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12)

[GSK Avandia(Rosiglitazone) X &t & 2=(0|=2)]

Fig. 1.2 Trends in use of rosiglitazone by office-based physicians in the USA
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Fig. 1.1 Trends in use of pioglitazone by office-based physiciansin the USA
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2 U0l E = UE A2=Z Mdotd AsLIC

Ot A A A= XIS M2 B Teva Pharmaceutical, AstraZeneca, Amgen, Roche, A
bbVie, Pfizer, Sanofi, GlaxoSmithKline & Reata Pharmaceuticals S XIZ Ml &=
15t e LI &
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(ZX: Grand View Research 2019, Report ID: GVR-3-68038-119-1)
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Risks Associated with SGLT2 Inhibitors: An Overview, Curr Drug Saf.2018) £ &t, DP
PVl 0= 871 2, Xl & FEG 2 SOt H2450| A= (EX
: Dipeptidyl Peptidase—4 (DPP-4) Inhibitors In the Management of Diabetes, Pharm

acy and Therapeutics, 2010) 2 2100 JASLILCH.
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AN SCE S2E8H HAEARS Xagl & dUEe2 250| e X222 0lol &
= MU 2UHY SsHILHAN St B¥EZ &0l6t] YASLILCH
2021 & 22 Y A (0]=2) Y A2aa XS HE SLIC
(6) L&t2ast & 2pak A=A I}
(OF) &k 2a4 21t
(e 20 89]
2= e Sl
|2 SO EE TTHEDY) ST 2| Qo SAIGHS FHAIAO| B
HoAlc SHofE A SIEHOIDY, SHBHRI0IA 220| & TEED|X| 22 B USIEMA £
XIF =0t
SHEBIAAL BH-HOI OGTT (Oral Glucose Tolerance Test) 2l SHES Bt
TAFGC Three—hour—area—average Above Fasting Gl |oH0] I DOt=l o2 EX D2t Al & ZSMEHUHIA EEEH
ucose Concentration S 487 = LY HOZ HUYES =8 = SHE 2E A =D g2
st 0 T2t
REIS HIDI 22 ZORI0| OloH KIZAHIEI} 2HI5s A2l 522
RUEI K& Leptin Resistance ol IS0 H|DHO! ARt &5 RIEI S50} 0|0 &2 AEH0ID| TR
Ol Z=D1E0I BIEI FAIE BH2EHA| Q= BIEIKISHA0] A2
B . OI2t0] HIBIEZE LIEHHS K22, MIZED 912 ZHZ HIME, HZS(k)
senT £ 9|(Mo MIB2Z Lk 24X
EAS Efficacy Analysis Set fad 24 HAZ2 222 HIEE 2= 24 HAKIZ(FAS) 0t Al
(&M 24 UIAXD) SN =2 QAAAIE DIAKIR(PPS) 2 Lk
A Full Andlysis Set, AUMAIBUIA B TS S DB ST L HQ JIES 28kt &, &
(2E =24 AT MAIBE 9|2 J|DIZ 8t BT AIZ5IXI 22 IIES KIQIEH 242
- Per Protocol Set UMAIEUIA HEAUZ LYMAIES [2X] 22 TIEKZ 2H00IA
(HEIN =2 TAXD) RQlet 247
LOCFEAg | Last Obsenvation Caried Fomerd (LOCF) |LOCFEASE L&AIES 21t EEE gt 24 Al S=22{0| L5t A
—fficacy Analysis Set (EAS) S er2t M| HES A2 FE YO RIS L
. QUARE OIRA0| DIE =1 QAN =R 2N} MFNO2 K2t
E’:gmai:ts 1% mOpA = A (192 SEAIE0 £0 SHO QEA0 e BN SHE
0o RIAIBHS 21010| R0 LX BO} Bi= (IR2 K54 Tl
S TSR} AT RO HX|0/HL OIXE SEI S 5140
snog”da{y oxt Tl ZNTIQ. Ol B BIAE UAAIE 2T SHA Al ATHE S04 2 o
cors S S2 QIAIET SAI0I LAAIBEA0 BOIGHOF &
SHAF A 2galS S50 CZ =M 22 (Dose C)S 122t 226t & X129l AL HbAlC
Of 2tAQ & ME0| ZAots 25S &0lotASLICH
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[1XF EoHH==:

QA 2aAF HoATC 2 JI= B3

0.2

-0.2

04

-0.6

0.21

EAS (N=60)

-0.17

-0.43

012

1)
*J\D.BD C DoseD

LOCF, EAS(N=60)

0.2
0.05
o e
A o. B D@88 C Dose D
-0.2 L0186
04 -033
-0.4

-0.6

-0.6

PPS (N=49)

012

D'ADlBD CDose D
-0.21
29

-0.51

Table 27, Primary Efficacy Endpoint: Change in HbAle (%0) from Baseline af Week 12 — EAS (N=60) —
Excluding Parent S03-D37

Dase A Daose B Dose O Dose D
Baseline {(Week 0} 0 15 1] 16 13
hean (S0¥) B:25{0.710) B.06 (0.625) 549 {D.BOT) 8.34 (0597
Median 8.10 7.95 830 8.50
Week 12 0 12 15 14 12
Mean (SD) S04 (1216) T.90(0.763) 503 (1443) 342 (1.067)
Median F.75 210 7.B5 8.25
Change (Week 12 - 0) o 12 15 14 12
Mean (5D} -0.21 (0873 017 (1.038) -0.43 (1.132) 012 (0.230)
Adedian -0 30 010 -0.65 000
p-value 0.6000"
0. 76037 0. 7006" 0.31815" Feference
04765 0.5430¢ D.1800° 6507

Source: Table 14.2.1.1 2 Listings 16.2 3 1. and 162.6.1
B Ope-way ANOWVA

® Dhussanett's. o5t

Paired t-test

=X : & A FDA & &F 2a4F 2 1} 2 1 A (Clinical Study Report)

Tahle 30. Prinary Efficacy Endpoint; Change in Body Weight (kg) from Baseline at Week 12 — EAS (N=601) —
Excluding Patient S03-037

