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1. IXT®»IZ

SR DA INE « RARVEDORELR D T-DI121T, WS SCHEEIZIE S il 7 232k 6
HND, IHIT, IEORFEHMOMEINT L0 | HUIAKEE 35 % 0 Hog) 72 8 B E R
EHTAHERLNEREINDZH T, ZHOOERNZE LT L4 25 BEIEYIC Mt
THZENMBROBHE 2> TBY | BFMBGER & S ORI $# 2016 (FRK 28 44
6 A 2 HERERE) 2B\ TH, $BmERLEOMEHOREHEEZR S Z L L Sh
TV,

FHUWERT 267 5 EEM T, BB ERORZ 2T v 7 7 A VSBEF ORI & W
ORI D ZENDHD, O, AMMEROLEMEICET RSt oERIND
FTOM., YikERGOBEEMZIT D 2 ENA WS NBE IR L TERT D & L
Bz, BIER AR LB Bt & B 2 & AN Al ez — 8 OB 24 7= 3 R
BCHH+T 22 ENEETHD,

Lo T, BIA RTA4 Tk, BABEMOINE TITHE LN TV D EFIRFR -
BFER RN IS S & | LU O B35 O sl 7o FH 2 HEE T 2 8L b B e 8k B 2
F R O S A T,
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TR a7, — AR RN 2872 . —MFERTE N B AR B SOEMER A SR S R 7
&, —FERTEN HORBEIR 2 . —erERTE N HARBEIR W 2 —erERE N B AR Sy
WEES RO BN B ARARNRESOW o b EER LT,

KB LI DEIRE By 7Ry RETFE (4« FLERFR)
K5 & I DANRE SN ¢ T AE DA b 0D P P e el 0 PP 8 S s
7272 L. BMI 23 27 kg/m? UL BIZEE4S T 2558 12R 5,

e L RAMERORE : @% . AT, FABRFRE LTHE IR 2.5mg 2 HBHMA L.
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X, AETEOBE O T, (EEDHEOIRT, HBEFFHEY X7 OWNEIC-S7203%5 B O
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O HID Z L RENORE G S RE RN K0 REIR R O MR R TE 23 UG8 S,
OIILE U R 7 R0 OMOIERICEKRMNICEROH H 2 E 72 6T REER H 5

XV,Xvi
o



3. BREGE
G A T A GR IR I R EAI 21T o 72 172 W R 5 R O plfs 2 o9,

I8F-MC-GPIF (GPIF) BRI, M2 A3 2 HEEN O HEED OSAS B 2 %4,
AHFN O K E (maximum tolerated dose : MTD) (10 mg % 15 mg) # 1 [@] (QW)
BHIZE DMK OGN E T TR T H Ay NITY A 07T 1R
X FRAIEAE 2 (b — G O TRER LLIGRBR T o 72,

~AH—71 k2L (GPIF §#8%) 1ZLL T D 2 -5 Intervention-Specific Appendix (ISA)
OAEBIFRER THERR X7z,

o ISA1 (GPI #BR) 11X, PAPFEZ FMECTE RV IUIEE R WEE NG 7,
. Imz«muﬁ%> il%P%&%%M¢@$%Waiﬂto

BEIL, ISA ICEIT T S =14, 1 OEE TARFIBER N T 2 REEC B2 B

SRV Wi
HIEEEGEUL, ~A ¥ —7 1 ha/L 2R TR 412 I TH D, & ISA THI 206 il (7
T B ARTE L OAAIRESK 103 f1) & L7z,

[RABR T 1 v OEE]

ik - BEZ, 7788, XIIAAO MTD (10mg XX 15mg) %38 1 [\, JEH
REREBICZ THe G (A CESR) & &z, AFIOBRMMHEIL 2.5 mg & S, 15mg (23
TAHETA4HEMEBIC25mg TOHETHZ L EanT,

12.5 mg X 15 mg O 5 CTHER TR T28A13 10 mg SHEFFHE L S, 10 mg
DO 5 THREMERED DN o> T2 HEIE, AR ORI ISz,

ARNMED FEFHIIE H X, N—R2 T A UG 52 R E TO AHI OV E &
i,

(=7 B PUILE)

o 18mLLE

e  BMIZ30kg/m? L (AARANIZOWTIX 27 kg/m? LA )

o AUV —=THIZHEIENSEA (AHI 28 15/h L) @ OSAS E2lrsinnTn
%

o A7 U—=1ZWHZPSG T AHI 7’ 15/h LIk

e FEZMDSHEDLZOORFORHMAIZ 1 BILLERKL TND
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(B E L ONEEh k)
AREBRHAM . BT 0, 4. 8. 12, 24, 36, 48 MUY 52 HKICAE « SEIRIEO L
v Y TR Thi,
o HHRIE
TBBRA Y 2 — I >C, FERBERCHR I NGB I ) —RE2FEH L= e Y
—HIREREZH CTBEON T v ) VT EZITH L &N, ok, BEITIE &
v Kb 3 BEOBFEONE R OCFHRIEEIONEZ BFEICFEATHZ &
DHELE S L7,
© R BIET R — DK 50%
BN T E DI R — D) 20%
NEE s HIT= R F—D K 30%
HEE— B 32U —JHE & (total energy expenditure : TEE) %2 759 500 kcal 7=
LWz L — B &
%2 TEE (kcal/ H) =JEfE{CH#H= (Basal Metabolic Rate : BMR) $¢3X1.3
%3 BMR OHEFARIILL T O L0

5] Rl BMR (kcal/H)
18~30 7% 15.057FEBREDORE (kg) +692.2
Fik 31~60 m% 11.472xFEBEOKE (kg) +873.1
60 1L.711=EBROKE (kg) +587.7
18~30 7% 14.818xEBRDOIKE (kg) +486.6
ik 31~60 5% 8.126xEBEDOIFE (kg) +845.6
60 HEAB 9.082xEFEDFE (kg) +658.5

o EGNEIE
V2 BT RE R OV D% DT X COKRBE T, 1HEBHTZV 150 4304 E s 2 fEiE4
HZllanr,

(1) PAP L2 i CX RV XIT LR E W BE 2t & U= EREIEFE S 11 FHEE (I8F-
MC-GPI1 §&5k) *vii

(BB 1 v O]
PAP J&{E % Flfi TE W ITE F 20 EE (HERE 0K 206 #l, 77 B ARFEL OA
FIFEAHD 103 1) Z x5, BERE K ONEBIRIEIETT T CORFOA M L OV 2
ERRETT 57280, 7T Bk REEAE & L S MR TRE R PR ) St X 7,

[ 5]

VRSB ST 234 ] (77 2ARE 120 6 (HARN 4 61) . AFIRE 114 ¢ (AR
N3 61)) B2 MR 6 S 4 M & OF modified Intent-To-Treat (mITT) [ & S,
mITT £ N 7= 5B/ MR SEEM & STz,

(A1)



FHEHIEH THHRX—RA T A U HRE 52 llFE ToO AHI 21 ElE, £ 1 KO
1DOLEBYTHY., 77 2RITHT DARANOEGNEN RENT-,

Fl N—254 UL FE 52 EE T AHI 025 k& (mITT 4 ©)
FHmE 77w AR (120 fil) AFIEE (114 i)
NR—2FA O AHI (/h) 50.9%29.21 (95 i) 54.3%30.63 (103 f31])
5. 52 @ AHI (/h) 46.8+31.76 (82 f4i]) 25242611 (96 1)
5. 52 WO AHI Z5{b8 (/h) —42+23.91 (82 ) —28.1+22.71 (96 f5i])
7 7R L OBERIZE"Y — —225 [—287, —164] ©
TEEMEEEREREE GG . HREIR/DZREYOE [95%EERB]. —  #%%k L
a) RBRIEE G P Ib . (i 5 7 B1%) KOV PAP JRIEBRAATL OF — 7 XA SHL, =R T A BN IER B DD —
A TA HRICHEBE VIR &b 1 OF T HIRBREMNE BT S & S,
b) BehHBE, FRMiREEA, HE CRE. KELSN . MBI, X—R2TF 1O AHL, 58 & GBS o2 B (EH 2 [EE%
B OEBRSINEEZEZENEL U, IS i 2 O 72 mixed-effects model for repeated measures (MMRM)
FvEHINT,

) p<0.001, A EAKLER M 5%
Q
=
=
2 ! l
™~
o |
103 as 95

|
Placebo «=@= TIP MTD
K1 R—=2ATAhbE 52 i E TO AHI ORFFZE(L
(mITT £/, /b FHME [95%EFEXME])
F2 BEHFBROBEVCELDEZRN—=ZT 4 U5 52 @ E TO AHL Z{LE (mITT £ 2)

HH 75w R AFIRE
P 65 i —42+245 (73 i) —29.7+22.0 (91 i)
() 65 LIk 75 R —88+17.7 (7 #i) —02+17.4 (5 #)
75 LAk —2.5,27.0 2Bl — (0 1)
e B —6.5+25.3 (54 i) —30.1%21.5 (67 fi])
T 0.3+20.7 (28 ) —23.6+25.1 (29 #i))
85 A —24+223 (10 i) —124+27.8 (4 #i)
R 85 LIk 100 i —6.9+19.3 (15 fil) —254+19.6 (26 fl)
(kg) 100 ULk 115 K —1.4£23.0 (26 fi) —30.1+18.5 (24 )
115 LIk —57%27.7 (31 ) —30.2£26.0 (42 #)
27 LIk 30 K —64 (141 —50.9, —15.0 (2 f5)
BMI 30 LIk 35 R —54+214 (25 ) —24.7+20.7 (28 fi])
(kg/m?) 35 LIk 40 i —55+17.7 (28 fii) —28.8+20.3 (33 f3)
40 LUk —1.7+31.4 (28 {3) —302+26.9 (33 f3i))
AL 15 LL_E 20 5% —0.9+122 (12 f5) —94+69 (15 f)
h) 15 LIk 30 s —1.0£10.3 (28 fil) —122+12.9 (32 fil)
30 DAk —5.8+285 (54 fi) —36.1£22.4 (64 i)

AL b, PIMEEIRERZE GHFER) . — kL. 2 BIUT OB EHHE
a) IRBER G IR (Bikix bt 7 Af) KO PAP FRERMGZR OF7 — 2 13RS S, ~—2 T A VD IERRP DD —
ATA CRICHEBZE DR E S | SHETHRBREMEOH /R L Shi.
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#3 ERBIKEEMER (%5 5288 OFfFE (mITT £ )

FFETE B

7 7R (12041)

AFIEE (11441)

NR—R T A h b AHIR50%LA Eik# Li-2mE o8&

183 (15/82)

65.6 (63/96)

55238 W5 | AHIS/hoAS i & 72 1ZAHI S/hEA E14/hEVF ¢
Epworth sleepiness scale (ESS) 10LLF (OSASEfE) OBMEOEIE

13.41 (11/82)

40.63 (39/96)

e (ke) ST

11272298 (115)

117.0£24.75 (112)

BE52FDZEALE (%)

—1.6%573 (82)

—18.7%7.71 (97)

Elav% GEAGEAHMMERD ST FHECEERZE GEmE)

a) BRI G RIRtR (&5 7 R1R) RO PAP FIEBLGR O 7 — 2 I3RSt s iz,

(LZatE) WINPORGEET 5% LI LA EFRLOZ ORWERN ORIEIG

I, R4DLBYTHoIZ,
£4_OPROORGHET S%LLICTHE L 2 HEES RO OBIEM ORBURDL (% AT SR

.y 7 7R EE (120 6) AAHEE (114 f)
HFEES EI1ER HFEES Bl VEH
T _NTOHES 76.7 (92) 242 (29) 79.8 (91) 56.1 (64)
T 12.5 (15) 0 (6) 26.3 (30) 219 (25)
TN 10.0 (12) 75 (9) 254 (29) 23.7 (27)
g 42 (5) 7 (2) 17.5 (20) 17.5 (20)
EH 25 (3) 7 (2) 15.8 (18) 149 (17)
B 0 (0) 0 (0) 79 (9) 7.0 (8)
B A IE PR 8 (1) 8 (1) 79 (9) 6.1 (7)
SRS 8 (1) 8 (1) 7.0 (8) 6.1 (7)
& 33 (4) 25 (3) 6.1 (7) 35 (4)
G Y 83 (10) 0 (0) 6.1 (7) 0 (0)
COVID-19 83 (10) 0 (0) 53 (6) 0 (0)
LT W 6.7 (8) 0 (0) 35 (4) 0 (0)
-WASE K 6.7 (8) 0 (0) 26 (3) 0 (0)
BA&w 0 (6) 0 (0) 26 (3) 0 (0)
e I E 6.7 (8) 0 (0) 09 (1) 0 (0)
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B 12D AL, T EAREE B QESHBALZERS) . AKIRE 4 6 GEO 2 6], FHI/IE
. NRELMEM- . 216 XRWER &I S s,

(2) PAP JRiE % SElih o B 2 g & U T [EFRIL[R

xviii

I #HFRBR (I8F-MC-GPI2
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%ﬁﬁﬁ
BAEAE, & 161 1

(BT 1~ O E]
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EEES!

HEAELEIHT SN 2356 (77 2RBE 156 (HAN 66, AFIRE 120 ] (AA
ANTHD)) ©o5, IBBRENBE Sz 233 B EVERRNT R RE & O mITT £ &
Sdv. mITT £/ £ 72 2 A MR GAER & <7z,

FEFHHEE CTHHN—A T A U bEE 52 K TO AHI O {b&iX, &5 KW
2DEEBVTHY, FTRRITKT HARFOEBIME R E T,

RS AN=ATA L HEE 52 AR E TO AHI OZ bR (mITT 4£H )

FHIEEH 77 wAREE (114 6) AFIEE (119 fi)
N—ZF A ® AHI (/h) 53.1£29.03 (96 fi) 4582244 (113 f3i])
5 52 ##IFD AHI (/h) 4502974 (83 f) 16.5+17.67 (105 f31])
5 52 #HEF D AHI 21L& (/h) —7.9%+2445 (83 i) —294+21.78 (105 i)
77w R L OB Y —244 [—303, —18.6] ©

VAR GEEEIE) . BRI R OE [S%EEEXM]. — %4 An L

a) IR B L (Bl 5 7 B1%) OF — X3RS, X=X T A MERIERRDDN—R T A I RIEE
e b 1 AT HIERBME D FE G E Ehi,

b) # 5B, FEAMEEA. HUS CREL. KELSL) . HRI, _—2 51 0 AHIL, #58 L GRS 0O 2 AR % B E 2
B BRBNE LSRR L L, HBEIREIC SRS 2 72 MMRM IC X0 B S,

¢) p<0.001. HEKLERM 5%

o5
S
g {
D a5
g t
e
1 4
= '
|
13 10 105

]
FPlacobo =@= TZP MTD
2 R=XF7A o HEE 52 BREE TO AHI ORI (mITT £/, /b 28R EHE [95%E#EXME])



F6 BEYBROBENCLDLN—ZTA b 52 A E TO AHIZ{LE (mITT £ )
THH 75w AR A A
s 65 K —9.1%252 (73 fii) —29.3+20.8 (96 )
%) 65 LIk 75 K —03%+17.7 (8 f3i]) —362+35.4 (5 )
75 Lk —10.3,15.8 (2 f3i)) —23.0£312 4 )
pewl B —10.1£25.3 (58 f5i]) —31.4+22.7 (76 fiil)
itk —2.8+22.1 (25 fl) —243+18.6 (29 fii)
85 Al —6.7+7.6 (5 {il) —22.6+20.6 (5 fil)
K& 85 Lk 100 il —6.9+21.8 (22 ) —27.5%24.4 (20 f7)
(kg) 100 LAk 115 KWk —4.1+22.0 (23 f3) —32.8+23.0 (32 f3i])
115 LIk —11.5+292 (33 fiil) —28.6+20.3 (48 f3i])
27 LIk 30 i — (0 ) —19.4 (1 f50)
BMI 30 ULk 35 K —92+19.3 (27 f4l) —29.8+253 (29 f3i])
(kg/m?) 35 LUk 40 K —7.6%262 (29 fi) —33.4421.0 (40 f))
40 LA E —7.0%27.8 (27 i) —248+19.3 (35 ffil)
AHI 15 DL_E 20 i 1.1+13.1 (11 %) —62%14.5 (13 f)
(h) 15 LIk 30 A5 49+188 (27 f5) —124+133 (32 )
30 DAk —14.1+24.6 (56 {i) —36.9+20.6 (73 f3i))

B ¢ /h, TN

M7= GEmEEIE) |

— MR L. 2 BILL T OB L ERE

a) IRBERR G PIEE (RikREHR 7 A OF7 —Z 3B Sh, N—=2 T 1 AEDIERPPON—RA T A RITHE
Bzbe &b 1 DHT 2EMBIMEOLEXGE ST,

F7o. FERRIKGHIER OESRITERETO LB THo T,
#7 EARBIREHMEEER &5 52 ) OfEE (mITT £H ©)

AR H

77 e AR (11441)

AFIRE (119%))

N— R A IS AHIRS0%LL EekE LS 0 E &

24.1 (20/83)

76.2 (80/105)

$t 5.5238 M 2 AHIS/hAS & 721X AHT 5/hEL E14/WELVF T

1325 (11/83)

ESSI0LLF (OSASEfE) oz mEOEIE

51.43 (54/105)

N—2FA

115.0£22.77 (113)

115.8%+21.57 (118)

FE (ko)

5.5 DI R (%)

—2.5+735 (85)

—20.1%=8.19 (108)

#E% GRUPBEmEE) S E SRS GHlFE)
a) IRBREREPILE (kRS 7 B&) OF —Z 3RS Sz,

(Zat) WITNDHORGHEET 5% EICREL L7288 EFE KO ORWER OFRBLEI&
IFR8DEBY ThoT,

8 WITNLOREFETS%IULICEE LLAEELROZ ORNEHORBUIRG (Z M2 ERH)
.y 77 AR (114 6l) AAIEE (119 i)
BFEER BIEH HFEER EIEA
T_THOFS 72.8 (83) 21.9 (25) 83.2 (99) 56.3 (67)
T 8.8 (10) 6.1 (7) 21.8 (26) 19.3 (23)
L 53 (6) 35 (4) 218 (26) 202 (24)
X7 44 (5) 44 (5) 15.1 (18) 109 (13)
_RSES 105 (12) 0 (0) 126 (15) 0 (0)
HIETRE 09 (1) 0 (0) 92 (11) 92 (11)
/AL 09 (1) 0 (0) 92 (11) 8.4 (10)
BLO 09 (1) 09 (1) 84 (10) 6.7 (8)
COVID-19 9.6 (11) 0 (0) 6.7 (8) 0 (0)
ELiES 09 (1) 0 (0) 6.7 (8) 0.8 (1)
G 18 (2) 09 (1) 59 (7) 5.0 (6)
B A E W R 0.0 (0) 0 (0) 5.0 (6) 42 (5)
EH AL G 0 (0) 0 (0) 50 (6) 5.0 (6)
b RGE R 7.0 (8) 0 (0) 42 (5) 0 (0)
RE R 6.1 (7) 0 (0) 25 (3) 0 (0)

FEEE% (FEBFE) . MedDRA/J ver.26.1

FECBNIRRD biveh Tz, EERAEFERIL, 77 R 126 (7o 7 BVEF T
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A/ TR, ROlE, A 1B OAREIRE LB (U S—BEEIN) (ZRIER &Il S v,
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)
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OSAS DOFIET B - WHEHI Y 2 7 5HM, e (35 : MEERETEIRIZIS T 5 MEIR I
BEEOBW - WRICBET DA K742 6 Oy, MEARFEENEUIEERE (SAS) @
WA BT A 2 ¥ 2L, OSAS DOZWHIT X 0 AR o B 2w i
FONRIREAT) 2 LN TE L%z A L TODERM (T O<ERIZEME>SR) o
R8O & TRAIDOLST N AIRER EFHEE CTH D Z &,

MEgE NI, LT o <EREME> (1) I28 2 FaSMEL (2) KB 2%S
HEWTINE AT HHEEMS 1 ALLEFTB L TH Y., AFIC X D% ICHED
MDD S TND Z &y

UIFO<ERIEMS> (1) 28T 58 F2EMERY (2) 2B 272 5MED
ENENDORIK 1 DBFIRLFEFEMEOEGNLETHY . AMERIZHTEL T
W2 WEEFE AW DA, Yek S ME TR S MRk & IR & D (A
EHELTWAZ L,

UUFoO<ERIZEM:> (1) T (2) 1I2BTF 528 F200n T X #HETHE
FHELTRESNmR THDHZ L,

WENOE PR LIZ L DU R B IRE 21T 5 2 & 3 TE D KHIAEE - T 5 filigk
ThHdHI & FEhi LI RGBREIC O WIS GE D2 &,

(5. #eGx5% LR HHBE] O [BREBKITHONT] RO [HEGOHkeE - tikizoun
T ISR Lot 2l U I T &, BB, & Gikiee/mh 1k K OVFE 5 & i b))
IR A R (LR O <[EREE>SM) BV HERERETHL Z L,

< [ER A >

fREOFEM L LT NORBEL-T 2 &,
[ Rifi 6 5P BS54 2 AR O FIHIHE 215 T L72#412., OSAS ORI 5 4ELL LR
R ZHA LT\ b 2k,
ik
BERRGFF G, i 7 UL EORRIKERE A L, €D 55 54D IE OSAS @
BEIRHE 21T > T\ D Z &,
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2B, AARMERTFSOHEMELALTWVDHZ ENREE LU,
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HABERA P2 (1)
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NS TNWDHZ L,

@ BIERA~DRHRIZOUVT
EEHSL U R 7 EHEHE (RMP) O EMERGETFIICER S e mIERR, i Lo
RIS S - RBIERIC ) LT, M akitiek XU Tr B R B O MM A H 3 5 [
Rl &g U, BIER OZWr-Cxt i B U CHRE R OV 2520 F . B H I Y] 72 ALE
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BH-OERDOHMNHT=-> TiE, LR &7 OSASEE TH L Z L 2R T 5.

