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Assessment of cardiovascular risk associated with drugs for type 2 diabetes based on publicly available

information
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2 BUPERIF X, MBEOEF R ERA2 720 L, Uhil/E s (rRikheEs, ME, BE)
RKRMEER (DI, MAEFEE) O A7 % BRI ENRMBbITWS, 2 BER
JREDBATEIL. 2008 £EITKE FDA (R ERGR) B Lo A F o A2 BICRE <A
b UTeo KRIENZ I THHL 2 TURE R 2 B 6 9~ 2 AR 1T, AGRH AT OME Y 2 2
DFMEOFE 2. & HIC, U A7 IO FFRIAEZ T2 S 727> 12555 137K R IS R BUERK
BRIZ R DRl O i 2 AT H 72 b Th 5, BiReR Tk, KEBEERERIZ I T 2 Bk
PRIGIEDS T Z AR & g U CEELIME A X2~ (Major Adverse Cardiovascular Events :
MACE) DU R 7 Z@h 5 Z LiFmE Sh Ty, £, —EOHEHTIE MACE © U X
7 R ERICAHEIC TIT 2 2 & bR STV 2,

D ORBIEGABRIL, FERFIEEOED T RRA Y FO—D2TH D LMEA X K
OFAZ FEFHIEE & LR TH Y | —RAIC= BT U 2 L-ULEEnE N2 D, L
L7236, 2 BRIBEIRIIE OO ME U 2 7 Ol & W O BB W Tk, &9 L b+ T
Vo I, ZHORBIT DL Y 27 a2 BRI ERE 25 & LERBRTH
D, HET2RHERFEE DO —HOETHROLNTHETHDL LWV RTHD, H T, B
[ D HLEHETRE & L CTHIV B 472 hazard ratio (HR) 13, FECCHEFEDH DA N AL
TAHE CORMIZET A5 —# (time-to-event data) DFEATIZHERBFE O TWAIEET
bH—T, MERPRABIEMSINL TV LWV HTH D,

AW TIE, BITELLSE D\ 2 BUPERBFED 1 DT 5 dipeptidyl peptidase-4 inhibitor

(DPP-4i) Zxf5R & LT, —fi7e 2 BBSRIFEBH BT 2 0ME ) A7 2 A 2T F YU
WCRVFHE L7z (WF9E 1), E£7o, ARSI THD KPIBGERBROFE R A4 HR &38R 5 g
FERRIC XY BRI L7z (BF9E 2). DL EZWiE X DPP-4i L. U 27 OREEMEIZ SN T
ZAMNTELE LT, 728, O, glucagon-like peptide 1 (GLP-1) receptor agonist, sodium-
glucose cotransporter 2 inhibitor (SGLT2i) (Z-2W T b [RIEEDHFTEETT > T D,
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(78 1) 4 >DF — 4 ~—A (MEDLINE, EMBASE, Cochrane Central Register of Controlled
Trials, ClinicalTrials.gov) 76 2 BUBERE B 2 x5 & L 7= DPP-4i (2B % ME{E A kit
A fhH U7- (keywords : vildagliptin, sitagliptin, saxagliptin, alogliptin, linagliptin, dutogliptin,
anagliptin, teneligliptin), /L fIL/E U A 7 OFEEEE LT MACE &MV, >KE FDA 23MERk L7
MACE DE#E YU A b & V5 Z LIZ k> T, [l OREETHABROFHEICIIT 5 MACE
R U, &R BRICEIT HHEMO oddsratio (OR) #H L. random-effects model % v
THEA OR AR U7z, 7o SRR (52 M A, 52 W LA 1) | k3K (biguanide, sulfonylurea,
thiazolidinedione, SGLT2i, GLP-1 receptor agonist, placebo) . x££ (general population, high
cardiovascular risk population, other special population) (Z-DOWT, ENEH 7 7 /L—F25
TR ST 2 5566 L7, 838734 77 A1 funnel plot & rank correlation test |Z 2 ¥ FFAM L |
EHFR 7o BB ML P (550% : EMH V) X 0 FHm L7,