Dose A Dose B Daose Dose D
Baselne n 15 16 16 13
{Week 0) Mean {(SD) 10911 {19.610) 103.56 (35.746) 103.94 {17.852) 10881 {31 870)
Median 106530 03173 102 .60 10280
Week 12 1l 12 15 14 12
Mean (SD) 10828 (71.723)  105.19 (38.111) 104.12 {16.281) 11331 (36.517)
Median 104,30 g2 60 10430 16,50
Change 1l i2 15 14 12
(Weel 12-0) Mean (5D -0.73 (1.524) (.6l (3.400) 0,92 (2.381) 3.00(5474)
Median -1.25 =0 30 =1.10 025
p-value 00579
00267 n.1e1n” 0.03627 Reference
0.1237% 09451~ Q1714 02061
Sowrce: Table 14,2.2.1.2. Listings 16.2.3.1, and 16.2.6.1
*Emskal-Wallis rest
" Wilcoxen rank sum [est
! paived t-rest
2 Wilcoxon signed-rank test
P-value < 0.05; Statistical significance
A4 204k XIS Hat
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=X : & Al FDA & Aat2a4t 2 10F 2 1 A (Clinical Study Report), S £=XI 0l 2HI0F U=
O & XH121(S03-037) M2l Z 1t
[2X+ B Obe 41 TAFGC]
Dhoze A Dose B Dose C Dose D p-value
Baseline n 15 I ] 15
(Week () Mean (SD) 10759 (46 565) 12088 (49.105) 12319 (46828) 11965 (32 844)
Median 2217 141.47 12450 111.83
ek 12 o 15 14 Il
Mean (3D} 11681 (26.466) 12732 (45565) 12042 (34.098) 12233 (47.028)
Median 12275 115.67 12125 116.17
Chansze o 12 15 14 1L
{(Week 12-0)  Mean (3D} 999 (52.573) 37037241 -4.90 (35 586} 802 (42 658) 0.7109"
Median -2.08 6.00 -13.04 13.00
Sowce: Table 1421312 Listmpes 16231 and 16284
! Broskal Wallis test
2 &t 2a4l tafge
[2X WOtet4: BEIX & 4]
Dose A Dose B Daose C Doze I p-valus
Leptin Bascline o 15 i5 16 13
{og/ml ) Mean (50 1093 (8.273) 19,85 (27 365) 1203 (3981) 1080 (5.835)
Median 990 1125 1310 350
Week 12 o 12 15 14 11
Mean [5D) O.55 {3 446) 0.90 (6.018) LO.59 (3.626) 201 {4.986)
Median 835 3 1100 940
Chanse o 12 15 14 i1
Mean (50 0539 {4 3233) -3.42(3.761) -3 39 (2.933) 088 (5.197) 00181
Median 050 -2.20 305 0350
Source: Tables 1431117, Lisings 16,231 and 16.18.3
* Eoruskal Wallic test
Povalue < 005, Statistcal sigmficance
2ol 2adt gEIX e
[2XF EOte 4= BMIXI =]
Dose A Dose B Dose Dose D p-value
Baseline 1} 13 16 16 13
(Week ) Mean (SI) 3TA8(5.121) 36.20 (9 835) 3723 (7.241) 3748(7.1135)
Median 3505 3155 35.82 35.53
Week 12 n 12 13 14 12
Mean (SI) 36.45(5.244) 3165910361y 3748(7.322) 3847 (8.095
Median 36135 32070 ER L) 35.72
Chanpe n 11 15 14 12
{(Wesk 12—-0) Mean (S0 -0.27 (0.524) 016 (1.033) -0 28 (D.838) 087(1.332) 0.0688"
Madisn 046 -0.13 -0.41 009

Source; Table 14.214.1.7, Listines 16.2.3 1. and 16.2.6.1

"Kruskal-Wallis test
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i NovDB2 24t 2bat

Protocol Nurrer NMVIP-CYZ-2-001
Indication Type 2 Diabetes

A Multicenter, Randorrized, Double—hlind, Placebo—controlled, Phase 2 Study to Evaluate the Effic
acy and Safety of CZ in Subjects with Type 2 Diabetes

Assumring a treatrment effect of —0.7% for CZ group with a standard deviation of 1.132 and a placeb
o effect of —0.08% with a standard deviation of 1.068 in change of HoAlc level from Baseline at W

Protocol Title

[Filuar?:)i? eek 24, a total sanple size of 255 subjects (i.e., 85 suldects per treatment group) including 20%d
of Subjects rop out rate will provide 90% power to detect the difference between an active and a placebo group

in change of HoAlc level from Baseline at Week 24 using a two—sanple t—test with a 2-sided sig
nificance level of 0.05.

This is a double—lind, randorrized, placebo—controlled, parallel-group conarison study to evalua
te the efficacy and safety of CZ for the treatrment of subjects with type 2 diabetes.

The study will consist of 3 phases:
Screening phase (2 weeks)
Treatrent phase (24 weeks)

Study Design | Follow-up phase (2 weeks)

Following a 2-week screening period, subjects who meet all inclusion and ex clusion criteria will be
randorrly assigned into one of the following treatrrent anrs:

Dose A: CZ containing 23 ng Z plus 6 mg CO1 : 85 subjects

Dose B: CZ containing 23 mg Z plus 15 ng CO1 = 85 subjects

Dose C: Placebo : 85 subjects

20194 68 S0l SELASLICH Mg =8 Xt 256H(64.8%=

UAPLANO CHEE =B LAAIE Z20E DM (CSR, Clinical Study Report)= 2020 4
2 222 01= FOAN MEZIASLICH L&204 HIO0IEHE DItz FQAEE 24

SR =CZ(NovDB2, NovOB) 2t 2 2oz mEte = SE ot
ZH= BOEX LUASLICH

H

R4
0x

Jefl, GAle dA 204 FRIE 24 Z2H0A S 281X XA EQ! HoA e (Y
SFEMAHAE A UH 2501 SASH, SHE RAMES &0lotAl 2 SLICH
2% N E S =l et A2H0| e S583 selss, Y253 AHOGT
T: Oral Glucose Tolerance Test) ¥ SSY+XUHAE <2 UH &2 B
2 ol e, SHE R4 &It R SLICH

CESh HIPH 23 =X HEQ HESU BMAE:s 2456810 SHE R4S &0IsotA
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= e &y
2ok} HIEHH S A2 IZ0M 20K 6H= H2-0] XH0IJF EHEOZ 2|
pvalue P2t DIJFSU=XIS 22
. —pvalue < 0.05: 1 X101} EHEO2 Kol5
—pvalue =0.05: 11 XH0IJt SHECZ FLIGH 28