BHOBETA RTA o OBMIEAEIC LS X TR IIN R~ HET
HHZ L,

o HVERSE LA 0D B S AR R IR 0 0 i A

7272 L. BMIA27 kg/m?LL EIZEEY T 555812 R S,
AFN O Zatd D85, RY Y L 7T 7 4 — (PSG) MAEDFEF D & WML AL
FEFEEL (AHD) 28 15 A X3 NRFREI LA E XX 5 & = & — % H O 7= 66 5 i 5 S
RFRA (OCST) DOFEHEN S REI 28 30 A4 X2 MEFE O ESELL ED OSAS #H
HBETHDH L,
WHOBETA RT A4 L OBWERE K SE fF, EH)e X OAREEGEIC X
2 EIETE X PAP VR 7R & OREER R IRIE ORRIT2 D K 9 e RiT b o b,
AHI OUEIZFHET 5 2 ENE OMRICE DV /RSN TWD, I 2 £ 5 OSAS &
FATF L TAANT & 5 OSAS 1ERE 21T 9 BRI, IERIEIC BT D e O AT A R
TA BB, WU RIRE - EERIEIR D IR A ER L, AR & B h
T MR BT RLEIEC ISR E 3 » AU EFEmL TH, +43 72 RE
PINEBRHFOENBRWEBETHDL 2 L, o, BFHEIZONT, ZoOMIC KK 1
FIOBEBRE LI L D RBIFE2Z T LBECTHH 2 &, o, BFRE - HEE
EICE LTI BB HIC L D508k 2 el 55 L 0 B e kIS 23 FEffii T & T
HZ L EMERL, BLERNEZEIGRE IR T D5 L,
o2 U, MERHEHLUEERE (TR O Bl (KH#52% CPAP IZ X DT CTHUGE L2
WERITIR D) AR E BB S D BE TN T, KANZ X2 BWOIERBE3
WA &I S A, A G- O B SR - SEER LN U0 S C & D EFE TR Y |
[ARAN 2 B 53 DR BV CY LA LS < JEHE 3 » ALLEE_ L CTH, +
IR ERD DR LN VEE ] OB AT ST S, TOMOBE T A
W= HaiE. AROBEHEZBET 22 N8 TE S,
B RBRIZ BT, BMI 27 kg/m?2 LA b 30 kg/m?2 Rt 72 A 54072 FREE SR &
TS Z END JFHI BMI 30 kg/m2 LA EOBFEE XG5 Z &, BMI27 kg/m?
PLE 30 kg/m?2 KD BE~DHH 2 ZET 2551, OSAS (2T 2 R DGR
TA RTA > (MEIRFFEIEEGERE (SAS) OBIRAA R T A ¥ K OPEEREs i
BT D MEIRIF T OZW - GRS 20 A T4 V) #5812, RAIOFNME
K OV 2 o0 B LT L 2 o BEME A EEIZHIT T 5 2 &

[ 5-DOiflke - Hikiz>nT]

OSAS CIEMHEIZ BT A BT OBIEN A RT7 4 %5552, RKEIRS )
R EEEE  BEREAGET AL L BT, 2 y H I 1 BILLEOMEE CE S
BT LD RBIRE A2 T/~ 2 L DNV E RS TR T 5 2 L,
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FHENC IS < BRRE - EERE 2 » A2 1 FLLEOE R TIC L A 0%
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Sy
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AFNE G HIE, FORIRBEE OSEME O A R L, S350 b= 58121,
HMELZZZTH I 08T 22 L MHET » 2 Wz 2 FRIBARMERBRIC
BWT, AAl% 0.15, 0.50 KO 1.5mgkg D& (ZFnEERKHAELZE MC
TR #G- L7ZFEo AUC @ 0.11, 0.31 XN 0.88 5D AUC % & 7= 63 &) Tl 2
A FHeE L& 2 A, WFIRRE L bl LT, HURIR C fARMES (IRIE R OYE)
FABEE OB T X COHBETAHA LN, rasH2 N TV AV 2=y I~ 2%
H7z 6 5 AP AFPERBRIZIB W T, AAlIZ 1, 3 O 10 mg/kg O HETHE 2
M TG L& 2 A, FURIR C MR OB & 2\ M LS %8 A S8 s 8
RO DL T2, HURNREERRE OBEE O & 2 B M ONFUIR R B S X250k
WA WAEIEIE 2 B O FHEIE D & 5 A X 2 AF O MR L Tz,
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1. IXT®IT

=S OAT N « BEMEDOHEMR O 72O 1E, TRASCEE IS W 2l E 2 23 ko
LD, BT, IFEOREAHT ORI J 0 | BUARE K54 0 o 70 B E R
EAHTHERLNARINDZT T, 20O DERNZEICHE LT 5 BE YR
THZIEDRMBEOPEE 725> TV | BFMBOEE & dOEDIEARTTE# 2016 (CFAK 28 4
6 A 2 HERERE) I\ Th, EHmEERLEOHEHORECHEZXNS Z & & &h
TWo,

FHUER T 283 2 EEMIE, EKBERSL M 7 e 7 7 A VB FOEIE S & W]
ODNNCHERD Z WD, ZDD, AR OVZEICET 2 RS oS END
ETOM, YHERKLOBBEZMZIT 52 ENMFSNABE IS L THEHNT S L L
B2, BIER I LB B it g & B 2 & N al R — E OB A4 7=
BCHEATZENEETHD,

L7eRo T, KIA KT A4 TiE, BB N E TIZE LN TV D EEFIRER -
B RIS & . LUF OEIES O fi 2260 2 HaE T 2815000 b LB BE . 2 %
F RO EFEERT,

¥, ARKHTA BT A %, MSATBAE N EIE SRR AR AP, — BN AR
Worsess . —MAERTEN B ARIEGR 2, B ARBFIERES S, — AN B AR R
P AR FIE N HATRER 287 e OV A MR N HARNB 2SO o b LR
L7,

WG LT DIEIRS By TN U R 2.5mg 77 A A, R T Smg 77 4 A,
[F B2 TVE 7.5mg 77 A A R FE 10mg 77 A A, KT
I 12.5mg 77 A A, [ATE 15mg 77 A A
(—ix4 « FLEFR)
W ERDPREUTHE « JEAE
=L, IR, HEEREE L 2 BRER IR O W E A L
BEHEEE - EBEEE AT TH R BRR G o T. LITICH
VT D581 RS,
BMI 7% 27 kg/m?> LA ECTH 0 | 2 D LA oo i (2 B3~ 2 R
EEEZHT D
BMI 7% 35 kg/m? LA |-
WNEERDHEROHE - 8%, BAIZIE, F/AEBAAFRELTHEH25mg BB L.,
4 BORMET 2.5 mg F>#® L, # 1 [ 10 mg & B FiEH5
%o
¥, BEORREBIZG U CHEEIET 525, @ 1[5 mg £ T
B, T4 BB EORE T 2.5 mg 3o 1 [E] 15 mg £ TH&
T 5,
B g EHAARA—T4 VU A




2. KRIORK. ERBF

B 1Ak & AR E A X T AN TR Y . 2 BB, mIE, IR
FLEIESE DOFIEIZ B D D fEIRIN 7 Cd MV X 5|2 T B0 R B REE O Ff
HHOMWADREY A7 @D EIITNAY, HARIZEBWT, JEME OEIE I34F 4 1
MUTEY, BAETBEIC LS ERMERE - RERE (2022 4F) TiX, BRABED 31.7%
R OSRAN D 21.0%A50#  (BMI 25 kg/m2 LA B & 58) LHMiESh TV DY,

—WRAEHEE N B ARG %242 (Japan Society for the Study of Obesity : JASSO) D #gHi D
WBIRTA R4 2 (IBWIEZEN A RTA4 L) T, B & WV Bk 2 e 5
Ll & MR U CRIE T AR E A A L, BB DR ETREE L E T
HIEEHEZ R E L TR T 2 2 & ZfEICXAI L T\ D, BEDOEm CH->TH, N
fig&fGg G O BRI X B 5A TR CBE S 2 S 0HENRIE L3 W2 s ShTn
BV ZNHDOREEE 2, IEMEZRIA RT7 A4 2Tl IEMEOZKEYET [BMI
2525 kg/m?* L BT, LFOWT N DOREZm -3 5E 1) NEHIEDOZENIZ L2
EEEEZAT DL, 2) @i v a— 2 W@k ic X - CHIRIENERE 100 cm?
VI b & g8 S = IR A LR (RS O S 00 A XM b)) | ST d,

NEIERZIE AT A K7 A L ClE, MmAE IS 33 2 38k, B - il - fTEiE LD
DAL TG EEUGERE T TR ER A O N2 WGEAICEET L ShTna,

WA LB S 2681, © F oAb U7 S F-1 (BLF, TGLP-1)) %
FEVEEIR 2 5 OBFEGE L TR Y | IR OBEEHENA RIS Tnd, AR
IZRWTH, IEEHE SR U CESEANSEY) 2RI R OVE BN S5 X 5. B ARG
s e DT E RN 2 i O D B0 LA T TR Y | I I BE S B A E S
A TR IETE 7 — % > 7 7 Lb—7 | 23 SR MIEE OB A B 5 L CREE A
A THEIT 52288 LE THAES 2018) NEXEINTWAHAN, BIEFHWHEZ
NESEREE RV IR & 4T 0 IERHEIC K9~ DIEHIED =— XABFET 5, 2D X 5 720k
P A, BEGIE OB LUIRERIRE 2180t 2 A E LT v I N o R T (—
Wt . FIBNRTF K] ORI TN,

AFNE T NV 3 — ZELFEA A ) R WHRIEAR U X7 F R (LUF, TGIP)) =&K&
O GLP-1 ZHFRIZxT 27 A=A MEHZHT DT NVENRT RIS T2 1
B FHRGRANTH D, BUE, HARTIIARBOEDIR G THDLTFNVERTF REEHT D
1\ FERGRE (v Yy a2 ) 2 2 BUBERFEORBEE LTRSS Twn
Do

AREIL, PRI AT D GIP Z AR O GLP-1 S8R % U TR A i
5Tl FTo, GIP ZFEROTEMALIZ L U | A AU & &ITMNE U 72 REHIR R 1045
RIVE RO GRS N S FURNMIIZ S T 2 IR E RS T 5 2 &%
IZE - T, MEBDERZRT LB 2 B Hx



3. BREREGE
RS AR 52 KGRI B AT 21T - 72 =R B R AR BR D Al 2R3,

(1) ey B A b G & U 72 [EPNE T AHEAR  (ISF-JE-GPHZ #X5R)

[FRBR T 1 O Z]

A AN ERE B (HAERE 2 261 5], 5HE 87 B) Z BT, AFeRtik K ONER)
FIERIAT T CORBOHEMER WL B2 RFTT 2720, 77 v RxREEA &S
F AT R ] eI 8 T < A7z,

L - HEE, 7788, AF10mg UIAA] 15mg 238 18], JEHB ST RBE I
THh (S &z, AFIOBIEHEIL 2.5mg & Sh, SHEFFHE (10mg X
(T 15mg) 1TET L E TA4AMBMIC 25mg TOMWEET L L Lani, b, AATE
RVVEIBIER VRO bR E I, 1 BoOREE (15 mg & 12.5 mg Z 10 mg (2
B, 10mg L T2 7 78RICET) §H2LBAMEE SN, HELTHLARTERNWE
FHIERDSRD LD GEITH T 52 & & sz,

FHMEO FEFLIAH (co-primary endpoints) (£, X—A T A b5 72 HEFE T
DREELRE L OG- 72 BRI 5%LL EORER D 22k L 72 RE oFle & Siv,

(T e BRpULTE)
o 20LLE
e BMI 7% 27 kg/m? B T 2 DL EORER I BIE 2 fEEfEE 2415
BYEES
BMI 2% 35 kg/m? LA ECd 0 1 DL ORI BES 2 @kpEE™ 2615
M1 AR (BT 2 BRI, WAERERED, & NV 2V 'Y NiEY UIFHET
v a— AR B O T E Sz
o (KEZBDVIEL-OOARFEORMAIC 1 BILLELK LTS (HOCHE)

(F72FRAMIEHE)
o BERWOMEEZ AT S

(B IRE M OE SR 1)
AREBRHEARI P, HBEITIX 00 4. 8. 12, 24, 36, 48, 52. 60 M UX 72 IR - JEHEh
WEO T ) T T,

o  RHEIL
TBER A7 2 — LIt > T, JASSO DHA KT A 2% B&EIX. U PR
TZRNLFX—EBEGIRE FHEREZONT VACES 2L CEEFEOIT Y

1) Visit 2 (JEBRIRIZ 554 2 BRRT, LLTEER) CFEET /R0 70V a—2A6RE (OGTT) OfEE, 07 Lra—
ZEA 110 mg/dL Lh BT 2 B 270 20— A 78 140 mg/dL LA ETH Y | Visit | (RBRHEIE 5544 4 BRAAG. LLTFER)
T OY Visit 2 IZB W CHERFOBWEE A /72 X700, RIGERCIE. AAROHERFZIEAT A K712 2019 (J Diabetes
Investig; 2020: 11: 1020-76) @ THFRE] 123% 49 2 EEMRIMERE L& EN 5 L O MERREFE N ER I,

2) Visit 1 XY Visit2 OZEfERE N U 7' U & U K28 150mg/dL UL ETH 5,

3)Visit2 ® MRI 712 kB EERERER (FrouiflERSREIC X 257 MM) CHIE L/-AFIRESAS & A3 (HFF) 25 5% L Th 5,
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VI ERITAHZE SN, ek, BEIIE. AV U 7 KBERT3 HIOR
%@W@&U%W%@@Wﬁ%ﬁm_ﬁkﬁé:kﬁ%ﬁéﬂko
IRAKAEID I B 1E T R L —DH) 50~60%
BRI EIPBIXT RV — D) 15~20%
EE BT R F—DF) 20~25%
BMI 7% 27 kg/m? LA ECTH L EE D 1 HOT R/ —4BIERITH K 25 keal/kg X
YR (BMI: 22kg/m? £9°%) . BMI2S 35kgm? A ETHHEED 1 RO
TR X —fEEE TN 20~25 keal/kg X HEHE(R R 2 HZ LT 5

o JHEENRIE
HEVE 2 B Y D OT X TOKEBE T, 1 #EH720 150 43 LL EoiEdh % H#E
["™IHZ L EENT,

[ 53]

HEVEZEIT T ST 267 B (77 B REE 89 B, AAl 10 mg & 88 1. AHI 15 mg A
90 f5) EFIEERIEDOE G- % 1 [Pl =T, ZOW, 225 1Y (77 2AREE 75 fil, K
#1110 mg B 73 61, AH) 15 mg BF 77 1) 75 mITT 42 Q2 S VRTS8 & S,
mITT 4728 372 B WERNT RS EE M & STz, AERIC B9 5 SRS E 2 A9 D1
BEOEISIIRIDEEBY THolz,

1R B S 2 AR E 2 H 9 D #RE OFE (mITT 4£H)

e |~ B 2 BRI ESU
it AE 65.8 (148/225)
AR 89.3 (201/225)
NS 53.3 (120/225)
e R UE - A 35.6 (80/225)
sk N AR B 2.2 (5/225)
JRrEZE 0 (0/225)
ET v a— VIR PERT R 98.2 (221/225)
HREE - LR 2.2 (5/225)
P ZEPE IR ey SE P O RE (R - MR RO (B 8.9 (20/225)
)RR A 8.0 (18/225)
JIES i B s M 4.0 (9/225)

FIE% GXLFEREA FI%0)

(F i)

FEFMEH (co-primary endpoints) T HX—R 7 A L inb G 72 R £ TORE
AR K OB G- 72 IR 5% LA EORERD 2@k L2 RE 0BG 1IE 2 0L BY
THY . 7T BRITHT 245 10 mg K OAA 15 mg OE-MED R S vl

4) ER ORI TEIS GCP Il G R B AT - TV IR BRI SR CARBRI IR 5 B RN &
TV —FBOTRBRFEN E R CHLA AN BT HBRE 42 Bl 2 BRI LIl S & S,
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#£2 N=RITA U DEE 72 B E TOFELRLR

B O - 72 8BFIC 5% L O (RERD 2 R LR E 0BG (mITT 4£H)

- 7T AR A 10 mg B AH) 15 mg B
=7 (1 TE
RHAE H (75 ) (73 ) (77 )
N 92.0+1525 925+15.15 91.9+14.84
ATV ORE (ke) (75 1) (71 1) (76 1)
. 90.5+16.01 76.3+16.07 71.9+14.70
852 AROKE (ke) (66 1) (59 f) (65 )
. —1.8+4.94 —18.4+7.61 —22.6+8.90
BlE Bl (%
55 2 AROEERLE (%) (66 ) (59 ) (65 )
7T AR L OB _ —16.1% —21.19
[95% (5 X ] [—18.7, —13.5] [—23.6, —18.5]
Beh 72 MO 5%LL B AR EES 212 (14/66) 94.9 (56/59) 96.9 (63/65)
7T RFEL OFEREIG O B 4.72 4.80
[95%{Z 8 X ] [2.99,7.45] [3.05,7.57]
TR REEL DA v Ko _ 119.659 153579
[95% (5 4E X ] [29.06, 492.67] [36.03, 654.53]

FHE RS GHIAE) SUIEIE% GEUBIEUEENEL) . BEMZEITR N T REHOE [95%EHKMH]

— MR L

a) BERE. SEMGMR A, AL RS OZEER, N—25A L OEE, X7 ) —=2 JEEOMERERE OFE, X
7)== JBOR M) 7)) FIGEOFE, 27V —=2 FBEOIET )V a— W AERERAERF R B OF 8 & OER %
DAL E U, HBRE NI S & (]E L 7= mixed-effects model for repeated measures (MMRM) (2 XY &,

b) BIE 2)? MMRM & & 0 B SR EZLRO T HIE 2 V- ORI A st B5HA2HAEHRE o5t
BRI KV EH, AT TIE. ST A—FHEICBNTRARRER LR LD, XR—AT7A VOFE, 27 ) —=

VEEOMEREREOFE, R/ ) —=V 7BOE ) 7YY FIVEOFE, 227 Y —

N Wit RTR BB D #E K OSBRI Z A I C & D e o T,
¢) HIE a)?> MMRM (12 X 0 B S - REE(LRO TRIEZ AV CREIEZ ek, TG, ~S—2AT7 1 VOFE, 2

