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BT R
B&EE HEIILAR)L BAE
ACR Albumin creatinine ratio FIVISV/OLTF=t
ANCOVA | analysis of covariance H ST

BMI body mass index
CDA- Canadian Drug Agency-Agence des médicaments
AMC du Canada
CENTRAL | Cochrane Central Register of Controlled Trials
CEAC Cost-effectiveness acceptability curve ERAX R Z AR
CHD Coronary Heart Disease
CI Confidence interval B
Crl Credible interval {ERARXRE

DBP Diastolic blood pressure Y5k £ 1 £

DCM Diabetes Cohort Model

DIC Deviance Information Criterion ®AGIE R ERLE
DPP4i Dipeptidyl Peptidase 4 inhibitor DPP-4 [HEZE
DTSQ Diabetes Treatment Satisfaction Questionnaire
eGFR estimated glomerular filtration rate

EQ-5D-

5L EuroQoL 5 dimensions 5 levels

ERR estimated rate ratio

ETD Estimated treatment difference

FE model | Fixed effect model
Glar glargine J3)ILF¥y
GLP-1 Glucagon-like peptide-1 TIWHTUBRTFE-1
HbA1lc Hemoglobin Alc AESOEY Alc
HDL High-density lipoprotein BLLEYRIINIE
HR Heart rate DA%

HRQOL | Health related quality of life 2 REREE QOL
ICER Incremental cost-effectiveness ratio BRERAMRL
IDDM Insulin dependent diabetes mellitus A R) ARFIENER TR
IDeg Insulin Degludec ARy FTILTY
IGlar Insulin Glargine AR TILFY
LDL Low-density lipoprotein BEEEURIINVE




Medical Literature Analysis and Retrieval System

MEDLINE | On-Line

MODY Maturity-onset diabetes of the young EERERANBBERR
NIDDM Non-insulin dependent diabetes mellitus AR IR F I NER TR
NMB Net monetary benefit

NYHA New York Heart Association

PRO Patient-Reported Outcome BERET VML
PSA Probabilistic sensitivity analysis HERBRE DT

PYE patient-year of exposure

QALY Quality Adjusted Life Year BRBEREEH

QOL Quality of life

RCT Randomized controlled trial T LML LB AR ER
RE

model Random effect model

SBP Systolic blood pressure AR 78 £ I JE

SD Standard deviation SHERE

SE Standard error RAERE

SG Standard gamble

SGLT2i sodium glucose cotransporter 2 inhibitor SGLT2 BEZE

SLR Systematic literature review

Su Sulfonylurea RIVIR=JLRFR
T1DM Type 1 diabetes mellitus 1 BIHERTR

T2D Type 2 diabetes 2 BURERTR

TC Total cholesterol faLAxTa—)L

TG Triglyceride NE/R ]

TTO Time trade-off

VBA Visual Basic for Applications

WBC White blood cell =hiks

a-GI a -glucosidase inhibitor a-JLaLF—EREE
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SREER: 1 HERAEERE

B BT RV RUVELLIEAV R Y
TFaYT (AR TTEIIVAVR)Y T3
WX AR TFILNTI AVA)Y TR
IR ADR)Y TS AR YRT
H)

No additional benefit

WRESR: 2 BBERBREE I/ L—T 1 (D
MmERBEHINGL BELERICMA T 2 EEOM
W TEMNORLRADOEY AT MmAEI ~
A— LR+ EAV RV FBED 2 BIER
RRAEE)

EEB BT ERAVRYY + ARRILEY

No additional benefit

MRESR: 2 BBERFREE T L—T 2 (b
nMEREEZETH. BELETITMAT21EEE
D IMER T ENSLELSREDEYEAEATIIMAE
AVRA—IDAR+REA R RBERD 2 B
HERFAANEE)

HEES R BB AT ERAV R + ARKRILEY +
IoNFY7aoy, ERMURYY + ARRILE
v+ AT TaSy ERMURYY + AR
VIV + USTILFR

No additional benefit




HREE: 2 BHBERKBREE I L—T 3 (b
MERBNGL AR VBERUVBELES
TlIEMEI,O— LT+ 5T AV R VRE
BEROHD 2 BRERRHEARE)

Bt BT AR RBEDEIE (EXD
BBICMAANRILEY TV IILFRERILE
(EPZUP)

No additional benefit

HREER: 2 BHERKBREE I L—T 4 (b
MERBEET D AVRAIVEABRVUBELE
BT mEI FO— LT+ S THOI=AVR
VU BRBERBRDDD 2 WERFERARSE)

thE BT AR RBEDRIE: HERD
BAERLLITBIEIVR)Y (WThOFEELAN
RILEDETU T 7BSUFEIESA /85170
DU LLFYSTILFR)

No additional benefit

hFr5

CDA-

AMC

EHff=iER

FHBRT—42X: FffHY

2RBERFEE ERXREFTMICEAL TITLL

T 3209 TTIL—ThH5,

> FEAVR)URMEMESE (NIAHA) ZhR
AL AV R REDEERAELY 2 BUIBERR
" EE(T2D insulin naive)

> NIAHA OBFEIZhhhHoT  EHEAURY
VREDERNHD 2 HRERFERE
(T2D basal switch)

> NIAHA OB EIThhH5T, EHEARY
> &R U bolus insulin ;AEDREERLHD 2
Ri¥EFRymEE (T2D basal and bolus
switch)

EE e R AT B REFICHIL.