[24f 20A HOATC 244 2]
Dose A: CZ (23 mg OIUIZ (Z) + 6 mg CO1)
Dose B:CZ (23 mg OlUIE (Z) + 15 mg CO1)
EAS Subgroup obesity —EAS
(282 S SR 118) (H12H &= 38X O8)
=i (64.8%= HIZH SHm™ 2 (BMI at baseline = 30 kg/m? )
Dose A Dose B Placebo Dose A Dose B Placebo
(N=69) (N=67) (N=68) (N=43) (N=44) (N=50)
Estimate 0.24% -0.09% -0.13% 0.36% -0.10%
-0.04% (0.13
(Standard Error) (0.10) (0.10) (0.10) (0.19) (0.13) (019
LSM Diff 0.38% 0.04% _ 0.40% -0.06% _
Dose vs. Placebo (95% ClI) (0.09, 0.66) (-0.24, 0.32) (0.05, 0.75) (-0.42, 0.30)
(243 2o4k 21
pvalue 0.0095 0.7783 - 0.0272 0.7397 -
(two-sided)
=2 Dosage
= - N=13
- (N=16)
-0.43% -0.04%
D)
Dose vs. Placebo | Mean (SD) (1.132) (1.068)
(123 2a4t 21
Mean Diff - -0.39% -
0.6545 Z=4)
| 0.8989 ==5
prvale 0.1800 =5) )
1) AD|IHE QA 204100 TSt 215 LAAISZUEDA(CSR)E HIEOZ SAD Qokst HILICH
F2) AN YA 2aAr2 TISXt M HIOHE S S22 0|ROBE 2HZ, & A2 S50 TSt RE R0 H|WE flolAe 32 bty &
3R S X2t Hlwot REGHCHD THEHELICEH 010 CHE! Blw JHSEE RIGH0 24 2042 Dose B2t S2sH Z2H0f| CHEF 24t 2a
A ZE JITHoIRSLICH
F3) YA 2aA2 1232 SR OM, A JIIHSH 2RI SHA RIS 226HKI R6IRSLICE 010 et LA 2bat Z20tet ME X0l Y
WE SHHDHEMELICE
Z4) Ounnett's test
Z=5) Paired ttest
[ A 2b&F HbATc CSR 222 1]
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Primary endpoint - change from Baseline in HbAlc at Week 24 (EAS; N=152)

MMRAM?
CFBL Difference Difference
Raseling (Doses A or B vs placebo) (Dose A vs Dose B)
Mean (SD)  Estimate (SE) LS mean (95% CI)  Povalue® LS mean (95% CI)  P-value”
Am=69) B50(0.684)  0.24(0.10) 0,35 (0.09, 0.66) 0.0095 0,33 (0.05, 0.62) 00217
B (n=67) 8.37{0.765) =0.0% (0,10) 0.04 (-0.24, 0.32) 0.7783

C{n=68) 832(0.656) -0.13(0.10)

* Mixed-model repeat measures with nuxed-model repear meazures with compound covanance simucture. Random subject
effects and the followng fixed effeets are included in the model: treatment group, baseline HbA Le. site, visit and treanment
group-by-visit mteraction. No inputation of missing data

B 2sided.

CFBL = change from Baselme (at Week 24). Cl = confidence mierval, LS = least sguares, MMEM = Mixed-model
repeated measures, W= nomber of subjects m analysis set. o= mumber of subjecs with svmlable data. ST = standard
deviation, SE = standard error, EAS = efficacy analysis set. HbAle = glycosyiated hemoalobin, vs = versus.

hbalc—eas

Table 38. Primary efficacy endpoint - change in HbAlc [%)] from Baseline at Week 24 - subgroup
analyses - obese subjects (BMI =30 kg/m*) and subjects with no SAE (EAS)

Difference Difference
Endpoint Baseline® CERL (Doses A or B vs placebo) (Duae A vs e )
DHose Mean (SD)  Estimate (SE) LS mean (95% CI)  P-value® LS mean (95% CI)  P-value®
Obese subjects (N=169)
A (n=43) 843 (0.710) 0.36(0.13) 0,40 (0.05, 0.75) 00272 046 (0,10, 0.82) 00136

B in=44) B3B8 (0.784) 10 (0. 13y 0,006 (=042, 0.30) 0.7397
C (n=50) 8.26 (0.679) -0.04 (0.13)

hbalc—eas (bmi higher than or equal to 30)

Dose A:CZ (23 mg DIUWE (Z) + 6 mg CO1)
Dose B: CZ (23 mg OlUWlZ (Z) + 15 mg CO1)

TDEHCHFPG)-EAS 01222I(PS)-EAS
(U 28 S 3K O=) (U028 g H kX O=)
st (64.8%= HIOHS SHia= 8K (64.8%= H|2FS Stizs SHR)
Dose A Dose B Placebo Dose A Dose B Placebo
(N=80) (N=80) (N=85) (N=80) (N=80) (N=85)
Estimate 11.76(450) | 091 (4.41) | 492(440) | 131(1.57) | 0960150 | 1.91(1.55)
(Standard Error)
LSM Diff 6.84 -5.83 ~ -0.61 -2.87 ~
Dose vs. Placebo (95% Cl) (-5.33,19.02) | (-17.94, 6.28) (-4.84, 3.63) (=714, 1.39)
(24 2p&F 21
bvalue 0.2692 0.3435 - 0.7784 0.1856 -
(two-sided)
- _ =& Dosage o _ &2 Dosage .
= (N=14) N=18 (N=14) N=138
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ZEEE(FPG)-EAS QI=EI(PS)EAS
(et 28 g™ &Kt O8) (et 2d gz Y &Xt O8)
a2 (64.8%= IR S A (64.8%= HIRH S 21
Dose A Dose B Placebo Dose A Dose B Placebo
(N=80) (N=80) (N=85) (N=80) (N=80) (N=85)
Dose vs. Placebo Mean (SD) 53 -23.4 -4.58 —48.75 ==4)
(123= 224t 21, (49.24) (95.78) (45.035) (188.292)
HIRE G B [ e ) 287 - ) 4417 -
p-value 0.2915 5) - 0.6194 =6) -
1) ADIHE L4 2oaH0l THE 215 LA ZUEDM(CSR)E HIEHSZ SADE 2ot BLICH
=2) A 4 2242 TIEX MY HISHE SREHIZ 0IR0TE 2HE, & LA SSO Uiditin JFs4EE Aot 4 204t9| Dose B
o S SO et &4 2a4t 2UE JIMotASLICH
=3) Yot 2ast2 1232 MMCACH, A0 IS ZUBE SHE ROlHES S26HA REIAUSLICE 0101 Tet 24 204t 2ot HFHQI
Blw= 8D ETHELICH
=4) Q1&RI9 B2 placebozl T _I; K 121(S03-037)2f l&2lzto] HA-PIZE 20 H0iLt placebo 8101 O 2 EOI& A2 LIRSLL S
03-037 &S gtS Mg A< placebo 22 2.29(41.525)2 HAELICL (CSRUE)
=5) One Way ANOVA 24
=6) Kruskal-Wallis test
(&4 2ot SSEY(FPG) & 2152I(PS) CSR @22 1]