7)== TREOMERERRTORE, 27 ) —=V RO/ N 7)) FIUEORR, 27 ) —=2 FBEOIET IV

= — JUHERR I PEITF R BB DT M8 Je ORI & BB A S & 5 Firth fliEZ AWz m P27 ¢ v 7 BIURIC LY FiH,
d)p<0.001, AFI10mg BEL 7T B RBEO B OAK] 15 mg BE L 7T B RO EIC Z 2l il A Bk 2.5%2

While,

IWEDIET L a—

o, ERRIVGHEER ORIRIT, RIKVERIDLEBY TH-T,

#3 &5 72 BT 10%. 15% X3 20%LA Lo RE R 23Rk L7z #i5E 0BlE (mITT £H)

P AN <A 10 mg B AA 15 mg B
(75 f51) (73 f51) (77 )
10%L - 46 (3/66) 88.1 (52/59) 92.3 (60/65)
15%LL F 1.5 (1/66) 67.8 (40/59) 83.1 (54/65)
20%LL F 0.0 (0/66) 44.1 (26/59) 66.2 (43/65)

FlE% (%24 GIEURHR 71%0




F 4 MpE MEROIEE AT A—F BT 27FBEE (mITT £H)

- 77 e AR A 10 mg B A 15 mg B
PR (75 fil) (73 1) (77 )
RS 5.66+0.32 5.65%0.34 5.67£0.35
HbAle (%) (74 1) (70 f51) (75 1))
e 5 72 R 0.010.27 —0.54%+0.35 —0.61%0.29
DR (66 f51) (59 1) (65 f51)
. 97.20+9.85 96.13+9.14 97.55+10.94
ZE G0 if 5 (72 1) (66 f4i) (73 f31)
(mg/dL) B 5. 72 JA 3.08+11.40 —11.36%9.16 —9.84+10.27
DIEALE (66 151]) (59 i) (65 f3i))
R 125.0%12.95 1254+12.99 125.5+11.97
IfE 4 if (75 ) (71 f5il) (76 f5i)
(mmHg) 5 72 1.7£9.08 —114+13.37 —12.1£13.04
DI & (66 ) (59 ) (65 f31))
. 80.0£9.65 79.3%+9.05 79.7+8.28
PERI i (75 f51) (71 1) (76 f31))
(mmHg) 5 72 EEE 0.3%+825 —6.2%10.35 —6.318.80
DL & (66 ) (59 #1) (65 f3)
R 212.5+36.48 210.1£38.40 213.7%35.82
Walrzxro—iu (72 f31) (66 Bl (73 f31)
(mg/dL) 5 72 EEE 0.07£10.44 —840+14.27 —11.95+13.54
DEE (%) (66 f51) (59 1) (65 f31)
. - . 132.8%31.55 132.1%+33.92 133.7+31.14
R R IR (72 6 (66 1) (73 6
(mg/dL) b 72 kR 1.8+15.05 —8.6%26.52 —133+19.14
DELE (%) (66 ) (59 #il) (65 fil)
N 50.9+11.47 49.8+12.05 49341042
B I (72 41 (66 1) (73 8
(mg/dL) #5720 3.7+12.34 154+17.77 17.5+21.55
DEE (%) (66 1) (59 i) (65 f5il)
. . - . 179.4%90.71 180.9%+89.16 191.4+91.88
71“’*5“#; A I (72 1) (66 1) (73 i)
(me/dL) B 5. 72 JA R —3.7%£34.40 —33.1%£29.43 —424%2373
DELFE (%) (66 151]) (59 #i)) (65 #i))

FHE i EEE GEHEEIE)




(Z2 )
WO GHET 5%, EIZHEEBL L A HEFLLORIERORBLRDUX, 50L&
BYThot,

K5 DTN OERERT 5% LICEI LA EFSRORIER OREIVRIL (R G 4EM)

4 77 REE (75 6) AF 10 mg & (73 1) AFH) 15 mg B (77 Bi)
FEFES BEIERA FEFES ElEA FEFES BEIEA
I _RTCOHER 69.3 (52) 10.7 (8) 83.6 (61) 56.2 (41) 85.7 (66) 63.6 (49)
{5 i 6.7 (5) 2.7 (2) 16.4 (12) 13.7 (10) 273 (21) 234 (18)
L 40 (3) 0 (0) 13.7 (10) 13.7 (10) 23.4 (18) 22.1 (17)
COVID-19 17.3 (13) 0 (0) 21.9 (16) 0 (0) 19.5 (15) 0 (0)
FEEL 147 (11) 0 (0) 13.7 (10) 0 (0) 14.3 (11) 13 (1)
UFLR 40 (3) 0 (0) 6.8 (5) 41 (3) 11.7 (9) 9.1 (7)
T 40 (3) 1.3 (1) 123 (9) 8.2 (6) 9.1 (7) 7.8 (6)
ARRBER 1.3 (1) 1.3 (1) 12.3 (9) 12.3 (9) 7.8 (6) 7.8 (6)
R AN P 0 (0) 0 (0) 6.8 (5) 6.8 (5) 52 (4) 39 (3)
B S 0 (0) 0 (0) 5.5 (4) 5.5 (4) 52 (4) 52 (4)
SIE RS 53 (4) 0 (0) 1.4 (1) 0 (0) 52 (4) 0 (0)
BE i 1.3 (1) 0 (0) 1.4 (1) 0 (0) 52 (4) 0 (0)
i 53 (4) 0 (0) 5.5 (4) 0 (0) 3.9 (3) 0 (0)
S 6.7 (5) 0 (0) 2.7 (2) 0 (0) 26 (2) 0 (0)
_IHEE S 10.7 (8) 0 (0) 9.6 (7) 0 (0) 1.3 (1) 0 (0)

FHEEIG% EHREED

FEBNIFRD DI oTz, EERAFEFRII. 77 2RSS Fl (B, BiEhHE
K, DAMECHHFEZE, BYERIZIRICKIE, SEAVEREESMED F N, & 1 61) . AAl 10 mg #F
8 Bl (COVID-19, HMHo., RMFE%E, ZLFLIU AN B Hmﬁﬁ?&% AEMEMSE . RIGA
U—"7" BISEAEEE. & 16D AAI 1S mg BES 6] (e, 2B EER, REEX &
PERSREE . FEPNEERE. & 16D (2880 b=y, BITEA J:#IU?éiat$% X720
Tro BeGHILICE > - HEFGIL, 7T RS 6 (BVEOBEZE, M, B PEEE,
Hﬁ%fﬁi% BB, & 16D, AF10 mg B 7 6 GEO, AP, HERE, &
R, RAEGR, B ARE. MEEIE, 45 1B . ARHK 1S mg BE 8 I (LD 4 I, fEAK,
GFBRERECHEIN, e NIBARRE . =, 45 1) 1RO b, TOWN., AH 10mg B 5
Bl (L, AR, HERER, R, BAEEE, & 161, A& 15mg #f 6 i
D4, fERL, AERRERECIE N, 451 61) DOFERIIRIEM &l shi-,



(2) JESEAESE O W R 2 %f 5 & U 7 [EIRSIE R 2R 10 AHEAER  (ISF-MC-GPHK #R#k)

(BT 1 O3]

AARNZ & e IOE S5 OgRF (B ARG £ 2400 1], £8F 600 f3]) Zxf4c, B
L N ONEERVERETT F CORK DAL N2 G 5720, 777 B A x i
IV A b S RO TRER ik 23 34 S vz,

Mk - HEE, 7788, A4 5 mg, A4 10 mg XIIAH 15 mg 208 1 5], JEH X
IERBREIC R e (A S & &z, AAIOBREHIEIX 2.5mg & v, SHEFRH
wm (Smg, 10mg XiX15mg) (Z#ETHE CTH4MMEIZ25mg TOMETLHZ LEEN
2o 728, DETERWEBIERDGE® S NIHERE 1T, 1 M OAEE (15mg & 10 mg
WU, 10 mg & Smg ([, Smg 27 7 BRICAHE) NafRgd S, HELTHA
RTCEBROVHBERNRBDO NI GEEHIETH & ST,

FHMEO EEFLIAH  (co-primary endpoints) 1E. AH| 10 mg IFZAA] 15 mg & 5-KF
BT HN—=AT A b G 72 WRFE COFREER KOS 72 HFFIZ 5%LL Lo
IRHE D 2 R L 72 RE OFIS & ShvTz,

(T 7R PRUILE)

o 18mLLE

e BMI 2’ 27kg/m? BA BTl £, JRE B FIES, PHZE M MERRIRE HEREILE it L <
OB REOWN TN E AT S
NI
BMI 7% 30 ke/m? 2 |-

o KEEZWVEIELZOOBEOEHMAIZ 1 BILLERK LTS (HEHE)

(T BRI EYE)
o FERMOBEREEZET D
o JEEITRT DABHERZZ T - XITIZ T2 TPERS D

(f Sl M ONEERYE)
AR BEITIX 0, 4. 8. 12, 24, 36. 48, 60 KON 72 WHIE AT - EEEE
DH T T RThiT,

o EEHE

A2 BIHRE L OV OB OKRE T, BEIILL PR T = r L X — B EGHIR & 3%
RBEFEONRT UV AEREZHCEREONI T ) T RZTHIE &SN, 7
B, BEFIE, A0 U7 KEERT 3 HIIOBFEONE L OF IRIFEIONE %

FRICRAT A Z LR ST,

JRAAEID D 5 1 E = L F— DI 50%

5) FIERFRE CIEFE. UGBS 130 mmHg LA B, 35 U < (Z45E#IME 80 mmHg LA RIZE4 T 5 & &ant,
6) MR RFEIREE CIHE DT, ILDL 2L AT o —8 160mg/dL Lk, FY 27 UEY F28 150 mg/dL PAE, #HL
<ITHDL = L A7 11— /L3 BT 40 mg/dL A, Zoth T 50 mg/dL RIS T 5 & Shiz,
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BRGNS T R — DRI 20%

NEE D> BT p L F— D K 30%

HEE— HB = /L X —34 2 & (total energy expenditure : TEE) 275 500 keal

32 LB\ R L —

%2 TEE (kcal/H) =52 (Basal Metabolic Rate : BMR) *3X 1.3

%3 BMR OHERZUILA T D LD

PER i BMR (kcal/H)
18~30 % 15.057xEEEOKRE (kg) +692.2
Bk 31~60 5% 11472<EBROEE (kg) +873.1
60 REAR 1L71I<EROFE (kg) +587.7
18~30 % 14.818xEEEORE (kg) +486.6
i 31~60 5% 8.126xEBEDORE (kg) +845.6
60 REAR 9.082xEBEDIRE (kg) +658.5
o EENRIE

BEVEZ BT R O OB DTN TOREET, 1K HZ0 150 43 LL L OTER) 2 #E

"Wyprzeeahi,

CEED

R BT &7z 2539 6] (777 B2 REE 643 11 (HAA 33 1) . AHI 5 mg £ 630
(HAN 30 i) . AHI 10 mg B 636 5l (HAN 30 6), AAl 15 mg #f 630 il (HAAN
31 61) REIDEERIEDOE G2 1 [Pl B2, 20N, 2517 FID (77 & R EE 637 5] (H
AN 27 Bil) . AH 5 mg BE 624 5] (H AN 24 1511) . A 10 mg 628 1] (H AN 22 i)
AF 15 mg BE 628 il (HAN 29 ) A3 mITT S M O EMEFRIT IR & S,
mITT £ 1728 F 22 B MERRAT XF RAE & STz,

()

FHFHMXE H (co-primary endpoints) T HX—RA T A 2G5 72 #KFE TORE
ZALF K OG- 72 WIRFIZ 5%LL EORERAD & 2@k L 72 #BRE OFIA TR 6 DL BY
ThHY. 7T BRITHT 24K 10 mg K OAA 15 mg OEBMED RS vl

7) EEOBRRABRC IV CEIES GCP IS TNE & R FH A 1T - TV IRBG R SR MBI AR ER (LR 2 BB EFENR R S
TV —BOTRBR I EFRHERT CHLA AN DIV BB 22 (B & BRA L 7SR 033l 4 & STz,
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F£6 N—RITA UG 72 EIEE TOFELR LR
B O - 72 J8BFIC 5% LD (RERD 2 R LR E OFE  (mITT 4£R)

(i E 75 REE AHl 5 mg B AF 10 mg & AHI 15 mg &
ale (637 f8i) (624 f4i]) (628 f) (628 f4i])
NR—=ZFA v 104.94+21.45 103.2£20.68 106.2+23.29 105.6+22.96
DORE (kg) (629 f51) (617 {51)) (621 f51) (623 f3i])
5 72 JEEE 101.5+22.77 86.020.58 83.2+23.35 81.8+21.87
DOFEE (kg) (466 1) (535 f31) (526 1) (533 f31))
e 5 72 —3.3%+6.96 —16.5%9.13 —21.9%10.16 —229%+10.16
DEEELE (%) (466 1) (535 f3) (526 f1) (533 f3)
7T u AR L ORERZEY _ —135 —18.9% —20.19
[95%(E X [#] [—14.6, —124] [—20.0, —17.8] [—212, —189]
B 5 72 #EED 5%L 34.1 90.3 96.4 96.3
KRR R ES (159/466) (483/535) (507/526) (513/533)
77 e R L DEREIG O B 3.18 341 3.41
[95%{ZH#F X 1] [2.80,3.61] [3.01,3.87] [3.01, 3.87]
TIRRBEE DA v X0 _ 2341 74.849 74.08%
[95%{E 8 X [#1] [17.00, 32.23] [47.39, 118.17] [46.97, 116.82]

FHE IR GHEFE) UTEIE% GERUFBEMEIL) . HRZR DR FHOZE [95%EHXH]

— ML

a) IERE, FVERE AR, IREREL FHERE SO EER, N— AT A U ORE, HIEALRFORTIERF OF H, Hull & Ok
A ZBHEEE L, PEENRRECERIE L (RE L7 MMRM (2 & 0 B,
b) BE a)> MMRM (2 & 0 B S AEEERO FRIEZ AW CREZ ik, BEHE. N—2A T4 COFE, &
TEZALRF O BIHEIR I O S OMRI 2 B AR L 9 2 0 B AR IS L 0 B, ABTr <,
TEYREERZ RS20, HBuIBHERICE Do T,
¢) MIE a)®> MMRM (2 & 0 B SN 7= FEE(LROTRAEZ O CRRAB A #5Ek. K5, N—2T7 A OKE, &
1EACREDBIHEIRT O, Hus K% OWER 2 B & 95 Fith EZ AW on Y27 ¢ v 7 BRI L0 B,
d)p<<0.001, A 10mg # L 77 £ ARBEOHEKR OAH 15 mg #E L 77 £ RBEOHEIZENE A BAKE 2.5%03H

WhHil,

T, ERBIWKEHMEEE OFERIZ, RTEPESDELBY ThoTz,

T A—HHEEIZF

7 5 72 BRI 10%, 15%. 20% Xid 25%LL B RERA 2Rk L - RE OES  (mITT £H)

A A 5 mg B AA 10 mg B AHN 15 mg B

(637 f51) (624 f5) (628 f51]) (628 f3)
10%5) E 17.4 (81/466) 75.0 (401/535) 86.1 (453/526) 90.2 (481/533)
15%L) E 7.3 (34/466) 53.5 (286/535) 743 (391/526) 782 (417/533)
20%L) E 1.5 (7/466) 34.0 (182/535) 56.8 (299/526) 64.0 (341/533)
25%L) E 0.4 (2/466) 17.8 (95/535) 36.9 (194/526) 413 (220/533)

FlE% %4 GIHEUEHR 1%
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£ 8k, MERUIEE T A—FICET 57FMEE  (mITT £H)

SE{E 77w REE AH 5 mg BE A 10 mg B AH) 15 mg B
B (637 51)) (624 f3i) (628 1) (628 151))
RS 5.57+0.38 5.56+0.36 5.55+0.37 5.55+0.41
HbAlc (606 151]) (602 f3i) (600 f51) (606 151))
(%) Beh 72 EER D —0.08+0.30 —0.41%0.30 —0.49+0.32 —0.51+0.36
& (459 f51) (527 i) (516 f51) (524 f51))
R 95.77+9.57 95.34+9.84 95.58+10.77 95.18+10.27
ZE i B i (606 1) (603 f3i) (599 fil) (606 1)
(mg/dL) [#5 72 5@KFD 0.66+13.50 —7.70%=13.47 —9.98+12.02 —10.40%12.63
L& (457 51]) (524 f51)) (517 f51) (521 51))
R 122.7+12.60 123.6+12.52 123.8+12.86 122.94+12.91
S5 340 . (628 #51)) (618 #il) (621 1) (623 f51))
(mmHg) (5 72 @D —1.1%=11.70 —75+12.85 —9.1+12.98 —8.0+13.03
& (466 151]) (535 f3i) (526 f51) (533 f51))
R 79.5+7.91 79.2+8.17 79.9+8.32 79.3+8.21
PERI i (628 151]) (618 1) (621 1) (623 f51])
(mmHg) (&5 72 @D —12%+823 —52+8.76 —6.0%+8.82 —4.7%+923
& (466 1) (535 #il) (526 1) (533 f51)
P - 190.0+38.67 191.0%40.03 194443875 190.9+37.88
DL (606 151)) (603 f3i) (599 f51) (606 151))
(mg/dL) B 5 72 D 0.52+18.09 —3.68+16.31 —4.60+17.05 —6.46+15.96
ZAbE (%) (458 f51)) (523 f31) (517 1) (520 f51))
. . 113.2+33.29 113.3£32.30 116.3+32.83 114.0£32.66
L];L;_ff ST (573 f) (584 1) (574 ) (582 f)
(mg/dL) P 5 72 D 3.05+28.63 —1.70£26.60 —3.55+26.37 —5.97+24.89
g (%) (456 f1) (514 #il) (511 f51) (515 f1)
N 48.0+1261 492+13.14 48.9+12.73 49.0+12.62
Rl I (576 1) (589 ) (577 1) (584 1)
(mg/dL) 5 72 D 282+17.42 8.68+20.19 10.13%+20.77 9.96+20.65
ZAbE (%) (458 f51) (518 f3) (515 f51) (519 f51))
. . 146.4+82 81 150.1+151.96 144.0+87.89 142.6+82.01
e I (606 f) (603 f) (599 f) (606 6
K (mg/dL) 5 72 D 0.5+44.65 —18.4+34.76 —19.2+38.52 —248+37.73
ZALE (%) (457 51)) (522 1)) (515 1) (518 1))

FHE i EEE GEHEEIE)
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(Z2 )
WO GHET 5%, BEIZHEEBL L A HEFLLORIERORBLRDUE, £ L
BYThot,

RO WTNLOBREHT WU LICER LA EFSERORIEAORBERN (ZEMMITx S 4ER)
77 AR (63761) | AAISmg B (624 ) [AK 10 mg B (628 7) | AH] 15 mg B (628 f)

FRA FEFES BITER FEFR BIEA FEFES BITEA FEFES BITER
T RTOHESL (719 (458) [30.5 (194) [80.9 (505) [55.6 (347) [81.8 (514) |62.3 (391) [78.8 (495) [61.1 (384)
N 9.6 (61) 8.0 (51) [24.7 (154) [21.0 (131) [33.4 (210) [30.7 (193) [31.1 (195) [28.5 (179)
THI 72 (46) | 5.7 (36) [18.9 (118) [154 (96) [21.3 (134) |17.8 (112) [22.9 (144) [19.1 (120)
COVID-19 14.1 (90) 0 (0) 15.1 (94) 0 (0) 15.6 (98) 0 (0) 13.1 (82) 0 (0)
7L 1.7 (11) 0.8 (5) 8.3 (52) 6.7 (42) 108 (68) | 10.0 (63) | 12.3 (77) | 10.7 (67)
AT 58 (37) | 41 (26) [16.7 (104) | 13.5 (84) [17.4 (109) | 14.0 (88) | 11.8 (74) | 10.0 (63)
HIET R 4.1 (26) 3.1 (20) 9.0 (56) 7.9 (49) 9.7 (61) 8.1 (51) 11.1 (70) | 9.9 (62)
ARRBER 33 21) 3.0 (190 |95 (59) | 8.8 (55) 11.6 (73) | 11.0 (69) | 8.6 (54) | 7.3 (46)
SEUE 6.6 (42) 1.6 (10) 6.6 (41) 3.4 (21) 6.8 (43) 3.2 (20) 6.5 (41) | 3.5 (22)
WLESE 0.9 (6) 0.3 (2) 5.1 (32) 1.3 (8) 49 (31) 1.3 (8) 5.7 (36) 1.1 (7)
BLO 0.6 (4) 0.6 (4) 3.8 (24) |38 (24) |53 (33) |49 (31) |56 (35) |51 (32)
R 3.3 (21) 2.4 (15) 50 (31) 3.5 (22) 5.3 (33) 4.8 (30) 4.9 (31) | 4.0 (25)
B S 0.3 (2) 0.3 (2) 2.9 (18) 2.7 (17) 5.7 (36) 5.6 (35) 46 (29) | 45 (28)
FEMEDEWV | 24 (15) 0.5 (3) 4.2 (26) 2.1 (13) 5.6 (35) 22 (14) 4.1 (26) 1.8 (11)