> AVRYY FF)LFT (U100 £ U300)




> ARy FHILTS (U100 & U200)
> AVAYL TTEI

o WRER: 2BMERRE YITNL—T1(T2D
insulin naive)

o REMFKER: vs 1VRYY TZ)LF2 U100
(ICER $18,114/QALY)

« CADTH BfEft#ER: vs /2R F3)LF>
U100 (ICER $435,800/QALY)

- XRER: 2BERE HIVIL—T 2 (T2D
basal switch)

. EMFHER: vs 1VRYY FFILF2 U100
(ICER $20,711/QALY)

+ CADTH BfE##ER: vs 12RYY TS IL¥Y
U100 (ICER $937,280/QALY)

« XRER: 2BERE IV IL—T 3 (T2D
basal and bolus switch)

. EMFHER: vs 1VRYY FFILF2 U100
(ICER $73,405/QALY)

« CADTH BfE#T#ER: vs 12RYY TS ILFY
U100 (1)

AR BENBIGEGDHERFEDIE . L TDBEEZNITHRERET 5,
(a) 1 BERRER

PR REH
(2.1 8] (b) 2RHBERBEEDSIL AR VEEDABERNEVES
(c) 2BHBERBEEDSL, BREA VR EEDABRENHDEE
(d) 2 HERRBEDS>L ABE-EBMAV R EEDABENHLESE
AHREEE (a). (d)
AVRYY TS5ILF2 U300 + BV RY) D EH
LBt B 5 Al (B RE M AV A 4aT9* + BIMAU R EH])
£ [2.2 #i]

*H B BEILZAVRYY FI5ILF U300 THHEN., RFIDOEEKABRTHD
ONWARDS HERIZHWTEHRARYUEFIO—DTHBIAVR)Y THILT




DERBIEDERLELEITOTNAIE, T  AVRYY FFILF U300 EAUR
Y FOLTIEFVThEEDR ARV EEITH> T, THIOEEMEIZEH
BEEBLEIRINTELT . RELLAMHRMEAITEVNTRIA/VRYY FIILFY
U300 &AMV Ry THLTITIIEMNNE. REMOH AN OEmE ICHBELEN L
WeEBZbND | ESnf=Cehn, CNLDHBROT—2Z L=,

SHRER (b). (c)
AR FZILF2 U300

DHDILIGEE
s SNHDIEG: AMEERDIIS

FRogHE [2.3 N

] - EBROGHA: AMEREDH

i

SERIEE [2.4 _ _ _
Quality adjusted life years (QALY)

& ]

S HTEAR [2.5 .
£E

]

EI5|1ZE [2.6 N

. ER. MREBITEE 2%

Efi]
AR AATIDEMHERAMEDORET . AR BENER LG LHFERFER
BERMRIC.HFDRBHBAOR) MR OBRRMAEDMEEREMICETIIETY
AEMFET IR EBRUBARBIZKEVRATITavILE2— (SR) ZH#xt
&M (a) - (d) ThZNITHLERLT =,
SRI%£ 202149 A 30 HIZEEL. TD% 2022 F£ 12 21 HE2025% 2 A
28 HIZEHEEMLT=,

DRTITA4YY | SRIZBITBEVVZAIVIIAFIY (CQEUTIZRL =,

LEa2— (SR)

DIVY—FIT | A REH(a)

AFav [3.1 | WAR&EH (P): 1 #ERRESE

/3.3 §i] MAEA (1) 1R 42T9

LB (C): 1>RYY F3)LFY U300, 1Ry TTILTY
7okhi (0): E#E (Hemoglobin Alc(HbA1lc)., IRMEHAME . oL X70
—JL.LDL aLRFA—JL HDL aLRFAa—/L, MJS+JK, body mass
index (BMI). (>A%k. BMEk%L. estimated glomerular filtration rate
(eGFR). AR DG E . HiRAMT). T2t (BMME. SIE. FES
&)
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H|RTHAY (S): FUF LILLLEGRER

IR EE(D)