Table 13.  Secondary efficacy endpoint - change in fasting plasma glucose [mg/dL| from Baseline

over lime
Dose A Dose B Dose C
6 mg CHP 15 mg CHP Placeho
1 80 &0 B3
CFBL over time Estimate (SE) 11.76 {4.50) =001 (4.41) 4.92 (4.40)
Difference LS mean (95% CI) 6.84(-3.33.19.02) -5.83(-17.94.06.28)
(Doses A or B vs placebo for p o o 05690 dagas

CFBL over time)

fasting blood glucose—eas

Table 15.  Secondary efficacy endpoint - change in plasma insulin [mIU/L] from Baseline over time

Dose A Dose B Dase
& mg CHP 15 mg CHF FPlacebo
i 20 20 835
CFBL owver tune Estimate (SE) 1.31 (1.57}) 096 (1.56) 1.91 (1.55})
Difference LS mean (95% CI} -0.61 (-4.84.3.63) -2.87(-7.14, 1.39)
(Doses A or Bvs placebo for G T

CFBL over time)
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plasma insulin—eas

(&4 204t

SH2BIIAOGTT) i3t 244 21l

Dose A: CZ (23 mg DIUlZ (Z) + 6 mg CO1)
Dose B : CZ (23 mg OlUWlE (Z) + 15 mg CO1)

EAS Subgroup obesity —EAS
(e o2& S BT} O 8) (HI2H &= 3K O8)
=l (64.8%= HIZH SHiz™ 2HX1) (BMI at baseline = 30 ka/m? )
Dose A Dose B Placebo Dose A Dose B Placebo
(N=77) (N=73) (N=77) (N=50) (N=48) (N=56)
Estimate 16.88 28.51 15.13 26.32
28.1 (14.17 32.62(17.29
(Standard Error) (14.33) (14.31) ( ) (18.35) (18.01) ( )
LSM Diff -11.31 0.31 3 -17.48 -6.30 _
Dose vs. Placebo (95% ClI) (-50.19, 27.56) | (-88.71, 39.34) (-66.49, 31.52) | (-55.34, 42.75)
(24 2o4k 21
pvalue 0.5668 0.9873 - 0.4817 0.7999 -
(two-sided)
=2 Dosage
= - N=12
- (N=14)
Dose vs. Placebo -196 -33.6
Mean (SD)
(123= 2a4f 21 (85.62) (75.72)
Mean Diff N 14
p-vaule 0.1927 34)
F1) AD|EE QA 2bA TS 2IS LAASEZHEDA(CSR)S HIEHOZ SADF 98t ERILICH
F2)  GARSl 24 242 TIEAT MEA IS SRz 0IR0FE 2H 2, & LA S0l Chist ME X0 H|WE RloiMe 252 5I2E &
B3R 8 X242 ot HMEGCHD THEEILICEH 010f CHSH Bl JtsA 2 IH0 L4t 2042 Dose B2t S SH Z2H0f| CHEH L4t 2a
A S JITHOIASLICH
F3) L 2ast2 1252 EEIACH, AD| J(Tst 2R SHE RSS2 SE0HK| RotASLICEH 0101 [t LAk 204k 2kt XF QI
| &= SHHID ETHELICE
Z4) One Way ANOVA 241
(24 2ba L2 AAHOGTT) B35t CSR 222 1]
Table 29.  Secondary efficacy endpoint - change in OGTT AUC [mg*h/dL] from Baseline at

Week 12 and Week 24

Dose A Dose B Daose C
6 mg CHFP 15 mg CHP Placebo
N T 13 Fi|
CEFBL over tune Estimate (SE) 16,88 (14.33) ZB51(14.3D) 2819 (14.17)
Difference LS mean (95% CI) -11.310-50.19, 27.36) 031 (-38.71,39.34)
(Doses A or B vs placebo p_ o 0.56638 "

for CFBL over time)
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ogtt—eas

Table 39.  Secondary and selected exploratory efficacy endpoints - obese subjects (BMI =30 kg/m*)

- EAS
MMENM
Difference Difference

Endpoint Baseline® CFBL at W24 (Doses A or B vs placeho) (Dose A vs Dose B)

Diose Mean (SI) Estimate (SE) LS mean (95% CI) P-value" LS mean (95% CI) P-value"
OGTT AUC [mg~h/dL]

A(n=30) B827.608 (2283371} 1513{1835) -1748(-6649,531.52) 04817 -11.19 (-61.56. 39.18) 0.6612

B (u=45) S812.115 (138.2728) 26.32(18.01) -6.30(-55.34,42.75) 07999

Cin=56Y 771785 (139 4585) 32.62(1729)

ogtt—eas (bmi higher than or equal to 30)