FHBLEIG% (GBI

FELBIE, 77 2 AREE 4 61 (ZERIE, SrbDAR42, BEHZ%E, it & 1 61) .
AF) 5 mg £ 4 # (COVID-19 ifidk 2 fil, AFA4, Z23MAME, & 1 61) . AH 10 mg # 1
Bl GEN) . AAI 15mg BE 1 6] (SARS-CoV-2 M) I3 b, TOWN, AK| 5mg
BE1LB JFAD) XREIVER &l <z,

HRERAEFRLORETIEICEST-AEFLORBRMITE 10 KOE 11 O LB
nTHot,
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# 10 EELRAEFGORFRN (REWMITH5ER)
B FEHURIL AR
COVID-196 f, COVID-19 fitigs 4 fil, B 3 ], FERE, ZWHREEE &2 6, A%
PERESE OMBASE O, B O, FEED E VY, BfEMERE O, B0 RE 0, B/
6.9 AN 2B R IGEAZE O, AlE, mitEmzat o BYEIEFES . 1BMEZER/MEETE, IP
(44/637) | Hoffn. BEMENE, PRREREINE, HERFLMRAE, RERSIRR, HORIRILSER/+ —feE 5w iRk 4
5 B, BER, IRRE, EENRER. FrREECAD A, LR/ E M B fEE,
e, BIERRRE S, ASTE. FLE PRI, etk JEDNRIERE A 1 B
COVID-19 fitiZs @ 6 f5il, REAGAE ©, HERD £ 3 F, EME/ SEREE R 2/SARS-CoV-2 FRE R
PRSP EEAT AR 2 O /MIEIE, ArEER Y 2EBREE Mgk, FREMEA LT R 9,
RISZIRE . ZBERy L RMAME O EEEEIT. MEERIBR. BirtkitiR. FkEFERE
B, REEPOIE, BRTE, RERMEDIEE. Mk, WA, 75 PEE/II AR N IrE
TFRESEE 1 #1, MEEEAR. KO OF/IEUIEIENR /5, ErEREE, BEREEREE.
Ji. HEBMEBIRZE D, S LEE, RIERY, SRR, Wigk/oa U A L ARG,
COVID-19, fRERHIMN & 1
COVID-19, REAJE 4 3 fil, COVID-19 fifize, REZELR ©, SPEABZESR & 2 6, REAE 9/8E
JRFESR o, BB/ RIS S/ MRS AE Y/COVID-19, (K fLE/ AV R e/ At B EE g
BERIG S OBIENE S =2 v 7 BRERER Y, WM 9, ZRAEREEE, Bk, Btz
AAl 10 mg 6.7 . COVID-19/ffiligde . A& I K D EmMERL, A v 7 « IERFERER 2, BERIE, BR4A,
Fie3 (42/628) | B, RN O, IRIGEEY, BB/ 2 BB /B P/ B B B ., B R AR
Bl D £V IREMEREZI D D& 45 WIS, BHEETT. DAEZE/ 2 o) 7 A L AN
RIEBR. 2UEEBNREERE, FEIgREs, BEERall, 714 COVID-19/4
EEURMARE, TR N, B NEESIEE,. COVID-19 fide/MIE MENi 2/ IZERAE 4 1 (I
COVID-19 fitige 3 i, mES 2 fil, BT RS, KBk gk o, gH v, SR o, 7
EEIRAE Y, SARS-CoV-2 WA O, FURIRHERR, FLE/EER, SRMEFE(LERS, I0E
AH 15 mg 5.1 PAZE/MRAE S A, B, BB aE 28/ A/ B RiEE RS B S hieE A AR VE AT 26, B
jis3 (32/628) | AYE. KIE, NEAFEABMEAESESR. & EVLEE/ME,. ERIE BN IOERER, Ba
GE, ALPAREEE, BEB k. M, B, SMEE %, FEETRRE T ERoE, HEEE,
COVID-19 % 1 f3l]
BRI FBREIE% RO MGEIE) 2R7,
a) RIFEA LRIl Sn-F5, eds. 77 B RBEOMAE 3 BilF 1 B, AH 5 mg BEOEANE 3 FlH 2 Fil, A4 10 mg B
ORLFE 4 B 145, NHFE5 2 B 1 FIASRITER &l Sz,
b) BANCRRLALFS, 2B, A& SmgBEOBRER 4FIF 1 FIRAARATH-T,
c) BRIRET OES, ks, 7T B REEOMERE 3 FIH 1 Fl, A% S mg BED COVID-19 filize 6 it 2 Bl ERIREL T
Hotz,

7w REE

AHAl 'S mg 6.3
R (39/624)

£ 11 HBEPILCES EEFSZOEBRI (RIS EH)

TR RER
L1 | EL . WEIRIE % 2 b, FREPERER O WEAE . I . W0, GPELT L, TRl
TIERE | ez | T COVID-IO R, b U o Lk, FFBER B, T8 SUDRAE, SRR % (5 I
. IR B, M PERIRcE, e, BEAE. MIMEA 4 1 bl
FEL V5 (i, TR 7. COVID-I9 M 7 2 B, 11 REB e o, (AL ", SRz .
K smete| 45 | BEEOL WA, BEREY. VS, Y, Lo 0 0 EIEHSE .
(28/624) | B, LTI, SRIESME, WV, BAERENE, MR, R, R
i, DEREIE Y, % 1
L6 . TS Bl WAIL 4 B, o o, GUR . Faa o LM o, i
o | RSO, R0 2 G, ARG O, TR O, R O, RN
AF 10 me BE| (o0 | 7500 WFHRERTEIR LR O, SAKBOR O, FHFFS o, B, BHEED X1, Mk,
REBALIEIGE AL RERE, B 0, BB, A, ATHE, FEERIRIIE 4 |
p
L 12 G, TR T 0 3 Bl R 0, Bl Y 2 Bl V(LR
A 1S me e 64 | U FUBIEE . MR, EIRRIL Y, BRSO, -/ v F AR TSR T =T
(40/628) | LHIN Y, LBRBGR Y, TP O, 5N O, WL, . SARS-CoV-2 HAMHE,
TEHMRE LR, Tl BB, B, RONZ RIEROE & 1 6

FEBURILIIFEBEI G % CEBGIEAMER) 2=,

a) RIVER &I S -5, i, AH Smg BEOED 5 Bl 4 6] (AAN 16D AHA 10 mg BEDOEL 6 FI 5 i, A
A 15 mg BEORL 12 9 11 61 (BAN 1H) . BEE 3 Fd 2 B, 5852 fld 1 Bl EIfER &t s,

b) BARMNIHB UHESL, Zods. A Smg BEOEL 5 BId | Hl. AA 15mg BEOFEL 12 6l 1 fl, B AEFEAERE
2609 1 IS EARNTH -T2,
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(3) 2 BUBE PRI & A - 2 NERAESE D kbR & kb5 & U 72 [EESIE[E 1 AR (I8F-MC-
GPHL #5)

[FRBRT V1 v O]

HARNZ G de 2 BUBE RIS 2 A9 2 AEAE S O (BB $5 900 i, 4#F 300
) ZXtGs, REFRIE L ONEBFRIERTT N COREBOA MR LM% T 57
W, 7T AR R 2 b R B A TR bl ek s FEh S 7o,

L - HZix, 77848, AF10mg UIAF 15mg 28 1 [\l JEE T BRI
TG (B &3, AFIOBRGHEIX 2.5mg & i, AR E (10mg X
1L 15mg) IZETDHETABEMEBIZ25mg THOMETHZ L &I, B, BRTE
IRV B IGIER YR ST RERAE X, 1 MO R (15 mg % 10 mg (2, 10 mg %
FIRRIZER) THLZLENREE S, HE L THARTERVWEBRERA R 51
HLBEIIHRIET S LI,

BIWED FEZHBTE R (co-primary endpoints) 1%, AA| 10 mg LT 15 mg lZ8B1F 5
— AT A UG 72 R E COREZECEREKL OB 72 BRI 5%LL EORERD %
ER LR EOBEIS L S,

(F=7pB L)
o I18mULLE

e BMI 75 27 kg/m?> LA I

o 2HUBEIRIF EBMr &, A7 U —=2FWFD HbAlc 3 7%LL E 10%LL T
RE. BEEREGEEWEDO A, XX U Z TR D R T2 (DPP-4 [
KON GLP-1 ZRMMEIHEK AR ) Itk 227V —= 7R3 » A —E L=
BEEZ T TV D EEITHMANTRE E Sz,

o (KEZVSELOOBFEORMAIT 1 BILLERK LTS (BCHE)

(F72BRAMEE)
o 1R EATD
o R DABHEREZ T - XIIZ T D2 TERD D

(CRAFRRRE K OB RIL)
I8F-MC-GPHK 7 & [F]— O R FFIE L CHERIEICHT 20 v o ) 7 s
[

[k 5]

HEVELEIN S 7= 938 6] (77 BAREE3S B (HAN 21 6) . AHI 10 mg £ 312 4]
(HAN 24 f51]) | AHKI15mg BE 311 61 (HARN 22 41)) ) REINEBRIEOE G % 1 [[]LL
EZF, 20N, 912 Y (7 Z=AREE307 ] (BAN 13 1) . AA] 10mg 7 302 % (A

8) BEEOEEKRARBRITIB W CTEEKT GCP I RHE A 7R FH AT o TV IR BB ARBRIR D BB RN 0 &
T2 — R 0 TR R S R RS THEA AL S 7= BB 26 B 2 BRAL L 7= B ASERMM 5 & Sz,
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AN 14 61) o AH 15 mg # 303 ) (AAN 14 61) ) 75 mITT 5 M OV MR 55
R L SHv. mITT R T2 AR R & Shiz,

(F%hE)
FEFMIEE (co-primary endpoints) T HX—R T A L ipb &G 72 B E TORE
ZALR K OG- 72 R 5% LA EOIRE D 2 2k L 72 oFIa 3R 12 0Lk Y
ThO., 77 ERIZT 288 10 mg KL OARH 15 mg OEBHEN R Sz,

K12 N=ATA hbixh 72 @R E TOREE{LR
B U5 72 RIS 5%Lh EOERERD & #ER L2 E OEIE  (mITT £[H)

- 77 & AR AAI 10 mg B AH 15 mg B
PR (307 1) (302 %) (303 f)
N 102.1+22.27 101.7%20.84 99.8--20.10
NmATAYORE (ke) (303 fAl) (299 fi) (301 f31)
. 97.3£22.49 88.5+20.36 84.1%£19.51
85 2 AROKRE (ke) (256 ) (274 fAl) (259 i)
. —35+587 —13.3+8.38 —16.0%9.70
] e TR (%
5 12 BROFERILE (%) (256 f51) (274 f31) (259 1)
7T REE L ORERIZE Y _ —10.39 —1249
[95% 15 FE X ] [—11.7, —8.9] [—13.8, —11.1]
P 5. 72 B 33.6 82.1 87.6
5% LA LR E R ER A (86/256) (225/274) (227/259)
7T v AL OFEREIG O _ 2.65 2.76
[95% 15 X ] [2.23,3.16] [2.32,3.28]
TR REELE DA v KO _ 11.039 14929
[95% 15 X fAl) [7.42,16.39] [9.80,22.71]

FHEFERE GHMAE) UIEE% GEUBIEUGEMEILE) . BERZTR N ZREBHOE [95%EHKMH ]

— ML

a) BERE, APERE . BREEE L FHERE SO EMER . N— 2T A ORE, EEALRHIER LT o b TR O
B, MR OMER 2 B ER E L. BB E AR C A 4 (E L7 MMRM (2 £ 0 B,

b) HHIE a)? MMRM (2 & ¥ B SN2 EREZECRO FEEZ O COREZ fisgtk, 5, S—2T7 1 UV OfE, &
VEAALRRICEER L Oz sk TROME, KO 2 3L L 3 2 x5 CHEERIC L v EiH. A cix, <7
A—BHEEICB W TR Y AR REREZ S5 720, HIIIHALKICE D Reh T,

¢) MI7E ) MMRM (Z X 0 BH S - FREZLEOTRIEE AWV TRk, RERE, X—2AT A v OfE, &
{EZALRECAE L 72 mFERE TR OREE, Mt OMERI 2 A3 & 35 Fith fiiEZ AW r Y27 4 v 7 [BEIRIC
F B,

d)p<0.001, AHI10mg #EL 7T L REOHER OAHK 15mg BEL 7T B RO EICE N EN A B KE 2.5%2 F
WhHiic,
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£, ERBIRFHEEE ORRIT, £ 1BROCKRI4DLEBY THoT,

F 13 5 72 BIFIC 10%., 15%. 20% X% 25%LL E ORI & 2@ L2 5RE OElIE (mITT £H])

75 v AREE AAI 10 mg B Al 15 mg B

(307 f51) (302 {51) (303 f31)
10%L)_F 102 (26/256) 63.1 (173/274) 71.0 (184/259)
15%L4 - 3.1 (8/256) 412 (113/274) 54.1 (140/259)
20%LA E 12 (3/256) 21.9 (60/274) 34.4 (89/259)
25%L E 04 (1/256) 8.8 (24/274) 17.4 (45/259)

I G- RE )

F 14 MupE MEROHEE T A —ZIZHT SFHBIEE  (mITT £M)

- 7T B RRE AA 10 mg AHI 15 mg B
FEAR A (307 A1) (302 1) (303 fAl)
P 7.96+0.84 8.02+0.83 8.07+1.00
HbAlc (%) (282 f31)) (291 f31) (293 f51))
B 5 72 AR —0.59+1.04 —222+1.00 —229+1.12
DR (165 f51) (265 51)) (249 )
N 157.41+45.61 158.23+42.52 161.87+50.20
75 i 1 1 (282 #4i) (290 #51)) (293 #1)
(mg/dL) &5 72 EEF —9.34+39.89 —50.24+44.36 —53.22+44.93
DR (162 f4) (264 1) (250 fi))
I 131.3%+11.77 130.6%+12.19 130.2+12.23
SLTE 44 1. £ (303 #31) (299 1)) (301 f51))
(mmHg) B 5 72 # —12%+13.65 —6.0*14.55 —7.9+13.25
DR (256 {3 (274 f5) (259 f5i)
R 79.5+8.39 80.1%8.14 79.8+8.67
JEBEH ifn (303 fil) (299 fi) (301 fi)
(mmHg) 5 72 EEE —02=*775 —24+867 —29+9.78
DI E (256 Bil) (274 1) (259 #1)
Nex 54 179.3+41.86 177.5+43.23 170.9%42.01
BalLzxFm—L (284 f3) (286 f4i)) (286 fi))
(mg/dL) 5 72 3.31%£20.73 —1.33£21.65 1.47+2373
DEE (%) (255 f3il) (272 51)) (257 )
R 97.9+33.72 96.0+35.20 92.3+3523
LDL = L 25 —/)L (284 f51) (286 i) (286 i)
(mg/dL) 5 72 EEE 10.80£39.07 10.57£75.67 12.45+48.15
DEFE (%) (255 f4il) (272 f)) (256 fi))
IR 439+11.42 452+12.42 42.9+1031
HDL = L A5 17—/ (284 1)) (286 f51)) (286 f31)
(mg/dL) #4572 JEEE 2.58+18.24 8.04£18.96 12.78+25.76
DEALE (%) (255 i) (272 f51) (257 i)
e PR 191.4+117.88 187.0£143.42 182.5+131.03
Fujffup i (284 fA) (286 1) (286 {A1)
(mg/dL) 5 72 I 1.0+43.14 —19.8+36.77 —21.7£40.79
DELE (%) (255 f5il) (272 ) (257 f5i)

T R GEmPIR)

(Zatt)

WO EHRET 5%LL EICHE LA ERESR L ORWEH ORBLIRMIL, 150

By Thot,
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K15 WITNIOBREGH T S% U LICERLEFAEFGEROEIERORBIRG (ZeMA e 54E/)

e 77w REE (307 fI) AF 10 mg B (302 ) AA) 15 mg B (303 )
FEFES BITEA FEFES EIEA FEFESR EIEA
TRTCOHES 75.6 (232) 27.0 (83) 76.8 (232) 48.7 (147) 71.3 (216) 472 (143)
L 6.5 (20) 5.2 (16) 19.9 (60) 17.5 (53) 21.5 (65) 19.5 (59)
T 8.8 (27) 6.8 (21) 19.5 (59) 14.9 (45) 21.5 (65) 17.2 (52)
7L 3.3 (10) 2.6 (8) 10.6 (32) 8.3 (25) 12.9 (39) 11.2 (34)
COVID-19 16.9 (52) 0 (0) 17.2 (52) 0 (0) 10.9 (33) 0 (0)
AAREER 23 (7) 23 (7) 9.6 (29) 9.3 (28) 9.9 (30) 8.9 (27)
Y 39 (12) 2.0 (6) 7.9 (24) 6.6 (20) 8.9 (27) 59 (18)
HIELT R 2.9 (9) 2.9 (9) 7.3 (22) 6.3 (19) 7.3 (22) 6.3 (19)
(25 23 (7) 2.0 (6) 40 (12) 2.6 (8) 73 (22) 6.3 (19)
BLO 0.7 (2) 0.7 (2) 6.3 (19) 5.6 (17) 4.3 (13) 43 (13)
ARG Y 6.8 (21) 0 (0) 3.3 (10) 0 (0) 4.0 (12) 0 (0)
A 5.5 (17) 0 (0) 2.6 (8) 0 (0) 3.0 (9) 0 (0)
FEED E 1.6 (5) 0.3 (1) 56 (17) 2.3 (7) 2.6 (8) 1.7 (5)
& I 14.3 (44) 0 (0) 2.0 (6) 0 (0) 1.3 (4) 0 (0)

FHBLEIGY% GEBBIED

FECBIE, AKI 10 mg BE2 B (7 = — AW SIPERPIR R OffE 1, & 16 1258
OO, BIER & SN -FRid o7,

HERAEFRLE ORGP IEICES>TAEFLOBBIRDIZE 16 KOFE1TDOLER
N ChHoT,

F 16 EERAEFSZORFRE (REWMIret5EmM)
i F BRI PR
HIMmPEREEEE 92 5 Sk R4 0, BIZEMREER V2B o, 2O EZE, SNk
75 P, BEVELE M, SMERREER . BEARE, COVID-19 filidk, ZiltEmmE, HE, &
75 AREE (23/307) Bize. RBEFEREYT. BEBE A /ALES MIR/FEE, ERERAVE, BTV E, REIBER
B, A, RIS, AR, <> R Y o BE, COVID-19 Ffige/—iE PN
RSB REE ., ERRERRE & 16
DEMEHISMIE O, KT b Y U AMSE OSIEBEE, SRRSO, OELEY, 7 a—A
A 10 me e 5.6 5 I R s o, AR E R UE/ M BB . DS O EAE, SrEIEFE S/ NEE
(17/302) | 6. BRSZ/—@MERE M3 IE, COVID-19, TUEAMEMEINT, BRB/Mik/ AMEREE, H
M SRR E~ V=7, R, (M, RAEHIRESR 4 1 6]
AVENRZER ., WA, SUEMER/BGRE & 2 . T/ 9MEMH: O, $EEIT Y. Bk o, K
A 15 me B 8.6 RENEEEIRAZE, ORE, DEMERER, EMEEEHm, Nig~Lv=7 DI
(26/303) | e, ®IESe, v MARAE, BEWIEL. K N YU U AMAE, BSZARE. EIBEE. T
B, BEEY ., MmN miE, AR KRR BT A 1 B
BRI BREE% GEERABREMEIE) 2R,
a) BIMEM LRI s nzHg, ks, 77 BARBEOSMEMER 2 Gl 1 6], AH 10 mg HOSHEBESE 3 fdh 1 Fil, &K
A 15 mg B RPERBFES 2 Fip 1| FISEIER & Il < iz,
b) HARNMNZHRE L=F%,
¢) ERIRL T DHEL,
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F 17 BHEPILCESHFEFZORIING (LRI GER)