HREM (P): 2 HBERBRBBED>B. (VR REDBBRENGNEE
TABA (I): 41VRYY 4279

EEERBBEAT (C): 412 RYY FSIF¥> U300, 1R THILTH
F7obAL (0): BME (HbAlc, UiEHIM/E., #aLXTO—)L DL aLART
A—)L.HDL aLXFA—/L, b)F+YR, BMI, (a3, BIEkE. eGFR, 5
AR DREE IGREAME). T2t (B, SmE. AEER)
METHAY (S): 4 LILLLERER

AT RER(C)

HEREH (P): 2EBERBEEDIL. BRAVR)VEEDABRENHLEE
TAEM (I): 42RYY 42T

LB BB BT (C): 12RUY TFIF U300, A12RYY THILTY
TobhL (0): A%hE (HbAlc, INMEEAME. #8aL X TA—/L, LDL aLRT
A—JL.HDL aLXTE—)L, F)FJEUR, BMIL, (A%, BMmEkE. eGFR., &
AR DEREE, IRAAME). R2% (B, SIME. BEER)
METFTHFAY (S): S5 LIEHEKHKER

A RRER()

HEREH (P): 2 BHERKBEFEDS>L ., ER-BIMIVR)UVEEDABRENHDE
&

MAEM (1) 4AVR)Y 42TH

B BEAMT (C): 41>RUY FIILF U300, 1VRYY TTILTY
TobAL (0): HxitE (HbAlc, IRFEHAMIE. #83LXFA—)L, LDL ALRTF
A—JL.HDL aLRXFA—/L, )F)+YR, BMI, (Ma%, Bl eGFR, £
AR DEEE . IGEHMIE), R (BnHE SO FEER)
HRETHAY (S): U7 LI ER

SR #ERDME
[3.273.4 #i]

HHREEH (a) T, 5 3EO SRIZEST 1 HOBRRRABR (ONWARDS 6
HER) A RSN, ST REE (b) TIX 5 3E® SRIZK>T 1 HDERER
8 (ONWARDS 3 HE) D\ RSNz, T KREM (c) TIE. & 3 ED SR
[2&>T 1 HDERRHER (ONWARDS 2 BAER) W RSN Tz, ST RER (d)
TIE 5t 3ED SRZBELT, 2 RIERWEBEDIL. ERE-BMAV R FED

11




BEEAHDIEE (DWHRER (d)) [TRHITBIAVRA)Y A ATHEAVRY
FOILTIELLITAUR) Y FF5)LFY U300 DEELRE T -HEZ RO
B ElFTEGI ST,

SR ERER (a) - (¢) ThZEHhD SR THAANONI-HBROBMEZLITIZR

L7
IHE XERDARE

ERPREER A ONWARDS 6 (NCT04848480)

5| X H#R ]
Linked studies [2-4]
-Randomized controlled trial (RCT)

HEBRTHI -Treat to target
-JESEEER

X REM 18U LD 1 BERRESE

I AT AR 4374 (N=290)

LBt BR 4 4l AVR)Y TTILTY (N=292)
[26 BB R TD HbAlc FH{E]
AT 7.15%
TIONTIE:7.1%
R—RFSAU M 26 BRRFETD HbAICEQFHEILE
(X AT U8 T-0.47%. TTILTIEHT-0.51%THY.

_ AATVBET LT IOEICRL. MEHNEEEEZLST

FEFEEE . .

AATIVHENRLEREG ST,
(ETD, 0.05%; 95% CI, 0.13 - 0.23; p=0.0065)
BFEFBRITONT, 26 8K R, 57 BR R EBHICERKIIICE
BFEEFEXRGEMEDSHREREE AR THANIZER
2% o=,
Li=Ao T EmeEREICEAL. REINEHEEZLNT-,
IHH XERDAE
ERPREER B ONWARDS 3 (NCT04795531)
5| AR ]

Linked studies [6-12]
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‘RCT

HEBTH -Treat to target

SRR R VBT
XTREMH AR EFERBTIEAL 18 Ml LD 2 BERFEEE
v A ARy 4274 (N=294)
He 8t BR L fif AR THILTY (N=294)

[26 AR TH HbAlc FiyfE]

(TR 7% (SD=0.75)

TIIVTHIE:7.2% (SD=0.77)

R—RFAU M5 26 BRRFETO HbAlc EDQFEHELLE
FEFMIER . 43798 T-1.6% (-17.2mmol/mol), TFILT Y

T-1.4% (-14.9mmol/mol)THY. (aTIDTITILTH
x93 %IEL M (P<0.0001) &E#MME (P<0.002) AR
hit=,

(ETD, -0.2%; 95% CI, -0.3 - -0.1)
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I5H XEDAB
ERPREER A ONWARDS 2 (NCT04770532)
[13]
5| AR
Linked studies [6, 14, 15]
*RCT
HEBRTHI -Treat to target
JES MR BR R VB AR EE
XREMH BEBEAOR)EFERAPD 18 R LD 2 BIBERFEE
I AR AR 4279 (N=263)
LBt BR 4 4l AR)Y TTILTY (N=263)
[26 BB R TD HbAlc FH{E]
(T8 :7.2% (SE=0.05%)
-FHIVTHEE:7.42% (SE=0.06%)
i R—RFMvHb 26 BREFRFEFTD HbALc EQFHELE
FEFEEE