[24 204 HIE Het 24 2]
Dose A: CZ (23 mg OIUIZ (Z) + 6 mg CO1)
Dose B : CZ (283 mg OIUIE (Z) + 15 mg CO1)
EAS Subgroup obesity — EAS
(e o2& S BT} O 8) (HI2H &= 3K O8)
Q= (64.8%= H|0Hs S SHX) (BMI at baseline = 30 ka/m? )
Dose A Dose B Placebo Dose A Dose B Placebo
(N=69) (N=67) (N=68) (N=43) (N=44) (N=50)
Estimate -0.45 kg -0.57 kg 0.52 kg -1.07 kg -0.95kg 0.76 kg
(Standard Error) (0.28) (0.29) (0.28) (0.39) (0.38) (0.37)
LSM Diff -0.97 kg -1.09 kg B -1.83 kg -1.71 kg _
Dose vs. Placebo (95% ClI) (-1.75,-0.19) | (-1.88,-0.31) (-2.86, -0.80) | (-2.75, -0.68)
(243 2o4k 21
pvalue 0.0146 0.0063 - 0.0005 0.0012 -
(two-sided)
=2 Dosage
= - N=14
- (N=16)
-0.92kg 2.38
D)
Dose vs. Placebo | Mean (SD) (2.381) (6.702)
(123 2a4t 21
Mean Diff - -3.3kg -
p-vaule 0.088 4 -
0.1714 3=5)
F1) AD|EE QA 2bA TS 215 LAASEHZHEDA(CSR)S HIEHOZ A 98t ERILICH
F2)  SARS| YA 2aA2 HIEA M HICH SR EHIE OI2UAE A2, & LA S0l st AFH0I HIWE Aoide 259 b2 ¢
SEHF S #=XI2F2] HlWIt HEGICHD BHEHEILICE O10fl CHEH HIW DHsAS SI6101 24t 20A9| Dose B2 S5t S2H01| CHEH At 2a
A Z2E J|THBFASLICE
ZF3) LA 2aA2 1232 MMTACH, AD| JINst 22 SHE R4 SE0tK| ZolASLICEH 0101 [t LAk 204t 2kt XEHOI
HlW= SHHIDF EIHELICE Placebo & 22 #=XI0fl 2XIDt U= TIEXHS03-037)E Mg E R p-value= 0.036222 SHHCOZ R
O|&HLICE 0.0832 LIE XHS03-037) MKl E&t=lp-valueJLICH
Z4)  Wilcoxon rank sum test. Placebo® & 22 £=X|0fl X9} = LIEXHS03-037)E HMI2E H < p-valueIt0.03622LICE 0.0882 LIS
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XHS03-037) MKl =&
Paired ttest

IISHE]
T

Ip-value &LICH
Z=5)

[OI/\I-

Q1A 2pAl BMI HHSH 244 Z 1]
Dose A: CZ (23 mg OIWIZ (Z) + 6 mg CO1)
Dose B : CZ (23 mg OlUIE (Z) + 15 mg CO1)
EAS Subgroup obesity — EAS
(28 208 G 2% 18) (BIOH Z=2ixt 08)
S (64.8%= HI2HS S Bk} (BMI at baseline = 30 kg/m? )
Dose A Dose B Placebo Dose A Dose B Placebo
(N=69) (N=67) (N=68) (N=43) (N=44) (N=50)
Estimate -0.15 -0.20 0.17 -0.37 -0.34 0.23
(Standard Error) (0.10) (0.10) (0.10) (0.13) (0.13) (0.12)
LSM Diff -0.31 -0.37 _ -0.60 -0.57 _
Dose vs. Placebo (95% ClI) (-0.58, -0.05) | (-0.64, -0.10) (-0.96, -0.25) | (-0.92, -0.22)
(243 2o4k 21
pvalue 0.0214 0.0071 - 0.0008 0.0016 -
(two-sided)
- B =2 Dosage
= (N=14) N3
-0.28 0.66
D)
Dose vs. Placebo Mean (SD) (0.838) (1.666)
(123 2a4t 21
Mean Diff -0.94
p-value 0.18%4
F1) AD|EE QA 2bA TS 215 LAASEHZHEDA(CSR)S HIEHOZ A 98t ERILIC
) GARCl QA 2942 TISX A HIOHE SRE2 IR0 FE 2HZ, & YA Ss0f Oist RE X0 H|WE RoiAsE 22 512 &
B3R S X2 Hlwot REGICHD THEHEILICE 010f CHS! Bl Jts&E I5H0 24 2o4to] HISHE S 2t 11&2| Dose Bt S
St 0Nl CHSF A& 2a4t ZIHE JITHOIRISLICH
ZF3) Y& 2aA2 1232 MGTACH, AD| JINst 22 SHE K242 SE0tK| ZolASLICEH 0101 [t LAk 204t 2kt XEHOI
| W= SHHIDF EMELICH
(24 204 XIS L BMI B15 CSR 222 1]
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Table 33. Exploratory efficacy endpoints - change in body weight and bedy mass index from
Baseline at Week 24 - EAS (N=252)

MAMEM?
CFBL Difference Difference
Baseline* (Doses A or B vs placeba) (Dose A yvs Dose B)

AMean (51N Estimate (SE) L5 mean (95% CT)  P-value® LS mean (95% CT)  P-value®
Body weight [kg]

A(n=6%) 9291 (21.8768) -0.45(0.28) 097 (-1.75. 0.1%) il 46 012 i-0.66 0.3]) 07587

B (n=67) 93.50(24606) -0.57(0.29)  -1.09(-1.8%.-031)  0.0063
C (n=68) 96.68(22.767) 0.52(0.28)
BMI [kg/m?]

A(n=69) 3342(65%9]) -0.15(0.10) -0 31 0-0L58. 0U05) 00214 [L0a (-021. 0.33) 06853
B (n=67) 33.54(7.578) -0.20(0.10) 037 (-0.64 0100 00071
C(n=68] 3345(67307 0.17(0.10)

& Wixed-mode] repeat measnres with mtoregrassive covanance stuciure, Random subject effects and the following fixed effects

are micheded m the model! weatment eroup. basehne body weight (or BMI), site, vis and treatinent group-by-visit usteraction,
b cided,
" Dose A 1=84, Dose B: n=82, Dose O n=86
BMI = body mass index, CFBL = change from Baseline, CT = confidence infarval. EAS = efficacy analvsis e, LS = least
squares, MMEM = Mixed-model repeated measures, W =number of subjects, n= nmmber of subjects with available dafa,
SE = standard error, vs = versis
Data spuwce: Table 14.2.3.1.1, Table 14.2.3.1.2. Table 142321, Table 142322

weight—-bmi change-eas

Table 39,  Secondary and selected exploratory efficacy endpoints - obese subjects (BMI =30 kg/m?)

