Infarction: nhoi mau cg tim.

RECORD: The Rosiglitazone Evaluated for Cardiac Outcomes and Regulation of
Glycaemia in Diabetes: Banh gia két qua cua thudc rosiglitazone vé dudng tim mach va
diéu hoa dudng trong mau & bénh Tiéu dudng.

TIA: transient ischemic attack: can dét quy thoang qua, con dot quy rat ngan han.
TZDs: thiazolidinediones.