(W52 2) HRIE, REISIRAKFET DR TH DR, L2 5720 DS REEOE 7
TELZRWEEED BERIOHIHEIE & L CoER & LTSN TnD, £ 2 TARIFET
L RUEICRAFE T ZREEOMENFET D, eventrate (& HIFRTOA N MEAER) D
72 & restricted mean survival time (RMST : 0 RF 2> & & 2 If 8 E CTOAAFERIE O dhit T i f)
DFEZ TR O B EIE & LTz, DPP-4i (ZBI9 2 L8 A~ b & HERHlHE & L
TERBUERABRD 5 6, BUEE TIHRD AR EN TN HETORER, EXAMINE, SAVOR-
TIMI 53, TECOS, I[ZEBWTHAE SN TS HR DFER E 26 OFEE W2 56 Ofb
RO EBREZTo02, 0B, 26 OFEITAR TR SN RRMEDOH % W TH
H3 22 LIETER, 20778, AFKCHKIZFEHE S 4172 Kaplan-Meier plot 7> B il A7 — %
EEAEET 2 HEE RO THREOR N 21T -7,
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(BF5E 1) 69 BERAMRHT x5l & LTt Shviz, AF/S1 7 A (funnel plot OFIEHTET
fifi, rank correlation test : P =0.68) . #aFFM2BEME (P =9.9%) 1TV TN HFEH B2 h
ST, TTRARREABRICE T DA OR & Z D 95%CI % 1.04 [0.92, 1.18]TH V|, Do
UAZIZE L TDPP4i & 7T ERICHERERETRO oz (K1), BB, <t
SR THEME L 72 RESHTIZIB N T S Z O 597, DPP-4i 13—fiAy7e 2 TR
FFHRAEICBWTHLME Y 227 2@ 02 EAVRENTZ (0.89[0.65,1.22]), 2 FUpHE R %R
W il k. DPP-4i (% sulfonylurea & e L CAEISLMAE U A7 % FIiF SGLT2i X DPP-
4 LU CLIME Y A7 & R AN R ST,



Comparator

Summary Odds Ratio [95%Cl]

All

Study duration

DPP4 inhibitors monotherapy
Active drug

Study duration

Class of drugs

Study population
Placebo

Study duration

Study population

< 52 weeks

= 52 weeks

< 52 weeks

= 52 weeks

Biguanides
Sulfonylureas

TZDs

SGLT2 inhibitors

GLP-1 receptor agonists
General population

Other special population

< 52 weeks
= 52 weeks

General population

0.88[0.73,1.05]
0.85[0.57,1.28]
0.86[0.69,1.07]
1.00[0.62,1.62]
0.72[0.54,0.97)
0.96[0.44,2.09]
0.69[0.50,0.95]

| 1.29[0.52,3.20]
0.52[0.36,0.76]
0.65[0.26,1.59]

High cardiovascular risk population

Other special population

%1 MACE 2B 5 #4 OR

0.25

1.00

1.89[0.60,5.93]
0.99[0.41,2.39]

\j

0.66[0.47,0.91]
1.06 [0.54 , 2.07 ]
1.04[0.92,1.18]
0.86[0.56,1.33]
1.06[0.93,1.21]
0.89[0.65,1.22]
1.08[0.93,1.24]
0.99[0.40,2.42]

4.00

(W72 2) #ABRICE T D eventrate DFE L RMST DZEMN S, DPP-4i 17 7 AR & il LT
DIE U A7 @DV EWIFERBHEGR I (R 1), £72. SAVOR-TIMI 53 [ZHU T
saxagliptin O.LAREY A7 O RN|E SIVTV DM, event rate & RMST & UV THEMG L
Tt DOV AT ORE SIFERMICKE RZTIE RN LR sz (0.8% [0.2, 1.3],

-4 days [-6, -2])

#F 1 eventrate & RMST T X A KEERER O BAEHT 5 R

Event Rate (%) [95% CI]°

RMST (days) [95% CI]°

Study End Point  HR [95% CI] _ ) _ )
(days)* DPP-4i Placebo Difference DPP-4i Placebo Difference
EXAMINE MACE 0.96 [<1.16] 900 149 [13.1,16.6] 158 [13.9,17.7]  -0.9 [-3.5,1.7] 801 [792, 810] 797 [788, 807] 3 [-10, 16]
hHF 1.19 [0.90, 1.58] 4.8 [3.9,5.7] 4.1 [3.2,5.0] 0.7 [-0.6, 2.0] 696 [692, 701] 699 [695, 703] -3 [9,3]
SAVOR-TIMI 53 MACE 1.00 [0.89, 1.12] 900 8.6 [7.9,9.3] 9.0 [8.2,9.7] -0.3 [-1.4,0.7] 843 [840, 847] 843 [840, 846] 0 [-4, 5]
hHF 1.27 [1.07, 1.51] 720 3.5 [3.1,3.9] 2.7 [2.4,3.1] 0.8 (0.2, 1.3] 700 [698, 702] 704 [702, 705] -4 [-6,-2]
TECOS MACE 0.98 [0.89, 1.08] 1440 144 [134,154] 150 [14.0,16.1]  -0.6 [-2.1,0.8] 1327 [1319,1334] 1327 [1319, 1334] 0 [-11, 10]
hHF 1.00 [0.83, 1.20] 4.3 [3.7,4.9] 4.0 [3.4,4.5] 0.3 [-0.5,1.1] 1404 [1400, 1408] 1403 [1399, 1407] 1[-5,7]