- EAS
MNEM
Difference Difference
Endpoint Baseling® CFBL at W24 {Doses & or B vs placebo) (Dose A vs Dose B)
Diose Mean (5I) Estimate (SE) 1S mean (95% CI) P-value® LS mean (95% CI)  P-value®

Body weight [kg| at W24
A(n=43)  103.22(19.297)  -L07(03%)  -1.B3(-1.86,-0.80) 0.0005 -0.12(-1.18.0.94) 08227
B(n=44)  104.01(22.611)  -0.95{0.38)  -1.71(-2.75, -0,68) 0.0012
C (n=50] 105,84 {12.428) 0.76{0.37)

BMI [kg/m?]
A(n=43)  37.09(5.139)  -037(0.13) -0.60(-0.96 -0.25) 00008 -0.03(-039 033 (8555
B(n=44)  37.29(6507)  -034(0.13)  -0.57(-092,-0.22) 00016
C (n=50) 36.32(5.714) 0.23 {0.12)
weight-bmi change—eas (bmi higher than or equal to 30)
0|2 22 2= A HBHR XA S S0l 248 H I SECZ S = &
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Tmax H (Y 2add vs. BY 2bdh

O Y 2at Tmax

750 -

PlasmacH Lewvels
(pmol/mL)

-

@ U4 2b4 Tmax

a
b

-1

Baseling 2 hnur"
IITI!S

ol

=

4 hours 3 hours 24 howrs

sSummary of pharmacokinetic parameters for C01 affer oral administration of single doses of
NovDB2 mnder fasted conditions to healthy subjects,

Cobwon 1 Colvort 2 Colen 3 Coluorm 4 Cobon *
Parameter® Gg 150w Aog A5 um &0
sl 2slyn 102 [40.4] 132 [228] 169 [44.5]
r Tursax () 075 | 100 150
T — o] [0 — 2.0 [1.00 = 200] [100-218]
ALACU0) e s ) 122 [224) 341 [3eii] 455 [33.6] GG [41.5]
AUCTID dir-ng'ni) 127[15.4) 317[305] 414323 657 [41.5]
Jz (1) 03512 [15.8] L3250 [49.9] 03001 [25.2 0.3589 [25.5]
s () L97[158] 213 {493 231{220) 193 [255]
CLF
{mL/hr) 47415 [18.6) 47,201 [30.5] TLA25[313) 68,512 [41.5]
(it g) T10[229) TH6[35.4] LOBS [44.1] o3 [36:2]
V& F
(L 135f24.4) 1451175 241 [s1.1] 190[31.7]
Liks) .02 [304) 231[129) 342 [T5a) 2658 [24.0]

*Ceometne mean [%CV] except for Tmax for whach the madian [Range] i reported.  Additional decenpinve stanstics can be found in

Appendix VII
Soarce: Appendix VI

B2(EH=X &) Tmax =Xl LICH
Z)23mgJt Ot<l, CO1 6mg + DIHI%*(Z)23m901| CHet Hiw K= LICH

4 2baf 0l AtEE & 2H(NovDB2 EHE X &) 2l Tmax Z 1H(OfeH
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20201 E 2019¢E 20181 E 2017 E
ze (HMI1121) (M1021) (HI921) (HI821)
A2 204 2 204 2f 20 A2 20
3%
24 (UsD09)
PRO~Z - - 6 63 249 4,091 3733 65543
- - 63 249 4,091 3757| 6589
13,672
- - - - - - 780 :
PRO-Z (USD13)
Gold 3120 44,304 2004 28457 - - a76| 24,763
3,120 44,304 - - - - 1,756 38,43
PRO-D
oo - - - - - - 103 2,79
- - - - 63 623 103 2,799
e - - - - 63 623 - -
PRO-M
Liver Gold - - - - - - | 12
- - - - 197 4,174 362 7,230
- - - 197 4,174 - -
PRO-S
s - - - - - 309 6,567
- - - 341 2815 309 6,567
- - - - 341 2815 - -
ARAM - - - - - - 11,130 73314
- - - - - - 11,130 73314
pJ[=! - - - 114,487 - 8892 -|  5898%
- - - 114,487 - 8892 -|  5898%
14,028
&4 (s 19)
St
A 3120 44,304 2010 142,957 80| 80,665 16613 770,113
3120 44,304 2010 142,957 80| 820,665| 17,417 784,141
HeHAIES 2= HEOl LIC}.
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R 20K 634,054 6,272 640,326

2 97] % 17] F YA ZRFAe] MENG S g3} gHY

<G 71>
(&l &)
S ARATHARR ATE O g A
J|=3NH 634,054 6,272 640,326
H==S 372,966 6,663 379,629
SR (46,250) (4,269) (50,519)
gz H 960,770 8,660 969,436
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7 E =l rSp] 1
DB I382AH:
DIXIZ3 77,485 515,567
DIXIZHIE 424,880 25,221
2IALRY 107,329 98,026
2 609,694 638,814
0 IERD IB82H:
I0IXZ3 22,028 -
SR EES OV 291,093 82,483
&l 313,121 82,483
14. 71 EH5-
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= =)=l |

JIEtR SR

o2 34,008 18,838

s43 111,083 111,083

e - 8,333
g 145,151 138,224

JIEHIRS SR

SRS 20,954 20,94
g 20,954 20,954
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o=

=l

o1

OldelZ2E=2

(45,259,118)

(38,661,844)

- = 1xt 2t 3t
TelR0E 2013.06.25 2015.08.31 2016.03.07
R0{=2H(+1) - 52,196 13,553%
2oeg 2T AR PEF AR 2EF AR
SADIA(*2) - 44783 11,2733
IERA(SAMZI12Y SEEFHS 22 ZEEFHS 22 ZEESFNS 24

20170831 ~ 20160830 (e | 201807 ~20190306 (0%

SHALD |2t (BHAR PSS 9% (*3) | 2015.06.26 ~ 2020.06.25 (100%) | 2018.08.31 ~ 2019.08.30 (30%) e e >
2019.08.31 ~ 2022.08.30 (30%%) | 2020-08:07 ~2021.08.06 (20%)

e e 2021.03.07 ~ 2022.03.06 (20%)
= = 4Xt B5Xt 6-1Xt

HelRoY 2016.05.27 2016.06.27 2016.10.28

SO A2H(+1) - - 27,2045

G L N = M L N e M L N = M

SHAIDIA(2) - - 13,5672

2

2LSAHIT 2

—T o

ZEESNS 24

SHALD[2F (BHADFS 42 9 (x3)

2018.06.27 ~ 2019.06.26
2019.06.27 ~ 2020.06.26
2020.06.27 ~ 2021.06.26
2021.06.27 ~ 2022.06.26

30%
30%
20%
20%

2018.05.27 ~ 2019.05.26 (50%)
2019.05.27 ~ 2020.05.26 (30%)
2020.05.27 ~ 2021.05.26 (20%)

222

2018.10.28 ~ 2019.10.27 (70%)
2019.10.28 ~ 2023.10.27 (30%)
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2= 6-2%t 73 8xt
2220l 2016.10.28 2017.12.19 2018.08.22
20{22(+1) 45,4297 65,0005 27,3305
0y PEF AFsEDR PEF AFEDR PEF AFEDR