B BRI PR
- 3.9 M 9, BAZEMEEES o, EEUE Y. B Y. TMIREY. 32 he— L REOBERE. & iiEE,
(12/307) | #ERGRRE, RS, VRS, AME, ~ > hLRIREY v @ & 1 B
F 10 me B 4.0 Mg O, A ALY =Y &2 f, LY, (K Y T AMEE O, IR, BERE
(12/302) | MAWHAE. 7 = — LWL SIMEMPRRESE . BIER. 5 oK. B30 82 & 14
73 THIOS B, L3 F, BEEKOY, I8 Y. ERY. BERFER R RE 0, SR
KA 15 mg B (22/303) o MEERO, RERD O, EHIR Y, B, SRR, B, HIBRE. B4, m

SRR 1B

FEBURIUIFEBEIG% GEBBIERHmBIED) &7,
a) BMER Ll Shi-F8, Zeds, A 10 mg BEOUEM: 2 Bl 1 F, AL b= #8002 Fild 1 EI25EIER &t

Iz,

b) HANIZEEL-F5,

IRILBEDOFEBLRMITFTR 18 D LB TH Y . BEIEMKIMLEIIZRD S o 72,

# 18 (R FEO BRI (Z e L)

s 7T REE ZAF 10 mg B A 15 mg B
(307 f51) (302 51)) (303 f51))
LR 54 me/dL A0 1L 13 (4) 3.6 (11) 5.0 (15)
9.1 [31] 40 [17] 5.7 [24]
N . . 49 (15) 19.9 (60) 162 (49)
(70 me/dL A > . b 451 [153] 423 [179] 454 [191]
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4. HEFRIZOWT

ARFIHHENIS & 72 5 3 OFRIR B G-Akfee/ 1 OB G- oI, s\ ylicfrbind 2
EBRRDBND, Fio, AR & 72 HEEO BT TIX, DEIR 7 70U A — K
MUETHLZERMONTWNWAZ END, LERYR— IR ZT oL L OBET S
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3. BREGE
G A T A GR IR I R EAI 21T o 72 172 W R 5 R O plfs 2 o9,

I8F-MC-GPIF (GPIF) BRI, M2 A3 2 HEEN O HEED OSAS B 2 %4,
AHFN O K E (maximum tolerated dose : MTD) (10 mg % 15 mg) # 1 [@] (QW)
BHIZE DMK OGN E T TR T H Ay NITY A 07T 1R
X FRAIEAE 2 (b — G O TRER LLIGRBR T o 72,

~AH—71 k2L (GPIF §#8%) 1ZLL T D 2 -5 Intervention-Specific Appendix (ISA)
OAEBIFRER THERR X7z,

o ISA1 (GPI #BR) 11X, PAPFEZ FMECTE RV IUIEE R WEE NG 7,
. Imz«muﬁ%> il%P%&%%M¢@$%Waiﬂto

BEIL, ISA ICEIT T S =14, 1 OEE TARFIBER N T 2 REEC B2 B

SRV Wi
HIEEEGEUL, ~A ¥ —7 1 ha/L 2R TR 412 I TH D, & ISA THI 206 il (7
T B ARTE L OAAIRESK 103 f1) & L7z,

[RABR T 1 v OEE]

ik - BEZ, 7788, XIIAAO MTD (10mg XX 15mg) %38 1 [\, JEH
REREBICZ THe G (A CESR) & &z, AFIOBRMMHEIL 2.5 mg & S, 15mg (23
TAHETA4HEMEBIC25mg TOHETHZ L EanT,

12.5 mg X 15 mg O 5 CTHER TR T28A13 10 mg SHEFFHE L S, 10 mg
DO 5 THREMERED DN o> T2 HEIE, AR ORI ISz,

ARNMED FEFHIIE H X, N—R2 T A UG 52 R E TO AHI OV E &
i,

(=7 B PUILE)

o 18mLLE

e  BMIZ30kg/m? L (AARANIZOWTIX 27 kg/m? LA )

o AUV —=THIZHEIENSEA (AHI 28 15/h L) @ OSAS E2lrsinnTn
%

o A7 U—=1ZWHZPSG T AHI 7’ 15/h LIk

e FEZMDSHEDLZOORFORHMAIZ 1 BILLERKL TND

(E72BRANM L)
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(B E L ONEEh k)
AREBRHAM . BT 0, 4. 8. 12, 24, 36, 48 MUY 52 HKICAE « SEIRIEO L
v Y TR Thi,
o HHRIE
TBBRA Y 2 — I >C, FERBERCHR I NGB I ) —RE2FEH L= e Y
—HIREREZH CTBEON T v ) VT EZITH L &N, ok, BEITIE &
v Kb 3 BEOBFEONE R OCFHRIEEIONEZ BFEICFEATHZ &
DHELE S L7,
© R BIET R — DK 50%
BN T E DI R — D) 20%
NEE s HIT= R F—D K 30%
HEE— B 32U —JHE & (total energy expenditure : TEE) %2 759 500 kcal 7=
LWz L — B &
%2 TEE (kcal/ H) =JEfE{CH#H= (Basal Metabolic Rate : BMR) $¢3X1.3
%3 BMR OHEFARIILL T O L0

5] Rl BMR (kcal/H)
18~30 7% 15.057FEBREDORE (kg) +692.2
Fik 31~60 m% 11.472xFEBEOKE (kg) +873.1
60 1L.711=EBROKE (kg) +587.7
18~30 7% 14.818xEBRDOIKE (kg) +486.6
ik 31~60 5% 8.126xEBEDOIFE (kg) +845.6
60 HEAB 9.082xEFEDFE (kg) +658.5

o EGNEIE
V2 BT RE R OV D% DT X COKRBE T, 1HEBHTZV 150 4304 E s 2 fEiE4
HZllanr,

(1) PAP L2 i CX RV XIT LR E W BE 2t & U= EREIEFE S 11 FHEE (I8F-
MC-GPI1 §&5k) *vii

(BB 1 v O]
PAP J&{E % Flfi TE W ITE F 20 EE (HERE 0K 206 #l, 77 B ARFEL OA
FIFEAHD 103 1) Z x5, BERE K ONEBIRIEIETT T CORFOA M L OV 2
ERRETT 57280, 7T Bk REEAE & L S MR TRE R PR ) St X 7,

[ 5]

VRSB ST 234 ] (77 2ARE 120 6 (HARN 4 61) . AFIRE 114 ¢ (AR
N3 61)) B2 MR 6 S 4 M & OF modified Intent-To-Treat (mITT) [ & S,
mITT £ N 7= 5B/ MR SEEM & STz,

(A1)



FHEHIEH THHRX—RA T A U HRE 52 llFE ToO AHI 21 ElE, £ 1 KO
1DOLEBYTHY., 77 2RITHT DARANOEGNEN RENT-,

Fl N—254 UL FE 52 EE T AHI 025 k& (mITT 4 ©)
FHmE 77w AR (120 fil) AFIEE (114 i)
NR—2FA O AHI (/h) 50.9%29.21 (95 i) 54.3%30.63 (103 f31])
5. 52 @ AHI (/h) 46.8+31.76 (82 f4i]) 25242611 (96 1)
5. 52 WO AHI Z5{b8 (/h) —42+23.91 (82 ) —28.1+22.71 (96 f5i])
7 7R L OBERIZE"Y — —225 [—287, —164] ©
TEEMEEEREREE GG . HREIR/DZREYOE [95%EERB]. —  #%%k L
a) RBRIEE G P Ib . (i 5 7 B1%) KOV PAP JRIEBRAATL OF — 7 XA SHL, =R T A BN IER B DD —
A TA HRICHEBE VIR &b 1 OF T HIRBREMNE BT S & S,
b) BehHBE, FRMiREEA, HE CRE. KELSN . MBI, X—R2TF 1O AHL, 58 & GBS o2 B (EH 2 [EE%
B OEBRSINEEZEZENEL U, IS i 2 O 72 mixed-effects model for repeated measures (MMRM)
FvEHINT,

) p<0.001, A EAKLER M 5%
Q
=
=
2 ! l
™~
o |
103 as 95

|
Placebo «=@= TIP MTD
K1 R—=2ATAhbE 52 i E TO AHI ORFFZE(L
(mITT £/, /b FHME [95%EFEXME])
F2 BEHFBROBEVCELDEZRN—=ZT 4 U5 52 @ E TO AHL Z{LE (mITT £ 2)

HH 75w R AFIRE
P 65 i —42+245 (73 i) —29.7+22.0 (91 i)
() 65 LIk 75 R —88+17.7 (7 #i) —02+17.4 (5 #)
75 LAk —2.5,27.0 2Bl — (0 1)
e B —6.5+25.3 (54 i) —30.1%21.5 (67 fi])
T 0.3+20.7 (28 ) —23.6+25.1 (29 #i))
85 A —24+223 (10 i) —124+27.8 (4 #i)
R 85 LIk 100 i —6.9+19.3 (15 fil) —254+19.6 (26 fl)
(kg) 100 ULk 115 K —1.4£23.0 (26 fi) —30.1+18.5 (24 )
115 LIk —57%27.7 (31 ) —30.2£26.0 (42 #)
27 LIk 30 K —64 (141 —50.9, —15.0 (2 f5)
BMI 30 LIk 35 R —54+214 (25 ) —24.7+20.7 (28 fi])
(kg/m?) 35 LIk 40 i —55+17.7 (28 fii) —28.8+20.3 (33 f3)
40 LUk —1.7+31.4 (28 {3) —302+26.9 (33 f3i))
AL 15 LL_E 20 5% —0.9+122 (12 f5) —94+69 (15 f)
h) 15 LIk 30 s —1.0£10.3 (28 fil) —122+12.9 (32 fil)
30 DAk —5.8+285 (54 fi) —36.1£22.4 (64 i)

AL b, PIMEEIRERZE GHFER) . — kL. 2 BIUT OB EHHE
a) IRBER G IR (Bikix bt 7 Af) KO PAP FRERMGZR OF7 — 2 13RS S, ~—2 T A VD IERRP DD —
ATA CRICHEBZE DR E S | SHETHRBREMEOH /R L Shi.

F7o. FRBIWKEHIER OEFIIER I DL THhHo T,



#3 ERBIKEEMER (%5 5288 OFfFE (mITT £ )

FFETE B

7 7R (12041)

AFIEE (11441)

NR—R T A h b AHIR50%LA Eik# Li-2mE o8&

183 (15/82)

65.6 (63/96)

55238 W5 | AHIS/hoAS i & 72 1ZAHI S/hEA E14/hEVF ¢
Epworth sleepiness scale (ESS) 10LLF (OSASEfE) OBMEOEIE

13.41 (11/82)

40.63 (39/96)

e (ke) ST

11272298 (115)

117.0£24.75 (112)

BE52FDZEALE (%)

—1.6%573 (82)

—18.7%7.71 (97)

Elav% GEAGEAHMMERD ST FHECEERZE GEmE)

a) BRI G RIRtR (&5 7 R1R) RO PAP FIEBLGR O 7 — 2 I3RSt s iz,

(LZatE) WINPORGEET 5% LI LA EFRLOZ ORWERN ORIEIG

I, R4DLBYTHoIZ,
£4_OPROORGHET S%LLICTHE L 2 HEES RO OBIEM ORBURDL (% AT SR

.y 7 7R EE (120 6) AAHEE (114 f)
HFEES EI1ER HFEES Bl VEH
T _NTOHES 76.7 (92) 242 (29) 79.8 (91) 56.1 (64)
T 12.5 (15) 0 (6) 26.3 (30) 219 (25)
TN 10.0 (12) 75 (9) 254 (29) 23.7 (27)
g 42 (5) 7 (2) 17.5 (20) 17.5 (20)
EH 25 (3) 7 (2) 15.8 (18) 149 (17)
B 0 (0) 0 (0) 79 (9) 7.0 (8)
B A IE PR 8 (1) 8 (1) 79 (9) 6.1 (7)
SRS 8 (1) 8 (1) 7.0 (8) 6.1 (7)
& 33 (4) 25 (3) 6.1 (7) 35 (4)
G Y 83 (10) 0 (0) 6.1 (7) 0 (0)
COVID-19 83 (10) 0 (0) 53 (6) 0 (0)
LT W 6.7 (8) 0 (0) 35 (4) 0 (0)
-WASE K 6.7 (8) 0 (0) 26 (3) 0 (0)
BA&w 0 (6) 0 (0) 26 (3) 0 (0)
e I E 6.7 (8) 0 (0) 09 (1) 0 (0)
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BHHILICE > - A EHEGT, 7T B ARBE2 6] GRS,

EREHR 2 1 5 Rk

JE. & LB AREIRE S B CGELC 2 Bl FI/MES R, TR/ O/IEM: . B, 4 1
B 12D AL, T EAREE B QESHBALZERS) . AKIRE 4 6 GEO 2 6], FHI/IE
. NRELMEM- . 216 XRWER &I S s,

(2) PAP JRiE % SElih o B 2 g & U T [EFRIL[R

xviii

I #HFRBR (I8F-MC-GPI2

k)

%ﬁﬁﬁ
BAEAE, & 161 1

(BT 1~ O E]
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EEES!

HEAELEIHT SN 2356 (77 2RBE 156 (HAN 66, AFIRE 120 ] (AA
ANTHD)) ©o5, IBBRENBE Sz 233 B EVERRNT R RE & O mITT £ &
Sdv. mITT £/ £ 72 2 A MR GAER & <7z,

FEFHHEE CTHHN—A T A U bEE 52 K TO AHI O {b&iX, &5 KW
2DEEBVTHY, FTRRITKT HARFOEBIME R E T,

RS AN=ATA L HEE 52 AR E TO AHI OZ bR (mITT 4£H )

FHIEEH 77 wAREE (114 6) AFIEE (119 fi)
N—ZF A ® AHI (/h) 53.1£29.03 (96 fi) 4582244 (113 f3i])
5 52 ##IFD AHI (/h) 4502974 (83 f) 16.5+17.67 (105 f31])
5 52 #HEF D AHI 21L& (/h) —7.9%+2445 (83 i) —294+21.78 (105 i)
77w R L OB Y —244 [—303, —18.6] ©

VAR GEEEIE) . BRI R OE [S%EEEXM]. — %4 An L

a) IR B L (Bl 5 7 B1%) OF — X3RS, X=X T A MERIERRDDN—R T A I RIEE
e b 1 AT HIERBME D FE G E Ehi,

b) # 5B, FEAMEEA. HUS CREL. KELSL) . HRI, _—2 51 0 AHIL, #58 L GRS 0O 2 AR % B E 2
B BRBNE LSRR L L, HBEIREIC SRS 2 72 MMRM IC X0 B S,

¢) p<0.001. HEKLERM 5%

o5
S
g {
D a5
g t
e
1 4
= '
|
13 10 105

]
FPlacobo =@= TZP MTD
2 R=XF7A o HEE 52 BREE TO AHI ORI (mITT £/, /b 28R EHE [95%E#EXME])



F6 BEYBROBENCLDLN—ZTA b 52 A E TO AHIZ{LE (mITT £ )
THH 75w AR A A
s 65 K —9.1%252 (73 fii) —29.3+20.8 (96 )
%) 65 LIk 75 K —03%+17.7 (8 f3i]) —362+35.4 (5 )
75 Lk —10.3,15.8 (2 f3i)) —23.0£312 4 )
pewl B —10.1£25.3 (58 f5i]) —31.4+22.7 (76 fiil)
itk —2.8+22.1 (25 fl) —243+18.6 (29 fii)
85 Al —6.7+7.6 (5 {il) —22.6+20.6 (5 fil)
K& 85 Lk 100 il —6.9+21.8 (22 ) —27.5%24.4 (20 f7)
(kg) 100 LAk 115 KWk —4.1+22.0 (23 f3) —32.8+23.0 (32 f3i])
115 LIk —11.5+292 (33 fiil) —28.6+20.3 (48 f3i])
27 LIk 30 i — (0 ) —19.4 (1 f50)
BMI 30 ULk 35 K —92+19.3 (27 f4l) —29.8+253 (29 f3i])
(kg/m?) 35 LUk 40 K —7.6%262 (29 fi) —33.4421.0 (40 f))
40 LA E —7.0%27.8 (27 i) —248+19.3 (35 ffil)
AHI 15 DL_E 20 i 1.1+13.1 (11 %) —62%14.5 (13 f)
(h) 15 LIk 30 A5 49+188 (27 f5) —124+133 (32 )
30 DAk —14.1+24.6 (56 {i) —36.9+20.6 (73 f3i))

B ¢ /h, TN

M7= GEmEEIE) |

— MR L. 2 BILL T OB L ERE

a) IRBERR G PIEE (RikREHR 7 A OF7 —Z 3B Sh, N—=2 T 1 AEDIERPPON—RA T A RITHE
Bzbe &b 1 DHT 2EMBIMEOLEXGE ST,

F7o. FERRIKGHIER OESRITERETO LB THo T,
#7 EARBIREHMEEER &5 52 ) OfEE (mITT £H ©)

AR H

77 e AR (11441)

AFIRE (119%))

N— R A IS AHIRS0%LL EekE LS 0 E &

24.1 (20/83)

76.2 (80/105)

$t 5.5238 M 2 AHIS/hAS & 721X AHT 5/hEL E14/WELVF T

1325 (11/83)

ESSI0LLF (OSASEfE) oz mEOEIE

51.43 (54/105)

N—2FA

115.0£22.77 (113)

115.8%+21.57 (118)

FE (ko)

5.5 DI R (%)

—2.5+735 (85)

—20.1%=8.19 (108)

#E% GRUPBEmEE) S E SRS GHlFE)
a) IRBREREPILE (kRS 7 B&) OF —Z 3RS Sz,

(Zat) WITNDHORGHEET 5% EICREL L7288 EFE KO ORWER OFRBLEI&
IFR8DEBY ThoT,

8 WITNLOREFETS%IULICEE LLAEELROZ ORNEHORBUIRG (Z M2 ERH)
.y 77 AR (114 6l) AAIEE (119 i)
BFEER BIEH HFEER EIEA
T_THOFS 72.8 (83) 21.9 (25) 83.2 (99) 56.3 (67)
T 8.8 (10) 6.1 (7) 21.8 (26) 19.3 (23)
L 53 (6) 35 (4) 218 (26) 202 (24)
X7 44 (5) 44 (5) 15.1 (18) 109 (13)
_RSES 105 (12) 0 (0) 126 (15) 0 (0)
HIETRE 09 (1) 0 (0) 92 (11) 92 (11)
/AL 09 (1) 0 (0) 92 (11) 8.4 (10)
BLO 09 (1) 09 (1) 84 (10) 6.7 (8)
COVID-19 9.6 (11) 0 (0) 6.7 (8) 0 (0)
ELiES 09 (1) 0 (0) 6.7 (8) 0.8 (1)
G 18 (2) 09 (1) 59 (7) 5.0 (6)
B A E W R 0.0 (0) 0 (0) 5.0 (6) 42 (5)
EH AL G 0 (0) 0 (0) 50 (6) 5.0 (6)
b RGE R 7.0 (8) 0 (0) 42 (5) 0 (0)
RE R 6.1 (7) 0 (0) 25 (3) 0 (0)

FEEE% (FEBFE) . MedDRA/J ver.26.1

FECBNIRRD biveh Tz, EERAEFERIL, 77 R 126 (7o 7 BVEF T
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B, B, SPEOHTEZEEENRR R, O ORISR &t O AT IR,
KBRS Jet-TRTOIRTE, ZETEALBIEVE  NEAAE, T2 A BERE, HE SR,
1B ARFET B (72 7B I A AZ @ S, KEE, SRR TR, AR
U ¥ LE/E G RGVEE R, OEMBE), BRI, 45160 IS b »W
NWHRERRIIGE SNz, FHEFILCET=HEFRGL, 77 AR H (HiE. i
i/ TR, R R, RIS R, =R 2t O BN, S OF, =y
FEAE, HOME, A5 1) AHIEE 4G GREE~ V=7 U —EHIN, BIBR/MKARD Y
U D IAE/ PR R I i/ S g, A5 1B ISR B, T e AHE 2 6] (1
A/ TR, ROlE, A 1B OAREIRE LB (U S—BEEIN) (ZRIER &Il S v,
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4.