CI, confidence interval; DPP-4i, dipeptidyl peptidase-4 inhibitor; hHF, hospitalization for heart failure; HR, hazard ratio; RMST, restricted mean survival time.

“Each 1 is the maximum study follow-up time with reported corresponding information of the number of patients at risk in each trial.

°Each event rate was estimated at each corresponding time point, T.

“Each RMST was estimated up to each corresponding time point, 1.

“The parenthetical value is the upper boundary of the 1-sided repeated CI, at an alpha level of 0.01.
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WFFE 1 OFEF, DPP-4i X7 7 &R Ll L CLIME Y A7 ZEDeN 2 RS Lz,
ZORERIL, DPP-4i 17 78R L L CTLME Y A7 2 5, &9 BfTifse clis
SHTWIAER L ITR R DR TH o 7o, HROMEDOHH & LT, SBATHRTIIEBKRTH
272 MACE DE# %z ilRE CHBIICHI A . BFTORR L EZOTAZ T T U v A2 E i L
T EMBZOND, REBERER T, O Y 27 23m 2 BSR4 1230 T DPP-
437 TERELE L CLIE Y A7 @RI E PRI TV, —&i7e 2 B
PERFERFIZB N THZORENY TTE D Z EBNARFEN D RSN, 72, DPP4i &
bl LT SGLT2i (T U A 7 2 FiF 2M[a 2R 47z, SGLT2i [FDIE Y R 7 A3@s
2 BUEPRIGRE kg & U KHAERERIC S W CLIME Y 27 2 TP b5 Z E PR INT
WDHM, N TIEH Db O D, ORERIT W72 2 BURERIGEF 12 H 2 TUT E 5 rlRetk
DRI ST,

WFFE 2 OFER, KBWERER Tl STV iR, B 24812 AWV CElii L 72356 C
LRI, ZDOZ LD, DPP4i 37 78R LI L TLME Y X7 ZFmbien, &
W) FERIT R RYEIE T H D E B 2 B, SAVOR-TIMI 53 (2350 T saxagliptin 23 DA 4
DYV AT % 21%mH 5 (HR 1.27[1.07, 1.51]) Z EAHE SN TEY . L ORRITEENLE
& L TKRED Label 2EKI @ Product Information (2 H KX 31TV 5, LAAL7ZRN G, event
rate D7EL RMST D&% HWIZFHMBIZB W TIE, DU A7 ORE SIFERMICKE 7%
TV Z RN LRI DR SN, REBGEABROMERIT HR 28R E LIZFHETH
D 127%D ) 2 7R ] & D i Rz WUNZFHI 3 2 72 8 O HEE O AMFAE L 72\ 2
EDEFIRBI 2RI A S Tldievy, —J ., Bl ZIEARMZED RMST D Z£1%, 720 A M5 8E
B LA, AN LRWEIIE Y 7 B RO BRE TITEHMIC 704 BTHY
saxagliptin BED BE TILT 7B ARREE L ik U CEEMNIZ 4 B0, LWH T EERLTE
V. RREEOMEAEKICEZFMET 5 Z ERARETH D, —fXIT, time-to-event data Z A3~
5 B TR R 7272 1 DO LR W20, Bix RO R 2 KIC LT, RARICHE
FEFMETHZENEETHD EEZ D,

AWFFEL D . DPP-4i (T—fxAY72 2 AUFEIRIFEBFIZRB W THOME ) A7 2@ 5 2 &id
RN EHER S T, F o, REERER T STz saxagliptin DA E Y A7 DOHY
RIE, BERBNCRERETITRNW I LRI NI, SHBRAREND 2 BERPHEICET 20
M Y 27 OFHli 2 B I & U 72 REBGERERGE R ORIV T H . Bx ZRafhifEtRE 2 v
TR ERRFHE N LETH DL LB XD,