SHALDFE(x2) 13,5672

®
w
3
10

58,517&

U

ISEAH(SAMSI12Y) ZEESNS 24

TS

ZEESNS 24

TS

ZEESNS 23

TS

2018.10.28 ~ 2019.10.27 (50%)
2019.10.28 ~ 2020.10.27 (30%)
2020.10.28 ~ 2021.10.27 (20%)

SHALD 12} (BHAD S22 99 (x3)

2019.12.19 ~ 2020.12.18 (50%)
2020.12.19 ~ 2021.12.18 (30%)
2021.12.19 ~ 2022.12.18 (20%)

2020.03.22 ~ 2021.03.21 (50%)
2021.03.22 ~ 2022.03.21 (30%)
2022.03.22 ~ 2023.03.21 (20%)

- = Oxt 10-1 %t 10-2XH*4)
R0 2019.04.08 2019.08.13 2019.08.13
SO=2H(+1) 5,082 120,000~ 30,000==
202 2SR NS BEF AL PEF AL
46,0212 39,500 5,500

ZEESNS 24

TS

ZEESNS 24

TS

ZEESNS 23

TS

2021.04.08 ~ 2022.04.07 (50%)
2022.04.08 ~ 2023.04.07 (30%)
2023.04.08 ~ 2024.04.07 (20%)

SHALD[2F (BHADFS 42t 9 (x3)

2021.08.13 ~ 2022.08.12 (50%)
2022.08.13 ~ 2023.08.12 (30%)
2023.08.13 ~ 2024.08.12 (20%)

2021.08.13 ~ 2022.08.12 (50%)
2022.08.13 ~ 2023.08.12 (30%)
2023.08.13 ~ 2024.08.12 (20%)

2 2 11Xt

Hel 2 2020.11.03

S0 4=2k(*1) 38,000

20 =S NS =)

SHAIDFA (x2) 28,300&

IIEZAH( MZ012H) 29[ 2 24
2022.11.03 ~ 2023.11.02 (40%)
2023.11.03 ~ 2024.11.02 (30%)

SHAD| 2 (A bsS2=2F %) (*x3) | 2024.11.03 ~ 2025.11.02 (10%)
2025.11.03 ~ 2026.11.02 (10%)
2026.11.03 ~ 2027.11.02 (10%)

.
foldsl @A o B
; 3

o
oh EG HA 508 Q% FAAHA Yol Ha W 2w
¥

62 171 % §8EA 5ol BALAC] MAHRL I,
(e3) WAL 71RO AR A e ] FAGE 24 A5 AFE DA FLAAA

AR g S U

(x4) 3|AFe] F47]d 1 F2]3|AF B v el
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2)B7] & H7] T FAdg9de] Hege o5 E5yth
<Z71>
(a3
- = 1X+ 2Xt 3Xt 61Xt 62Xt TXt 8Xt 9Xt 10-1Xt | 10-2%t 11Xt
= 4= 137,099 52,196 13,553 68,009 45,429 65,000 40,494 8,051| 120,000 30,000 -
A7 =201 - - - - - - - - - -| 33000
EIAIZ oI AY - —| - - - -| (13,162)| (3,019) - = =
JIEFAZ(%) (137,099) - - (40,808) - - - - - - -
|2k 42 -l 52,196 13,553 27,204| 45,429 65,000 27,332 5,032 120,000 30,000| 38,000
| STH AP s+ - 52,196 10,842 27,204| 45,429 52,000 13,666 - - - -
() F7] F YAz R Qe 2FE A9
<A7)>
(S )
e 1x 2%t 3%t | 61Xt | 62k | T7Xt 8xt 9xt | 101X+ | 102X+
pIEE=Y 137,099| 52,196| 20,329| 68,009| 72,633| 76,000 40,000 - -
Al 20 - - - - - - -l 8019] 120,000 30,000
ZRAIMIERR SHAL - - (4, - - - - - -
EIAIR QIEt AH - - 2,711) - (27,204)| (11,000) - -
JIEFRE(%) - - - - - - 494 R -
Il 22t 137,099 52,196| 13,553 68,009 45429| 65,000| 40,494 8051| 120,000] 30,000
Il BT A2 | 137,009] 52,196 8,132 68,009| 36,343 32,500 - - - -
() A7) T s Al eJsto] Aol WA = A5 T
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3) TA7FA AW

= = B = = 5 & © = =
gk 97 9 517 F Rolg M Ao kel o] FRPL ol §3 T/
o = = == o = 2=
2R S Hgahe] Agatglon], AR AgE] g A 7Y R oA
[e) <
thea} 2Tk
T= 1Xt 2Xt 3%t 4xt 5Xt 6-1Xt 6-2Xt 7t 8xt Xt 10-1Xt | 10-2%t 11Xt
HelRoYl o o - o o - o - o o o o o
9=z} 50002 | 8,000& | 14,950& | 22,700& | 21,3002 | 17,300& | 17,300& | 19,850 | 69,000& | 48,700& | 40,250 | 5,000& | 23,300&
o
IIESEZ3E
915 2,2583 | 43573 | 8949 | 11,130& | 11,697 | 7,140 | 7,954 | 11,0283 | 43,9783 | 236672 | 19,361& | 140& | 12,436&
SRE0IXE | 3.30% 1.99% 1.73% 1.57% 1.36% 1.55% 1.54% 2.32% 2.47% 1.76% 1.18% 1.18% 1.28%
FIMHSH(%) | 57.40% | 66.60% | 66.30% | 55.50% | 58.60% | 54.90% | 54.90% | 62.40% | 72.80% | 53.40% | 55.71% | 7.75% | 58.10%

() G AR B)AFE T 2 A o] 35 of
3 AT Qste] Ake] FAABAS AgHE A& AdetA grtn was
Gtk mebd SAash AR AFel Sok 497198 FANEY L A

syt

(o) B

AS5YtT FAl A o] o A=

Fojutr]= 2
,284)J Y o}

83 A 7] 2.28

)

(5)27] 2 A7] 5 wolu] bl n] 2 AN FA w8 e gy,
(29l B2
7 = =) &
SEARL 6,574,084 6,313,813
SIDEK| ClAISH BARIDL 3,640,716 2,149,422
S| AR 1,406,591 1,491,294
&0 BARDt 1,526,777 2,6/3,0%
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21. Fojjv] <] v