)i i d (Aol ANE

AHN DS TENS & 72 % A OBIR Febilkise/ P 1k f OVR G- O, @bz Thon % 2

EMRROOND, Eio, ARG L 22 5WEEOEE TIL, DB 7 7o AR— b
PUETHDLZLPMONTNDZ &b WERYR—IRZIT oD L 5BETD
Z&,

OSAS DRSS TO, Bl 21X, M » ¥ A =y ML a2 AR 285 L Tidn

7\, Fio, AFOEREIZ X0 EELRRWEMANBE LRI @ Rxinze 352 &
DUETHL-D, UTOO~BDT R TEE-THZxICBWTHEHAT LI X TH D,

)

MRz DN T

TEERZRNEL, MR ERNEL, B SR SUINE O W2 1B LT B R E
BETHDZ L,

OSAS DOFIET B - WHEHI Y 2 7 5HM, e (35 : MEERETEIRIZIS T 5 MEIR I
BEEOBW - WRICBET DA K742 6 Oy, MEARFEENEUIEERE (SAS) @
WA BT A 2 ¥ 2L, OSAS DOZWHIT X 0 AR o B 2w i
FONRIREAT) 2 LN TE L%z A L TODERM (T O<ERIZEME>SR) o
R8O & TRAIDOLST N AIRER EFHEE CTH D Z &,

MEgE NI, LT o <EREME> (1) I28 2 FaSMEL (2) KB 2%S
HEWTINE AT HHEEMS 1 ALLEFTB L TH Y., AFIC X D% ICHED
MDD S TND Z &y

UIFO<ERIEMS> (1) 28T 58 F2EMERY (2) 2B 272 5MED
ENENDORIK 1 DBFIRLFEFEMEOEGNLETHY . AMERIZHTEL T
W2 WEEFE AW DA, Yek S ME TR S MRk & IR & D (A
EHELTWAZ L,

UUFoO<ERIZEM:> (1) T (2) 1I2BTF 528 F200n T X #HETHE
FHELTRESNmR THDHZ L,

WENOE PR LIZ L DU R B IRE 21T 5 2 & 3 TE D KHIAEE - T 5 filigk
ThHdHI & FEhi LI RGBREIC O WIS GE D2 &,

(5. #eGx5% LR HHBE] O [BREBKITHONT] RO [HEGOHkeE - tikizoun
T ISR Lot 2l U I T &, BB, & Gikiee/mh 1k K OVFE 5 & i b))
IR A R (LR O <[EREE>SM) BV HERERETHL Z L,

< [ER A >

fREOFEM L LT NORBEL-T 2 &,
[ Rifi 6 5P BS54 2 AR O FIHIHE 215 T L72#412., OSAS ORI 5 4ELL LR
R ZHA LT\ b 2k,
ik
BERRGFF G, i 7 UL EORRIKERE A L, €D 55 54D IE OSAS @
BEIRHE 21T > T\ D Z &,
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D kT, L)LT@ (1), (2) OWTIhrEiE-T I &,
(1) OSAS OZEIZEHET HLL TFOWNT NI FROHMEDBEZALTNDLZ
k.

A A G R T

EIZIKI]:FI] nn,—t./\

A A H SRR S A R 22

2B, AARMERTFSOHEMELALTWVDHZ ENREE LU,

(2) EWEDCZHICEHET 2L TFONWTNLDOFEOHEMELZHALTNDH I &,
H ANy ‘“A(ﬁl)
HABERA P2 (1)
AN EIZIKHE{% @ﬁﬁﬁl:%ﬁbﬂ\é:&ﬁi%iu\o
(I 1) BANS T HABEIR T OFEMEIIE, WPER0R8ET
%>%WE(W“MW$ FERFAFEME) b3 END,

@ BEHNOEEMEREEDOMAEMHICONT
RIBERIEED D OF M - ZEMFEOIFHIFROEIL, AEFZBRE LS
AN 225 & A ER 70 & AT 9 T L HEOEEMIEHRE L, IEH O
NS TNWDHZ L,

@ BIERA~DRHRIZOUVT
EEHSL U R 7 EHEHE (RMP) O EMERGETFIICER S e mIERR, i Lo
RIS S - RBIERIC ) LT, M akitiek XU Tr B R B O MM A H 3 5 [
Rl &g U, BIER OZWr-Cxt i B U CHRE R OV 2520 F . B H I Y] 72 ALE
N TEDHERHINESTNDZ L,
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5. RERRLINHBE

[ BRIV

BH-OERDOHMNHT=-> TiE, LR &7 OSASEE TH L Z L 2R T 5.

BHOBETA RTA o OBMIEAEIC LS X TR IIN R~ HET
HHZ L,

o HVERSE LA 0D B S AR R IR 0 0 i A

7272 L. BMIA27 kg/m?LL EIZEEY T 555812 R S,
AFN O Zatd D85, RY Y L 7T 7 4 — (PSG) MAEDFEF D & WML AL
FEFEEL (AHD) 28 15 A X3 NRFREI LA E XX 5 & = & — % H O 7= 66 5 i 5 S
RFRA (OCST) DOFEHEN S REI 28 30 A4 X2 MEFE O ESELL ED OSAS #H
HBETHDH L,
WHOBETA RT A4 L OBWERE K SE fF, EH)e X OAREEGEIC X
2 EIETE X PAP VR 7R & OREER R IRIE ORRIT2 D K 9 e RiT b o b,
AHI OUEIZFHET 5 2 ENE OMRICE DV /RSN TWD, I 2 £ 5 OSAS &
FATF L TAANT & 5 OSAS 1ERE 21T 9 BRI, IERIEIC BT D e O AT A R
TA BB, WU RIRE - EERIEIR D IR A ER L, AR & B h
T MR BT RLEIEC ISR E 3 » AU EFEmL TH, +43 72 RE
PINEBRHFOENBRWEBETHDL 2 L, o, BFHEIZONT, ZoOMIC KK 1
FIOBEBRE LI L D RBIFE2Z T LBECTHH 2 &, o, BFRE - HEE
EICE LTI BB HIC L D508k 2 el 55 L 0 B e kIS 23 FEffii T & T
HZ L EMERL, BLERNEZEIGRE IR T D5 L,
o2 U, MERHEHLUEERE (TR O Bl (KH#52% CPAP IZ X DT CTHUGE L2
WERITIR D) AR E BB S D BE TN T, KANZ X2 BWOIERBE3
WA &I S A, A G- O B SR - SEER LN U0 S C & D EFE TR Y |
[ARAN 2 B 53 DR BV CY LA LS < JEHE 3 » ALLEE_ L CTH, +
IR ERD DR LN VEE ] OB AT ST S, TOMOBE T A
W= HaiE. AROBEHEZBET 22 N8 TE S,
B RBRIZ BT, BMI 27 kg/m?2 LA b 30 kg/m?2 Rt 72 A 54072 FREE SR &
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ATV ORE (ke) (75 1) (71 1) (76 1)
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#3 &5 72 BT 10%. 15% X3 20%LA Lo RE R 23Rk L7z #i5E 0BlE (mITT £H)

P AN <A 10 mg B AA 15 mg B
(75 f51) (73 f51) (77 )
10%L - 46 (3/66) 88.1 (52/59) 92.3 (60/65)
15%LL F 1.5 (1/66) 67.8 (40/59) 83.1 (54/65)
20%LL F 0.0 (0/66) 44.1 (26/59) 66.2 (43/65)

FlE% (%24 GIEURHR 71%0




F 4 MpE MEROIEE AT A—F BT 27FBEE (mITT £H)

- 77 e AR A 10 mg B A 15 mg B
PR (75 fil) (73 1) (77 )
RS 5.66+0.32 5.65%0.34 5.67£0.35
HbAle (%) (74 1) (70 f51) (75 1))
e 5 72 R 0.010.27 —0.54%+0.35 —0.61%0.29
DR (66 f51) (59 1) (65 f51)
. 97.20+9.85 96.13+9.14 97.55+10.94
ZE G0 if 5 (72 1) (66 f4i) (73 f31)
(mg/dL) B 5. 72 JA 3.08+11.40 —11.36%9.16 —9.84+10.27
DIEALE (66 151]) (59 i) (65 f3i))
R 125.0%12.95 1254+12.99 125.5+11.97
IfE 4 if (75 ) (71 f5il) (76 f5i)
(mmHg) 5 72 1.7£9.08 —114+13.37 —12.1£13.04
DI & (66 ) (59 ) (65 f31))
. 80.0£9.65 79.3%+9.05 79.7+8.28
PERI i (75 f51) (71 1) (76 f31))
(mmHg) 5 72 EEE 0.3%+825 —6.2%10.35 —6.318.80
DL & (66 ) (59 #1) (65 f3)
R 212.5+36.48 210.1£38.40 213.7%35.82
Walrzxro—iu (72 f31) (66 Bl (73 f31)
(mg/dL) 5 72 EEE 0.07£10.44 —840+14.27 —11.95+13.54
DEE (%) (66 f51) (59 1) (65 f31)
. - . 132.8%31.55 132.1%+33.92 133.7+31.14
R R IR (72 6 (66 1) (73 6
(mg/dL) b 72 kR 1.8+15.05 —8.6%26.52 —133+19.14
DELE (%) (66 ) (59 #il) (65 fil)
N 50.9+11.47 49.8+12.05 49341042
B I (72 41 (66 1) (73 8
(mg/dL) #5720 3.7+12.34 154+17.77 17.5+21.55
DEE (%) (66 1) (59 i) (65 f5il)
. . - . 179.4%90.71 180.9%+89.16 191.4+91.88
71“’*5“#; A I (72 1) (66 1) (73 i)
(me/dL) B 5. 72 JA R —3.7%£34.40 —33.1%£29.43 —424%2373
DELFE (%) (66 151]) (59 #i)) (65 #i))

FHE i EEE GEHEEIE)




(Z2 )
WO GHET 5%, EIZHEEBL L A HEFLLORIERORBLRDUX, 50L&
BYThot,

K5 DTN OERERT 5% LICEI LA EFSRORIER OREIVRIL (R G 4EM)

4 77 REE (75 6) AF 10 mg & (73 1) AFH) 15 mg B (77 Bi)
FEFES BEIERA FEFES ElEA FEFES BEIEA
I _RTCOHER 69.3 (52) 10.7 (8) 83.6 (61) 56.2 (41) 85.7 (66) 63.6 (49)
{5 i 6.7 (5) 2.7 (2) 16.4 (12) 13.7 (10) 273 (21) 234 (18)
L 40 (3) 0 (0) 13.7 (10) 13.7 (10) 23.4 (18) 22.1 (17)
COVID-19 17.3 (13) 0 (0) 21.9 (16) 0 (0) 19.5 (15) 0 (0)
FEEL 147 (11) 0 (0) 13.7 (10) 0 (0) 14.3 (11) 13 (1)
UFLR 40 (3) 0 (0) 6.8 (5) 41 (3) 11.7 (9) 9.1 (7)
T 40 (3) 1.3 (1) 123 (9) 8.2 (6) 9.1 (7) 7.8 (6)
ARRBER 1.3 (1) 1.3 (1) 12.3 (9) 12.3 (9) 7.8 (6) 7.8 (6)
R AN P 0 (0) 0 (0) 6.8 (5) 6.8 (5) 52 (4) 39 (3)
B S 0 (0) 0 (0) 5.5 (4) 5.5 (4) 52 (4) 52 (4)
SIE RS 53 (4) 0 (0) 1.4 (1) 0 (0) 52 (4) 0 (0)
BE i 1.3 (1) 0 (0) 1.4 (1) 0 (0) 52 (4) 0 (0)
i 53 (4) 0 (0) 5.5 (4) 0 (0) 3.9 (3) 0 (0)
S 6.7 (5) 0 (0) 2.7 (2) 0 (0) 26 (2) 0 (0)
_IHEE S 10.7 (8) 0 (0) 9.6 (7) 0 (0) 1.3 (1) 0 (0)

FHEEIG% EHREED

FEBNIFRD DI oTz, EERAFEFRII. 77 2RSS Fl (B, BiEhHE
K, DAMECHHFEZE, BYERIZIRICKIE, SEAVEREESMED F N, & 1 61) . AAl 10 mg #F
8 Bl (COVID-19, HMHo., RMFE%E, ZLFLIU AN B Hmﬁﬁ?&% AEMEMSE . RIGA
U—"7" BISEAEEE. & 16D AAI 1S mg BES 6] (e, 2B EER, REEX &
PERSREE . FEPNEERE. & 16D (2880 b=y, BITEA J:#IU?éiat$% X720
Tro BeGHILICE > - HEFGIL, 7T RS 6 (BVEOBEZE, M, B PEEE,
Hﬁ%fﬁi% BB, & 16D, AF10 mg B 7 6 GEO, AP, HERE, &
R, RAEGR, B ARE. MEEIE, 45 1B . ARHK 1S mg BE 8 I (LD 4 I, fEAK,
GFBRERECHEIN, e NIBARRE . =, 45 1) 1RO b, TOWN., AH 10mg B 5
Bl (L, AR, HERER, R, BAEEE, & 161, A& 15mg #f 6 i
D4, fERL, AERRERECIE N, 451 61) DOFERIIRIEM &l shi-,



(2) JESEAESE O W R 2 %f 5 & U 7 [EIRSIE R 2R 10 AHEAER  (ISF-MC-GPHK #R#k)

(BT 1 O3]

AARNZ & e IOE S5 OgRF (B ARG £ 2400 1], £8F 600 f3]) Zxf4c, B
L N ONEERVERETT F CORK DAL N2 G 5720, 777 B A x i
IV A b S RO TRER ik 23 34 S vz,

Mk - HEE, 7788, A4 5 mg, A4 10 mg XIIAH 15 mg 208 1 5], JEH X
IERBREIC R e (A S & &z, AAIOBREHIEIX 2.5mg & v, SHEFRH
wm (Smg, 10mg XiX15mg) (Z#ETHE CTH4MMEIZ25mg TOMETLHZ LEEN
2o 728, DETERWEBIERDGE® S NIHERE 1T, 1 M OAEE (15mg & 10 mg
WU, 10 mg & Smg ([, Smg 27 7 BRICAHE) NafRgd S, HELTHA
RTCEBROVHBERNRBDO NI GEEHIETH & ST,

FHMEO EEFLIAH  (co-primary endpoints) 1E. AH| 10 mg IFZAA] 15 mg & 5-KF
BT HN—=AT A b G 72 WRFE COFREER KOS 72 HFFIZ 5%LL Lo
IRHE D 2 R L 72 RE OFIS & ShvTz,

(T 7R PRUILE)

o 18mLLE

e BMI 2’ 27kg/m? BA BTl £, JRE B FIES, PHZE M MERRIRE HEREILE it L <
OB REOWN TN E AT S
NI
BMI 7% 30 ke/m? 2 |-

o KEEZWVEIELZOOBEOEHMAIZ 1 BILLERK LTS (HEHE)

(T BRI EYE)
o FERMOBEREEZET D
o JEEITRT DABHERZZ T - XITIZ T2 TPERS D

(f Sl M ONEERYE)
AR BEITIX 0, 4. 8. 12, 24, 36. 48, 60 KON 72 WHIE AT - EEEE
DH T T RThiT,

o EEHE

A2 BIHRE L OV OB OKRE T, BEIILL PR T = r L X — B EGHIR & 3%
RBEFEONRT UV AEREZHCEREONI T ) T RZTHIE &SN, 7
B, BEFIE, A0 U7 KEERT 3 HIIOBFEONE L OF IRIFEIONE %

FRICRAT A Z LR ST,

JRAAEID D 5 1 E = L F— DI 50%

5) FIERFRE CIEFE. UGBS 130 mmHg LA B, 35 U < (Z45E#IME 80 mmHg LA RIZE4 T 5 & &ant,
6) MR RFEIREE CIHE DT, ILDL 2L AT o —8 160mg/dL Lk, FY 27 UEY F28 150 mg/dL PAE, #HL
<ITHDL = L A7 11— /L3 BT 40 mg/dL A, Zoth T 50 mg/dL RIS T 5 & Shiz,
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BRGNS T R — DRI 20%

NEE D> BT p L F— D K 30%

HEE— HB = /L X —34 2 & (total energy expenditure : TEE) 275 500 keal

32 LB\ R L —

%2 TEE (kcal/H) =52 (Basal Metabolic Rate : BMR) *3X 1.3

%3 BMR OHERZUILA T D LD

PER i BMR (kcal/H)
18~30 % 15.057xEEEOKRE (kg) +692.2
Bk 31~60 5% 11472<EBROEE (kg) +873.1
60 REAR 1L71I<EROFE (kg) +587.7
18~30 % 14.818xEEEORE (kg) +486.6
i 31~60 5% 8.126xEBEDORE (kg) +845.6
60 REAR 9.082xEBEDIRE (kg) +658.5
o EENRIE

BEVEZ BT R O OB DTN TOREET, 1K HZ0 150 43 LL L OTER) 2 #E

"Wyprzeeahi,

CEED

R BT &7z 2539 6] (777 B2 REE 643 11 (HAA 33 1) . AHI 5 mg £ 630
(HAN 30 i) . AHI 10 mg B 636 5l (HAN 30 6), AAl 15 mg #f 630 il (HAAN
31 61) REIDEERIEDOE G2 1 [Pl B2, 20N, 2517 FID (77 & R EE 637 5] (H
AN 27 Bil) . AH 5 mg BE 624 5] (H AN 24 1511) . A 10 mg 628 1] (H AN 22 i)
AF 15 mg BE 628 il (HAN 29 ) A3 mITT S M O EMEFRIT IR & S,
mITT £ 1728 F 22 B MERRAT XF RAE & STz,

()

FHFHMXE H (co-primary endpoints) T HX—RA T A 2G5 72 #KFE TORE
ZALF K OG- 72 WIRFIZ 5%LL EORERAD & 2@k L 72 #BRE OFIA TR 6 DL BY
ThHY. 7T BRITHT 24K 10 mg K OAA 15 mg OEBMED RS vl

7) EEOBRRABRC IV CEIES GCP IS TNE & R FH A 1T - TV IRBG R SR MBI AR ER (LR 2 BB EFENR R S
TV —BOTRBR I EFRHERT CHLA AN DIV BB 22 (B & BRA L 7SR 033l 4 & STz,
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F£6 N—RITA UG 72 EIEE TOFELR LR
B O - 72 J8BFIC 5% LD (RERD 2 R LR E OFE  (mITT 4£R)

(i E 75 REE AHl 5 mg B AF 10 mg & AHI 15 mg &
ale (637 f8i) (624 f4i]) (628 f) (628 f4i])
NR—=ZFA v 104.94+21.45 103.2£20.68 106.2+23.29 105.6+22.96
DORE (kg) (629 f51) (617 {51)) (621 f51) (623 f3i])
5 72 JEEE 101.5+22.77 86.020.58 83.2+23.35 81.8+21.87
DOFEE (kg) (466 1) (535 f31) (526 1) (533 f31))
e 5 72 —3.3%+6.96 —16.5%9.13 —21.9%10.16 —229%+10.16
DEEELE (%) (466 1) (535 f3) (526 f1) (533 f3)
7T u AR L ORERZEY _ —135 —18.9% —20.19
[95%(E X [#] [—14.6, —124] [—20.0, —17.8] [—212, —189]
B 5 72 #EED 5%L 34.1 90.3 96.4 96.3
KRR R ES (159/466) (483/535) (507/526) (513/533)
77 e R L DEREIG O B 3.18 341 3.41
[95%{ZH#F X 1] [2.80,3.61] [3.01,3.87] [3.01, 3.87]
TIRRBEE DA v X0 _ 2341 74.849 74.08%
[95%{E 8 X [#1] [17.00, 32.23] [47.39, 118.17] [46.97, 116.82]

FHE IR GHEFE) UTEIE% GERUFBEMEIL) . HRZR DR FHOZE [95%EHXH]