271 9 217] 5 wopul kel e el e e g,

(E191: @2
- = =p) Tyl

=0 42,272 877,108
SRS 300,447 252,477
Sc|=4t| 108,762 108,823
01l NI a 4,533 48,748
il 29,647 20,974
NSiEit= 36,792 35,731
Zotak2i| 208,405 218,591
X=8x= 5,515 2,112
ZE | 601,000 -
Za I ] 2,319,973 8,954,963
g2 431,959 363,274
222 - 986
=2ty 79,723 78,245
SR 50,519 36,585
FAEAHIE 1,410,953 1,491,294
JIE 58,611 55,288
2 6,589,111 12,545,199
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=il

oQr

9,831

4,491

1,651

1,433

10,141

1,264

27,132

1,4%6

520

28,252

[

29,126

60,670

5,101

9,090

69,950

206

]

Al

104,177

69,966

8,519

11,365

48,734

35,265

199,344

108

]

Al

256,597

46,738
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24. HAAH &

e
it ol LA Al o
]

AArE Q134 ohl gl g,

(2) B71 2 A7] 9] HAAH A A EED A HAA R A= vh5 3 25Ut

= = = & D

HoNH ISt & =E=a (6,725,291) (12,530,405)
HZANE0| 2 SOl (1,479,564) (2,756,689)
AEAEE

0lo1A] LAIEXIO] 1,162,164 2,423,571

HIZHEIE 317,400 333,118
2IMIEI= - -
FEME () - -
() WA A o) B R Al E A& ol st s T

(3) 7] 2 A7) F AAA ALl D o AWM SN & b} P

iy

<G 7>
(&9l &)
EDE S =2 ol OIHHOIAIRHAH 2 RH)
DIES o1
LAIEXIO|
=SH B0 279,981 133,837 413,818 61,596 91,040
2ORARH 336 16,697 17,033 74 3,747
P/t 2,160,866 - 2,160,866 475,391 475,391
tesya 52,284 133 52,417 11,502 11,532
0l=4=2l (19,257) 15,833 (3,424) (4,237) (753)
0IXIStIg 25,220 1,004 26,224 5,548 5,769
SASLETY 20,954 - 20,954 4,610 4,610
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HE= pJES =2 pJL=l}
pJES pJL=T;
pUINE=BIESNES=t=) - 644 644 - 142
=R (232,340) (207,877) (440,217) (51,115) (96,848)
2|ASH 196,561 235,939 432,500 43,243 95,150
JIEH 46,811 (664) 46,147 10,298 10,152
A 2,531,416 195,546 2,726,962 556,912 599,932
ERESS 32,810,768 5,087,019 37,897,787 7,218,369 8337513
JERTEE=y 4,861,809 306,341 5,168,150 4,861,809 5,168,150
ABDIISH0| 25 22 (40,203,993) (5588906)|  (45792,899)|  (12,637,000)| (14,105,595
=] - - - - -
<H 7>
(B9 J9)
HED2 pJES =2 pJ=l; OIS MR
pJES Jlg
UAIRZLO|
=SH 012 140,439 139,542 279,981 30,897 61,5%
2Tt (14,961) 15,207 3% (3.291) 74
| 2,160,866 - 2,160,866 475,391 475,391
ez 53,432 (1,148) 52,284 11,755 11,502
0l (8,325) (10,982) (19,257) (1,8%2) (4,237)
INEEE 27,463 (2,243) 25,220 6,042 5,548
=nsgery 20,954 - 20,954 4,610 4,610
UIE=BIEONES =t 478 (478) - 105 -
N 6,752,239 (6.752,239) - 1,485,493 -
NS - (232,340) (232,340) - (51,115)
2lASH - 196,561 196,561 - 43,243
JlE} 37,465 9,346 46,811 8,242 10,298
A 9,170,050 (6.638,634) 2,531,416 2,017,412 556,912
ERESS 21,890,753 10,920,015 32,810,768 4,815,966 7,218,369
JERTEEE=Y 2,981,665 1,880,144 4,861,809 2,385,331 4,861,809
AIBDISHO0| 2248 22 (34,042,468) (6,161,525)|  (40,208,993) (9,218709)|  (12,637,090)
=] - - - - -
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7= gb| =
2022H 116,926
2025H 348,544
20264 3,643,165
e 20274 5,446,128
20284 12,335,990
20294 10,920,015
2035H 5,087,020
Y| 37,897,788
20274 640,483
20284 2,341,182
OIZ NS 20294 1,880,144
20304 306,341
Y| 5,168,150
g Al 43,005,938

25. FEcEd

(D) B71 3 A9 AujzlgA ool el tet 7|2t d o] g e S v

3} 2o,

7= =9 &
KIBHI IS X2 ZI12012(&4) (6,597,274,079) (12,377,364,605)
+IISETRSESTAIR(Y) 8,962,867 8,829,968
JlE2=g=0]2d(&) (736) (1,402)

() F7] R Ad7)9] 7t Hd e R ET AT AW S 2 2aU T
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4, )

=
=,

(et

<+
Rl

4, )

=
=,

3,280,409,322
8,962,867

(et

<+
Rl

857,715
28,201,368

3,222,938,169

3,159,299,110
30,626,816
3,953,160
8,829,968

366

365
256
237
211

169

8,962,867

2020.01.01 ~ 2020.12.31

<H7I>
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423,746
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= =) &I
BIPNF=1:] St 39,550 992
OIN=322 24 (106,541) (1,477,303)
Hdxz2 2 - (106,487)
=20 2PA (8,333) (22,917)
Ol==2 St 15,261 4,789
gx32 X3 (61,923) (24,260)
INRIESE=DN TSI} (85,750) (132,210)
En | (322,016) (1,544,039)
YO ZRH == 83358 (4,971,551) (12,042,190)
@ AA3}e] AAAFEERE Ml o8] AgEgon, ] @ Av]e A
o] §7} fEo] 9l Fo @ Ae= thea payth
CLEEE)
= =l &
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R0 2013.06.25 2015.08.31 2016.03.07
SO=2H(+1) - 52,196 13,5535
20{2g 2SS AT 2SS AT 2SS AFLNT
AR IA(x2) - 44782 11,2732
ISEAH(SAMSI12Y) SRESHS 24 SRESHS 24 SRESHS 24

2015.06.26 ~ 2020.06.25 (100%)

2017.08.31 ~2018.08.30 (40%)
2018.08.31 ~ 2019.08.30 (30%)
2019.08.31 ~ 2022.08.30 (30%)
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- = 4%t 5Xt 6-1Xt
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2020.12.19 ~ 2021.12.18 (30%)
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