— ML

a) IERE, FVERE AR, IREREL FHERE SO EER, N— AT A U ORE, HIEALRFORTIERF OF H, Hull & Ok
A ZBHEEE L, PEENRRECERIE L (RE L7 MMRM (2 & 0 B,
b) BE a)> MMRM (2 & 0 B S AEEERO FRIEZ AW CREZ ik, BEHE. N—2A T4 COFE, &
TEZALRF O BIHEIR I O S OMRI 2 B AR L 9 2 0 B AR IS L 0 B, ABTr <,
TEYREERZ RS20, HBuIBHERICE Do T,
¢) MIE a)®> MMRM (2 & 0 B SN 7= FEE(LROTRAEZ O CRRAB A #5Ek. K5, N—2T7 A OKE, &
1EACREDBIHEIRT O, Hus K% OWER 2 B & 95 Fith EZ AW on Y27 ¢ v 7 BRI L0 B,
d)p<<0.001, A 10mg # L 77 £ ARBEOHEKR OAH 15 mg #E L 77 £ RBEOHEIZENE A BAKE 2.5%03H

WhHil,

T, ERBIWKEHMEEE OFERIZ, RTEPESDELBY ThoTz,

T A—HHEEIZF

7 5 72 BRI 10%, 15%. 20% Xid 25%LL B RERA 2Rk L - RE OES  (mITT £H)

A A 5 mg B AA 10 mg B AHN 15 mg B

(637 f51) (624 f5) (628 f51]) (628 f3)
10%5) E 17.4 (81/466) 75.0 (401/535) 86.1 (453/526) 90.2 (481/533)
15%L) E 7.3 (34/466) 53.5 (286/535) 743 (391/526) 782 (417/533)
20%L) E 1.5 (7/466) 34.0 (182/535) 56.8 (299/526) 64.0 (341/533)
25%L) E 0.4 (2/466) 17.8 (95/535) 36.9 (194/526) 413 (220/533)

FlE% %4 GIHEUEHR 1%
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£ 8k, MERUIEE T A—FICET 57FMEE  (mITT £H)

SE{E 77w REE AH 5 mg BE A 10 mg B AH) 15 mg B
B (637 51)) (624 f3i) (628 1) (628 151))
RS 5.57+0.38 5.56+0.36 5.55+0.37 5.55+0.41
HbAlc (606 151]) (602 f3i) (600 f51) (606 151))
(%) Beh 72 EER D —0.08+0.30 —0.41%0.30 —0.49+0.32 —0.51+0.36
& (459 f51) (527 i) (516 f51) (524 f51))
R 95.77+9.57 95.34+9.84 95.58+10.77 95.18+10.27
ZE i B i (606 1) (603 f3i) (599 fil) (606 1)
(mg/dL) [#5 72 5@KFD 0.66+13.50 —7.70%=13.47 —9.98+12.02 —10.40%12.63
L& (457 51]) (524 f51)) (517 f51) (521 51))
R 122.7+12.60 123.6+12.52 123.8+12.86 122.94+12.91
S5 340 . (628 #51)) (618 #il) (621 1) (623 f51))
(mmHg) (5 72 @D —1.1%=11.70 —75+12.85 —9.1+12.98 —8.0+13.03
& (466 151]) (535 f3i) (526 f51) (533 f51))
R 79.5+7.91 79.2+8.17 79.9+8.32 79.3+8.21
PERI i (628 151]) (618 1) (621 1) (623 f51])
(mmHg) (&5 72 @D —12%+823 —52+8.76 —6.0%+8.82 —4.7%+923
& (466 1) (535 #il) (526 1) (533 f51)
P - 190.0+38.67 191.0%40.03 194443875 190.9+37.88
DL (606 151)) (603 f3i) (599 f51) (606 151))
(mg/dL) B 5 72 D 0.52+18.09 —3.68+16.31 —4.60+17.05 —6.46+15.96
ZAbE (%) (458 f51)) (523 f31) (517 1) (520 f51))
. . 113.2+33.29 113.3£32.30 116.3+32.83 114.0£32.66
L];L;_ff ST (573 f) (584 1) (574 ) (582 f)
(mg/dL) P 5 72 D 3.05+28.63 —1.70£26.60 —3.55+26.37 —5.97+24.89
g (%) (456 f1) (514 #il) (511 f51) (515 f1)
N 48.0+1261 492+13.14 48.9+12.73 49.0+12.62
Rl I (576 1) (589 ) (577 1) (584 1)
(mg/dL) 5 72 D 282+17.42 8.68+20.19 10.13%+20.77 9.96+20.65
ZAbE (%) (458 f51) (518 f3) (515 f51) (519 f51))
. . 146.4+82 81 150.1+151.96 144.0+87.89 142.6+82.01
e I (606 f) (603 f) (599 f) (606 6
K (mg/dL) 5 72 D 0.5+44.65 —18.4+34.76 —19.2+38.52 —248+37.73
ZALE (%) (457 51)) (522 1)) (515 1) (518 1))

FHE i EEE GEHEEIE)
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(Z2 )
WO GHET 5%, BEIZHEEBL L A HEFLLORIERORBLRDUE, £ L
BYThot,

RO WTNLOBREHT WU LICER LA EFSERORIEAORBERN (ZEMMITx S 4ER)
77 AR (63761) | AAISmg B (624 ) [AK 10 mg B (628 7) | AH] 15 mg B (628 f)

FRA FEFES BITER FEFR BIEA FEFES BITEA FEFES BITER
T RTOHESL (719 (458) [30.5 (194) [80.9 (505) [55.6 (347) [81.8 (514) |62.3 (391) [78.8 (495) [61.1 (384)
N 9.6 (61) 8.0 (51) [24.7 (154) [21.0 (131) [33.4 (210) [30.7 (193) [31.1 (195) [28.5 (179)
THI 72 (46) | 5.7 (36) [18.9 (118) [154 (96) [21.3 (134) |17.8 (112) [22.9 (144) [19.1 (120)
COVID-19 14.1 (90) 0 (0) 15.1 (94) 0 (0) 15.6 (98) 0 (0) 13.1 (82) 0 (0)
7L 1.7 (11) 0.8 (5) 8.3 (52) 6.7 (42) 108 (68) | 10.0 (63) | 12.3 (77) | 10.7 (67)
AT 58 (37) | 41 (26) [16.7 (104) | 13.5 (84) [17.4 (109) | 14.0 (88) | 11.8 (74) | 10.0 (63)
HIET R 4.1 (26) 3.1 (20) 9.0 (56) 7.9 (49) 9.7 (61) 8.1 (51) 11.1 (70) | 9.9 (62)
ARRBER 33 21) 3.0 (190 |95 (59) | 8.8 (55) 11.6 (73) | 11.0 (69) | 8.6 (54) | 7.3 (46)
SEUE 6.6 (42) 1.6 (10) 6.6 (41) 3.4 (21) 6.8 (43) 3.2 (20) 6.5 (41) | 3.5 (22)
WLESE 0.9 (6) 0.3 (2) 5.1 (32) 1.3 (8) 49 (31) 1.3 (8) 5.7 (36) 1.1 (7)
BLO 0.6 (4) 0.6 (4) 3.8 (24) |38 (24) |53 (33) |49 (31) |56 (35) |51 (32)
R 3.3 (21) 2.4 (15) 50 (31) 3.5 (22) 5.3 (33) 4.8 (30) 4.9 (31) | 4.0 (25)
B S 0.3 (2) 0.3 (2) 2.9 (18) 2.7 (17) 5.7 (36) 5.6 (35) 46 (29) | 45 (28)
FEMEDEWV | 24 (15) 0.5 (3) 4.2 (26) 2.1 (13) 5.6 (35) 22 (14) 4.1 (26) 1.8 (11)

FHBLEIG% (GBI

FELBIE, 77 2 AREE 4 61 (ZERIE, SrbDAR42, BEHZ%E, it & 1 61) .
AF) 5 mg £ 4 # (COVID-19 ifidk 2 fil, AFA4, Z23MAME, & 1 61) . AH 10 mg # 1
Bl GEN) . AAI 15mg BE 1 6] (SARS-CoV-2 M) I3 b, TOWN, AK| 5mg
BE1LB JFAD) XREIVER &l <z,

HRERAEFRLORETIEICEST-AEFLORBRMITE 10 KOE 11 O LB
nTHot,
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# 10 EELRAEFGORFRN (REWMITH5ER)
B FEHURIL AR
COVID-196 f, COVID-19 fitigs 4 fil, B 3 ], FERE, ZWHREEE &2 6, A%
PERESE OMBASE O, B O, FEED E VY, BfEMERE O, B0 RE 0, B/
6.9 AN 2B R IGEAZE O, AlE, mitEmzat o BYEIEFES . 1BMEZER/MEETE, IP
(44/637) | Hoffn. BEMENE, PRREREINE, HERFLMRAE, RERSIRR, HORIRILSER/+ —feE 5w iRk 4
5 B, BER, IRRE, EENRER. FrREECAD A, LR/ E M B fEE,
e, BIERRRE S, ASTE. FLE PRI, etk JEDNRIERE A 1 B
COVID-19 fitiZs @ 6 f5il, REAGAE ©, HERD £ 3 F, EME/ SEREE R 2/SARS-CoV-2 FRE R
PRSP EEAT AR 2 O /MIEIE, ArEER Y 2EBREE Mgk, FREMEA LT R 9,
RISZIRE . ZBERy L RMAME O EEEEIT. MEERIBR. BirtkitiR. FkEFERE
B, REEPOIE, BRTE, RERMEDIEE. Mk, WA, 75 PEE/II AR N IrE
TFRESEE 1 #1, MEEEAR. KO OF/IEUIEIENR /5, ErEREE, BEREEREE.
Ji. HEBMEBIRZE D, S LEE, RIERY, SRR, Wigk/oa U A L ARG,
COVID-19, fRERHIMN & 1
COVID-19, REAJE 4 3 fil, COVID-19 fifize, REZELR ©, SPEABZESR & 2 6, REAE 9/8E
JRFESR o, BB/ RIS S/ MRS AE Y/COVID-19, (K fLE/ AV R e/ At B EE g
BERIG S OBIENE S =2 v 7 BRERER Y, WM 9, ZRAEREEE, Bk, Btz
AAl 10 mg 6.7 . COVID-19/ffiligde . A& I K D EmMERL, A v 7 « IERFERER 2, BERIE, BR4A,
Fie3 (42/628) | B, RN O, IRIGEEY, BB/ 2 BB /B P/ B B B ., B R AR
Bl D £V IREMEREZI D D& 45 WIS, BHEETT. DAEZE/ 2 o) 7 A L AN
RIEBR. 2UEEBNREERE, FEIgREs, BEERall, 714 COVID-19/4
EEURMARE, TR N, B NEESIEE,. COVID-19 fide/MIE MENi 2/ IZERAE 4 1 (I
COVID-19 fitige 3 i, mES 2 fil, BT RS, KBk gk o, gH v, SR o, 7
EEIRAE Y, SARS-CoV-2 WA O, FURIRHERR, FLE/EER, SRMEFE(LERS, I0E
AH 15 mg 5.1 PAZE/MRAE S A, B, BB aE 28/ A/ B RiEE RS B S hieE A AR VE AT 26, B
jis3 (32/628) | AYE. KIE, NEAFEABMEAESESR. & EVLEE/ME,. ERIE BN IOERER, Ba
GE, ALPAREEE, BEB k. M, B, SMEE %, FEETRRE T ERoE, HEEE,
COVID-19 % 1 f3l]
BRI FBREIE% RO MGEIE) 2R7,
a) RIFEA LRIl Sn-F5, eds. 77 B RBEOMAE 3 BilF 1 B, AH 5 mg BEOEANE 3 FlH 2 Fil, A4 10 mg B
ORLFE 4 B 145, NHFE5 2 B 1 FIASRITER &l Sz,
b) BANCRRLALFS, 2B, A& SmgBEOBRER 4FIF 1 FIRAARATH-T,
c) BRIRET OES, ks, 7T B REEOMERE 3 FIH 1 Fl, A% S mg BED COVID-19 filize 6 it 2 Bl ERIREL T
Hotz,

7w REE

AHAl 'S mg 6.3
R (39/624)

£ 11 HBEPILCES EEFSZOEBRI (RIS EH)

TR RER
L1 | EL . WEIRIE % 2 b, FREPERER O WEAE . I . W0, GPELT L, TRl
TIERE | ez | T COVID-IO R, b U o Lk, FFBER B, T8 SUDRAE, SRR % (5 I
. IR B, M PERIRcE, e, BEAE. MIMEA 4 1 bl
FEL V5 (i, TR 7. COVID-I9 M 7 2 B, 11 REB e o, (AL ", SRz .
K smete| 45 | BEEOL WA, BEREY. VS, Y, Lo 0 0 EIEHSE .
(28/624) | B, LTI, SRIESME, WV, BAERENE, MR, R, R
i, DEREIE Y, % 1
L6 . TS Bl WAIL 4 B, o o, GUR . Faa o LM o, i
o | RSO, R0 2 G, ARG O, TR O, R O, RN
AF 10 me BE| (o0 | 7500 WFHRERTEIR LR O, SAKBOR O, FHFFS o, B, BHEED X1, Mk,
REBALIEIGE AL RERE, B 0, BB, A, ATHE, FEERIRIIE 4 |
p
L 12 G, TR T 0 3 Bl R 0, Bl Y 2 Bl V(LR
A 1S me e 64 | U FUBIEE . MR, EIRRIL Y, BRSO, -/ v F AR TSR T =T
(40/628) | LHIN Y, LBRBGR Y, TP O, 5N O, WL, . SARS-CoV-2 HAMHE,
TEHMRE LR, Tl BB, B, RONZ RIEROE & 1 6

FEBURILIIFEBEI G % CEBGIEAMER) 2=,

a) RIVER &I S -5, i, AH Smg BEOED 5 Bl 4 6] (AAN 16D AHA 10 mg BEDOEL 6 FI 5 i, A
A 15 mg BEORL 12 9 11 61 (BAN 1H) . BEE 3 Fd 2 B, 5852 fld 1 Bl EIfER &t s,

b) BARMNIHB UHESL, Zods. A Smg BEOEL 5 BId | Hl. AA 15mg BEOFEL 12 6l 1 fl, B AEFEAERE
2609 1 IS EARNTH -T2,
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(3) 2 BUBE PRI & A - 2 NERAESE D kbR & kb5 & U 72 [EESIE[E 1 AR (I8F-MC-
GPHL #5)

[FRBRT V1 v O]

HARNZ G de 2 BUBE RIS 2 A9 2 AEAE S O (BB $5 900 i, 4#F 300
) ZXtGs, REFRIE L ONEBFRIERTT N COREBOA MR LM% T 57
W, 7T AR R 2 b R B A TR bl ek s FEh S 7o,

L - HZix, 77848, AF10mg UIAF 15mg 28 1 [\l JEE T BRI
TG (B &3, AFIOBRGHEIX 2.5mg & i, AR E (10mg X
1L 15mg) IZETDHETABEMEBIZ25mg THOMETHZ L &I, B, BRTE
IRV B IGIER YR ST RERAE X, 1 MO R (15 mg % 10 mg (2, 10 mg %
FIRRIZER) THLZLENREE S, HE L THARTERVWEBRERA R 51
HLBEIIHRIET S LI,

BIWED FEZHBTE R (co-primary endpoints) 1%, AA| 10 mg LT 15 mg lZ8B1F 5
— AT A UG 72 R E COREZECEREKL OB 72 BRI 5%LL EORERD %
ER LR EOBEIS L S,

(F=7pB L)
o I18mULLE

e BMI 75 27 kg/m?> LA I

o 2HUBEIRIF EBMr &, A7 U —=2FWFD HbAlc 3 7%LL E 10%LL T
RE. BEEREGEEWEDO A, XX U Z TR D R T2 (DPP-4 [
KON GLP-1 ZRMMEIHEK AR ) Itk 227V —= 7R3 » A —E L=
BEEZ T TV D EEITHMANTRE E Sz,

o (KEZVSELOOBFEORMAIT 1 BILLERK LTS (BCHE)

(F72BRAMEE)
o 1R EATD
o R DABHEREZ T - XIIZ T D2 TERD D

(CRAFRRRE K OB RIL)
I8F-MC-GPHK 7 & [F]— O R FFIE L CHERIEICHT 20 v o ) 7 s
[

[k 5]

HEVELEIN S 7= 938 6] (77 BAREE3S B (HAN 21 6) . AHI 10 mg £ 312 4]
(HAN 24 f51]) | AHKI15mg BE 311 61 (HARN 22 41)) ) REINEBRIEOE G % 1 [[]LL
EZF, 20N, 912 Y (7 Z=AREE307 ] (BAN 13 1) . AA] 10mg 7 302 % (A

8) BEEOEEKRARBRITIB W CTEEKT GCP I RHE A 7R FH AT o TV IR BB ARBRIR D BB RN 0 &
T2 — R 0 TR R S R RS THEA AL S 7= BB 26 B 2 BRAL L 7= B ASERMM 5 & Sz,
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AN 14 61) o AH 15 mg # 303 ) (AAN 14 61) ) 75 mITT 5 M OV MR 55
R L SHv. mITT R T2 AR R & Shiz,

(F%hE)
FEFMIEE (co-primary endpoints) T HX—R T A L ipb &G 72 B E TORE
ZALR K OG- 72 R 5% LA EOIRE D 2 2k L 72 oFIa 3R 12 0Lk Y
ThO., 77 ERIZT 288 10 mg KL OARH 15 mg OEBHEN R Sz,

K12 N=ATA hbixh 72 @R E TOREE{LR
B U5 72 RIS 5%Lh EOERERD & #ER L2 E OEIE  (mITT £[H)

- 77 & AR AAI 10 mg B AH 15 mg B
PR (307 1) (302 %) (303 f)
N 102.1+22.27 101.7%20.84 99.8--20.10
NmATAYORE (ke) (303 fAl) (299 fi) (301 f31)
. 97.3£22.49 88.5+20.36 84.1%£19.51
85 2 AROKRE (ke) (256 ) (274 fAl) (259 i)
. —35+587 —13.3+8.38 —16.0%9.70
] e TR (%
5 12 BROFERILE (%) (256 f51) (274 f31) (259 1)
7T REE L ORERIZE Y _ —10.39 —1249
[95% 15 FE X ] [—11.7, —8.9] [—13.8, —11.1]
P 5. 72 B 33.6 82.1 87.6
5% LA LR E R ER A (86/256) (225/274) (227/259)
7T v AL OFEREIG O _ 2.65 2.76
[95% 15 X ] [2.23,3.16] [2.32,3.28]
TR REELE DA v KO _ 11.039 14929
[95% 15 X fAl) [7.42,16.39] [9.80,22.71]

FHEFERE GHMAE) UIEE% GEUBIEUGEMEILE) . BERZTR N ZREBHOE [95%EHKMH ]

— ML

a) BERE, APERE . BREEE L FHERE SO EMER . N— 2T A ORE, EEALRHIER LT o b TR O
B, MR OMER 2 B ER E L. BB E AR C A 4 (E L7 MMRM (2 £ 0 B,

b) HHIE a)? MMRM (2 & ¥ B SN2 EREZECRO FEEZ O COREZ fisgtk, 5, S—2T7 1 UV OfE, &
VEAALRRICEER L Oz sk TROME, KO 2 3L L 3 2 x5 CHEERIC L v EiH. A cix, <7
A—BHEEICB W TR Y AR REREZ S5 720, HIIIHALKICE D Reh T,

¢) MI7E ) MMRM (Z X 0 BH S - FREZLEOTRIEE AWV TRk, RERE, X—2AT A v OfE, &
{EZALRECAE L 72 mFERE TR OREE, Mt OMERI 2 A3 & 35 Fith fiiEZ AW r Y27 4 v 7 [BEIRIC
F B,

d)p<0.001, AHI10mg #EL 7T L REOHER OAHK 15mg BEL 7T B RO EICE N EN A B KE 2.5%2 F
WhHiic,
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£, ERBIRFHEEE ORRIT, £ 1BROCKRI4DLEBY THoT,

F 13 5 72 BIFIC 10%., 15%. 20% X% 25%LL E ORI & 2@ L2 5RE OElIE (mITT £H])

75 v AREE AAI 10 mg B Al 15 mg B

(307 f51) (302 {51) (303 f31)
10%L)_F 102 (26/256) 63.1 (173/274) 71.0 (184/259)
15%L4 - 3.1 (8/256) 412 (113/274) 54.1 (140/259)
20%LA E 12 (3/256) 21.9 (60/274) 34.4 (89/259)
25%L E 04 (1/256) 8.8 (24/274) 17.4 (45/259)

I G- RE )

F 14 MupE MEROHEE T A —ZIZHT SFHBIEE  (mITT £M)

- 7T B RRE AA 10 mg AHI 15 mg B
FEAR A (307 A1) (302 1) (303 fAl)
P 7.96+0.84 8.02+0.83 8.07+1.00
HbAlc (%) (282 f31)) (291 f31) (293 f51))
B 5 72 AR —0.59+1.04 —222+1.00 —229+1.12
DR (165 f51) (265 51)) (249 )
N 157.41+45.61 158.23+42.52 161.87+50.20
75 i 1 1 (282 #4i) (290 #51)) (293 #1)
(mg/dL) &5 72 EEF —9.34+39.89 —50.24+44.36 —53.22+44.93
DR (162 f4) (264 1) (250 fi))
I 131.3%+11.77 130.6%+12.19 130.2+12.23
SLTE 44 1. £ (303 #31) (299 1)) (301 f51))
(mmHg) B 5 72 # —12%+13.65 —6.0*14.55 —7.9+13.25
DR (256 {3 (274 f5) (259 f5i)
R 79.5+8.39 80.1%8.14 79.8+8.67
JEBEH ifn (303 fil) (299 fi) (301 fi)
(mmHg) 5 72 EEE —02=*775 —24+867 —29+9.78
DI E (256 Bil) (274 1) (259 #1)
Nex 54 179.3+41.86 177.5+43.23 170.9%42.01
BalLzxFm—L (284 f3) (286 f4i)) (286 fi))
(mg/dL) 5 72 3.31%£20.73 —1.33£21.65 1.47+2373
DEE (%) (255 f3il) (272 51)) (257 )
R 97.9+33.72 96.0+35.20 92.3+3523
LDL = L 25 —/)L (284 f51) (286 i) (286 i)
(mg/dL) 5 72 EEE 10.80£39.07 10.57£75.67 12.45+48.15
DEFE (%) (255 f4il) (272 f)) (256 fi))
IR 439+11.42 452+12.42 42.9+1031
HDL = L A5 17—/ (284 1)) (286 f51)) (286 f31)
(mg/dL) #4572 JEEE 2.58+18.24 8.04£18.96 12.78+25.76
DEALE (%) (255 i) (272 f51) (257 i)
e PR 191.4+117.88 187.0£143.42 182.5+131.03
Fujffup i (284 fA) (286 1) (286 {A1)
(mg/dL) 5 72 I 1.0+43.14 —19.8+36.77 —21.7£40.79
DELE (%) (255 f5il) (272 ) (257 f5i)

T R GEmPIR)

(Zatt)

WO EHRET 5%LL EICHE LA ERESR L ORWEH ORBLIRMIL, 150

By Thot,
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K15 WITNIOBREGH T S% U LICERLEFAEFGEROEIERORBIRG (ZeMA e 54E/)

e 77w REE (307 fI) AF 10 mg B (302 ) AA) 15 mg B (303 )
FEFES BITEA FEFES EIEA FEFESR EIEA
TRTCOHES 75.6 (232) 27.0 (83) 76.8 (232) 48.7 (147) 71.3 (216) 472 (143)
L 6.5 (20) 5.2 (16) 19.9 (60) 17.5 (53) 21.5 (65) 19.5 (59)
T 8.8 (27) 6.8 (21) 19.5 (59) 14.9 (45) 21.5 (65) 17.2 (52)
7L 3.3 (10) 2.6 (8) 10.6 (32) 8.3 (25) 12.9 (39) 11.2 (34)
COVID-19 16.9 (52) 0 (0) 17.2 (52) 0 (0) 10.9 (33) 0 (0)
AAREER 23 (7) 23 (7) 9.6 (29) 9.3 (28) 9.9 (30) 8.9 (27)
Y 39 (12) 2.0 (6) 7.9 (24) 6.6 (20) 8.9 (27) 59 (18)
HIELT R 2.9 (9) 2.9 (9) 7.3 (22) 6.3 (19) 7.3 (22) 6.3 (19)
(25 23 (7) 2.0 (6) 40 (12) 2.6 (8) 73 (22) 6.3 (19)
BLO 0.7 (2) 0.7 (2) 6.3 (19) 5.6 (17) 4.3 (13) 43 (13)
ARG Y 6.8 (21) 0 (0) 3.3 (10) 0 (0) 4.0 (12) 0 (0)
A 5.5 (17) 0 (0) 2.6 (8) 0 (0) 3.0 (9) 0 (0)
FEED E 1.6 (5) 0.3 (1) 56 (17) 2.3 (7) 2.6 (8) 1.7 (5)
& I 14.3 (44) 0 (0) 2.0 (6) 0 (0) 1.3 (4) 0 (0)

FHBLEIGY% GEBBIED

FECBIE, AKI 10 mg BE2 B (7 = — AW SIPERPIR R OffE 1, & 16 1258
OO, BIER & SN -FRid o7,

HERAEFRLE ORGP IEICES>TAEFLOBBIRDIZE 16 KOFE1TDOLER
N ChHoT,

F 16 EERAEFSZORFRE (REWMIret5EmM)
i F BRI PR
HIMmPEREEEE 92 5 Sk R4 0, BIZEMREER V2B o, 2O EZE, SNk
75 P, BEVELE M, SMERREER . BEARE, COVID-19 filidk, ZiltEmmE, HE, &
75 AREE (23/307) Bize. RBEFEREYT. BEBE A /ALES MIR/FEE, ERERAVE, BTV E, REIBER
B, A, RIS, AR, <> R Y o BE, COVID-19 Ffige/—iE PN
RSB REE ., ERRERRE & 16
DEMEHISMIE O, KT b Y U AMSE OSIEBEE, SRRSO, OELEY, 7 a—A
A 10 me e 5.6 5 I R s o, AR E R UE/ M BB . DS O EAE, SrEIEFE S/ NEE
(17/302) | 6. BRSZ/—@MERE M3 IE, COVID-19, TUEAMEMEINT, BRB/Mik/ AMEREE, H
M SRR E~ V=7, R, (M, RAEHIRESR 4 1 6]
AVENRZER ., WA, SUEMER/BGRE & 2 . T/ 9MEMH: O, $EEIT Y. Bk o, K
A 15 me B 8.6 RENEEEIRAZE, ORE, DEMERER, EMEEEHm, Nig~Lv=7 DI
(26/303) | e, ®IESe, v MARAE, BEWIEL. K N YU U AMAE, BSZARE. EIBEE. T
B, BEEY ., MmN miE, AR KRR BT A 1 B
BRI BREE% GEERABREMEIE) 2R,
a) BIMEM LRI s nzHg, ks, 77 BARBEOSMEMER 2 Gl 1 6], AH 10 mg HOSHEBESE 3 fdh 1 Fil, &K
A 15 mg B RPERBFES 2 Fip 1| FISEIER & Il < iz,
b) HARNMNZHRE L=F%,
¢) ERIRL T DHEL,
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F 17 BHEPILCESHFEFZORIING (LRI GER)

B BRI PR
- 3.9 M 9, BAZEMEEES o, EEUE Y. B Y. TMIREY. 32 he— L REOBERE. & iiEE,
(12/307) | #ERGRRE, RS, VRS, AME, ~ > hLRIREY v @ & 1 B
F 10 me B 4.0 Mg O, A ALY =Y &2 f, LY, (K Y T AMEE O, IR, BERE
(12/302) | MAWHAE. 7 = — LWL SIMEMPRRESE . BIER. 5 oK. B30 82 & 14
73 THIOS B, L3 F, BEEKOY, I8 Y. ERY. BERFER R RE 0, SR
KA 15 mg B (22/303) o MEERO, RERD O, EHIR Y, B, SRR, B, HIBRE. B4, m

SRR 1B

FEBURIUIFEBEIG% GEBBIERHmBIED) &7,
a) BMER Ll Shi-F8, Zeds, A 10 mg BEOUEM: 2 Bl 1 F, AL b= #8002 Fild 1 EI25EIER &t

Iz,

b) HANIZEEL-F5,

IRILBEDOFEBLRMITFTR 18 D LB TH Y . BEIEMKIMLEIIZRD S o 72,

# 18 (R FEO BRI (Z e L)

s 7T REE ZAF 10 mg B A 15 mg B
(307 f51) (302 51)) (303 f51))
LR 54 me/dL A0 1L 13 (4) 3.6 (11) 5.0 (15)
9.1 [31] 40 [17] 5.7 [24]
N . . 49 (15) 19.9 (60) 162 (49)
(70 me/dL A > . b 451 [153] 423 [179] 454 [191]
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4. HEFRIZOWT

ARFIHHENIS & 72 5 3 OFRIR B G-Akfee/ 1 OB G- oI, s\ ylicfrbind 2
EBRRDBND, Fio, AR & 72 HEEO BT TIX, DEIR 7 70U A — K
MUETHLZERMONTWNWAZ END, LERYR— IR ZT oL L OBET S
T, BRI G L TR D IERE LIS C O E - XA =y R 8 AR BRICARKIZ G LTl
RV, Flo, AR OEGIZL Y BEEZRBIEHS BB LB b2t inz 35 2
ERVETHDHTZ0, LLFODO~BDO T T Eimmdikic B W THEAT & TH D,

O MEgRIToOW\T

o REIEL BERENEL. NWNE TEERERNESUINBI O W n 585 LT
HERBRIEFREI TH D Z &,

o EILE, JEEELERE UL 2 BUBERIE I OV IEEE DR RE, Bl L T, . TR
(2% BIEIRET A K74 >, BREEIERB T A R T A 2 ARG Z
WETA RTA R ONERIEZIRATA RTA >, IEWIEOREHINERET A F) Z B
L. AKENZHOWTO+Smisa G LTV AERM (CLTFO<ERELE>SK) o
O & TARBIOM ST BN AREREREE TH DL Z L,

o FERXNIZ, LLF O <[EREMSE>IZET 28 FREMENThE /T 55 EEA
251 ANBLEFTE LT Y  ARANC L DRI DN D RHINE > Tnds Z b F o,
LIF O <ERTE> 12T 5 %P2 BMEO 5 B, i ICHTE L TRV EEFEE
DNDEEIE, Yk B ENFR T D litisk & @YNEEED L DRl 2 H LT D
Z &,

o UUTO<EMEMHF>IZET 2FF2Z0WNT NI LY #HETERK & L CGRE I
Tl THDH &,

o WE)OFHRAR LIS X AR RBIFE AT 9 I &N TE DRI S T D ik
Thd L, Eifi LIRBREEICOW ISR LD L,

< [ Rifi A >
AT OREE -3 &,
> [EMRFFEUSL 2 FOVIINHE 2& T Lizt%kic, mi)E, JR- R EE % 2 Al
BRI ONZ BETE D29 S LA EORKRRBREZ A L b 2 &,
BEES
RS FFIRAS . W 7 AL EOBIREREZ A L, 20955 5 EM RIE&EiE,
HEEE 3L S 2 OB PR 973 I O AETAE D BFIRAHE 217> T\ D Z &,
> e, IEERERE T 2 B IRIE 2 AT 5 EE ORI BE T 5 L F o
THOPDOFEOHEMELZFLTNH I L,
HARN W2 (1)
HABERE 2 (1)
H AR T
B, AR FEEOEMELZFE LTS Z EREE LU,
(E 1) HANGW P XAT HABERP P2 OFEMEICIX, WPS058ET 5
BE (N WMCHE - BERPNRIEEME) b E £ b,
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@ BEANOEIEBFREEDOEKHIZONT

o BRGNS OF M - BEMFEOIRFIIFEROEHS, AHEFDENRAE LY
BTG 2 kb & M FER 7o E A HOITIT O T EEOEIERMEFHRER, IEHOMK
HIREE S TN Z L,

@ BIEA~DXIRIZDOWNT

o EIEY R 7 EHEE (RMP) OZAEMMREFIEICEE S ZBIER S, 1 Lo
HEREICRE S ZRIERIC s LT Mk UL B RSB O B2 F 9 5 12
Bl & L. BIEH OB B L TSR OB 252 ). B DI g 2 AL
N T BHIEFHINESTNWD T L,
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5. B#EXNRLE R DEBEE

[ BRIV

B OBER ORI & 7= - TR, LU RO R T A2 S IERIERE TH D 2 & e

Do

BT OBHETA RTA L OBWIRREICES | \ifE, I5E B E T 2 BRI
DWTHN 1 DL EOBMN RS, DO TFOWTRNhE-TERETHL Z
it

« BMIA27 kg/m?Lh ETH Y | 2000 EOIB I BE T A s (F2) &4

T 5,

-+ BMIZ35 kg/m2LL

(£2) e |- B9~ 2 ke 2

(1) mipEReksES QARERIS - MPFGES 72 &) (2) IRERFE Q) mift (4)
EPREEISE « R (5) EERER (6) NMFEIE (7) FET /L = — ARG T

(8) AMRILE « AL (9) PAZEM:MEARFREMEFEIG I R « AR R SUEERE (10)
IEEhER AR (11) s e e o
ren L RS B U 2 BBE R I QNS B IE I BT 2 e D2IE A RT A
SBC, WU e R SEE - EENRE ISR D IRFEETIE A VER L. ARKIE B3 5k
BRICBWTYREEHEICE S WEEE 6 » AU LSRR L TH, +o2diknEonia
WEBRETH D Z L, Tz, BEIIEICOWT, ZoMIZ2 » A2 1 B EOMEET
BHRELICLDRERELZZTEEETHL 2 L, B, BREEE - EERIEIC
BALCid, BEAFIC L Drisk 2 il T 25 IS K 0 MBS N E M CE TN D 2
LR L, LERNE AL EEGESEICRERT H T &,
RFN %P 59 DI BV TA P LT B i E 5B B 5 ST 2 BB PR 95 |2 %f
L T iE 2 G e U R IBIE M T O TWAHE TH D Z &, KA TIBEZ MR
DR R R 2 S 2 BOHE R OV s 1 DL BTkt Ltz 3k
PAEPTON TWHIHRETHDLHZ L,

[$25-Oflkse « H1ikizonC]

eI R BRI S 2 AR PRI N AR IS B S D BT ORI AT A R T A v
HHEBET, AFEG R HEY Rk - EERE AT o L bz, 20 A
2 1 [BICL E OB CHE PSR I XD REBIRE L 272 2 & VT FELERSE TR
TE5HZ &,

HARNZX G L Uz iR 0T 5 EE A oMM X 72 M Th - 72
s, ARlOREITRK T2 AR ETDH L,

AFNOBE-FIRIC ST > T, AFNC LA IRERHRI A ER T2 2 &, 1ERIZHT=»> T
I, AAIPBG S E D) 2 BERE - EIRIEOE S LETHH & KON 72
M E CICARZRIETE D L)WY RFENLETCHLZ LITHETHZ L,
AN 5-BRMA R, mH . RE, Wi, e, BES2MR L. AF%E 3~4 » HHRH
5L THUEEH MR LR WAL, AFlOEEZ2H1ET 5 Z &,
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KA 3~4 5 ARG L TREZIRZBO bNTGEG, € DO% S 2~3 » HIZ 1E
DLk, (R, o, ffE, IFEEZMER L CREOREZ HocBlgZ L, DIRDAR
+o3 LIRS TG B ITIIAR OB G I AR 5 2 &,

Ty IR BENR DR DTG (BARRER Tl 5%l LD R 2 2Rk L7 #
B OENG S EEFEIEA D 1 5L Sirz) 1R, FGHkRE D B 2 U (]
L. &5 72 BERFTICRRA O I & AFRE - EERIEORIT L 58
HAEZET 52 & AFIP IR IZIERAE OB LG8 0 b= HaiE, AR OYIRE
HBARIE & [FRRIC . AH A2 #5592 FiaselZ 38\ Tl B e PR E HmN 2 G5 < 35
- EERE 2 HIC 1 U EOFHRERLICLORERELZET) PEMTE
TWD 2 fiEid Uy Hakatili &S <2 Al E LT 6 » AL ESHM L Th 4%
RGE IR TAA Z 595 Z &, 7l AR LR IC—EHIHESE ORRE 2
At Uy 2 B 2 G el i OBEEASGR O B, R 21597 6 1 H 29I
HRBZBRETT 256 1201%, £ OISOV T3 ISt UIREEHl 2 1Bk L 72
I ATAROE G 2 HT5Z &,
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6. REZELTHEETREEHE
1) TN T2EFICOVTUIARORENED L ST d,
KRB DRSS xE L BUE OB ERE D & 5 B
BERIGYE S N7 o R— A BERAVESIE SO XA IE, 1 808 RIR O B
2 BUBEIRIG 2 A3 5 BE B T 2 EIERYYE, PINEOREOES
2) IR SOTEER U CW D RTREMED & 5 I ITAR 2 e G- Lisnw 2 & GEiRT 5 7]
REMED & 5 2P, AR G- R O & 502 1 o HRIZI W ClEE3 2 03
M K OSE ) 22 B VR I OWTCEBHT 5 2 &
3) TRAICEZEYS T D MBFICKT 2G5 OMENMEIL, HEICHET5 2 &,
- FIEHAEMESOEEOHREEDH L BRE
R DB IR D & 5 B
fKibE 2 4 = 32’3 d 5 UL T o B UL IREE
> BT EAEEE R S TRIB R EE R 2
> RBARIRE, AUERINE, SHEHAZEFEDL BFREREOARE XITE
FRAE
> LU e
> BEOT L a— B
HEGEE PR AN . BEIRI BBV SRR & B D FEH A PR i
JEZ AP T 2 BE LN OBEROH 5 BE
NEERFIT OB T A L 2D D b 5 i
e
4y INESEERG L LT AER O a2 R & U B R BBR 1T 506 L TV 7wy,
5) AFPEEFE, FIRIRBEOREFEOG AR L, BE DR b2 GA I,
HEZZZ2T5 L 08T 5 L MlET v NERWE 2 FER AEMERERIC
BWT, &A% 0.15, 0.50 XN 1.5meg/kg D& (FhFNKRERKHELZE MZ
BT #E L7ZBEo AUC @ 0.11, 031 X100.88 %D AUC # b 7= 53 &) Tl 2
MR TG L& 2 A, STHREL el LT, HUIRR C e (IRIE K OYF) @
FAEBEOEMNT X TCOHBETHALNT, rtasH2 F T VATV 2=y I T A%
W= 6 5 AR AJRPHERBRIZ W T, AAlZ 1, 3 LT 10 mg/kg D& TH 2
B TG L7-& 2 A, FRRAR C MR OB & 5\ N LS O3 A8 5 - B i
RO NI o T2, FIRNRBERE OBEE D & 2 g M OVFIR RBERRRE S X 2760k
NS WAEIEIE 2 B D SEEIE D d 5 BRIt 2 ARKN D2 BRI L TV e,
6) MEMERDIFBLT 52 03B 5D T, QMEMEROWIIRER (-2 £ 5 Fiferd 72
WLWEWRE) b obhizdaix, HEPIEL, EONICEMOBZEEZ 51T
LEOEETHZ L,
7)) BBEENEE LA, AR O WREMEAZ BB L, BB U Tl s
WX DR EEZBET 2L, EEICHETDH I &,
8) I, WEMAHRAKEREE L, SMEEESICELIBENLRH LD T, BEORE
WCHEETHZ L,
9) MEERTHAALNTHGEITITEFEORELZ HoICBlE L, REPRDoNTHE
WIXE O LB AT 5 2 &
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10) MHAE, MHEER, JHAE & X WﬁOOﬁiﬁr#%ﬁﬁék%hmaéwf 18
Jif 2 @@%Fﬁﬁﬁ%mt 2k, MBS U CEE R A K D JRIAR A 4
%@#ékk\%@:ﬂﬁﬁé_ko

11) 272 pE = b —/ L OUGEIZ M, BERIFHEIE OB SUTEER & 5 b
NHEZERHDHOT, HETHZ L,

12) RANOFEHIZHT= > Tk, BEFITK L, ARIHER & O O LA EIZDOWT |-
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