X, 13798 T-0.93%., FTHILTIET-0.71%THY.
AATIDTIILTIICxT SIS (P<0.0001) LB
£ (p=0.0028) HSFRENT=,

(ETD, -0.22%; 95% CI, -0.37 - -0.08)

SIRRER (d) ITHL. SR DFERMSAVR)Y (AT HEERAXHRITMEE
FI#B# I TREL BB EARIDERLRIIFELEN of=. NTHAF

542 5.5 BiTEN4. TEE LB B M LD RCT [FFEELGVD., £DthD
RCT AT 515E . SR DFERZAVT, MELERICLYEMNA RAHEOFHEZE
LTEENEHD[16], TR0, TR ER (d) D PICOS D Afkifi&tt

BRI DEHEE AND £ 5 OR FHICEEL. /it AR LB RO
EERET TEGLD RCT /3L . MELLRE T H-LETEIC SR EFERE

L=,

AHRRER (d) ONFAEMELBTBRIMDEMEZE OR FHICLI-HED SR
DFER. 7 HORBRAFERINT -,

FYRD—DA3T7F1)O X (NMA) OEMEAIBEMZERETT 51280, T —PEY T+
FHEEERL I, FHEDMER. /2R FFILF2 U100 2HBEDO LB BET
BIET AVARYY AQATVEAVR)Y TFILFL U300 LD TRIELLE AN A
BETHIHII LD RSNz, REMIZR YT —21ZIE. ONWARDS-4 HE R U
EDITION-1 RE&D 2 & ENT=,

LIF. ONWARDS-4 (&% 1f EDITION-1 HEROBMEERLT=,

14




IR XEDHNE
FRPREAER B ONWARDS 4 (NCT04880850)
5| SRR [17]
-RCT
HEBRTHI -Treat to target
-JELMERER
EBEAORA)ORPBMAVR)VEFRAPD 18 UED
xR &M
2 BRI
AR AVA)Y AATH /AR TRV (N=291)
N ) A2VR)Y TSILF2 UL00/ 1VRYY FRISLE
s et B 5 it
(N=291)
[HbAlc DR—RSLUH\D 26 BRFRADELE]
AVRYY AATH /AR FRINLR: -1.16%
FEFEIEE AVA)Y TS5LF2 U100/ 4V RYY FRINLE: -

1.18%
ETD: 0.02 (95% CI -0.11 - 0.15)
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EH XEDHNE
ERERERER % EDITION 1 (NCT01499082)
5| B3k [18]
i o -RCT
HETH Y .
-JES M ER
HEEAZR) O RPEBMAV AV EFERBO 18 Ll LD
* R &M
2 RIMERIREE
i BEBAVRYUIZMAFAVRY)Y F5)LF 300 Bifz
T AF T
(N=404)
N ) BEBAVRIVIZMAFAVAYY F5ILF2 100 B
Eb s 5t BR $ A
(N=403)
[HbAlc DR—RSA4VHhi> 6 hARADEILE]
BEBAVRYIIZMAF=AVR)Y F5)LF> 300 Bbi:
) 0.83%
FEFMIER _ N )
BEBAVRYUIZMAIAVR)Y F5)LF 100 Bifi:
0.83%
ETD -0.00% (95% CI -0.11 - 0.11)

PHRRER (d) 2 HERBFEEDSS ., EE-BMAORYVEEDABEENH
HEREFICEHAT AN ARMELE D BHEMTOBEZLED RCT (EFELE, ST, £
D=8, T A& LB BT OB T Network meta-analysis (NMA) %17
L EM8IAE AEEETmEL =,

26 BRF R DAN—R 1o MoD HbAlc Z{LE(d. FE model D#ER LY/ R

1a70&102yy 5% U300 o+ ks IINININININEEEE

ML E D s - -
2 (3.4 B <5y, A5E10RYY FF0FD U300 ORICHETICEELELR
./ B
HoNIEM T,
F1-, EMPEOSEEZBALTIZ, FE model D#ERLYIVRYY 41TTHEIVRY)
> g31xy U300 oAy X iz xiE< I <»
Y, KFEARYY F5ILF2 U300 ORICHETICERRZEXRHONGE N>
Tz
BLE &Y RFIA B BEAMT ISR TEMA A AMSHY LI R AN ESITLT=,
i AFHRER (a)
BmE A At . -
O EME AN RIN TS
NEE [3.8 .
] O EMeE A RIN TV
B

B IHRAES1HIVETRFEEAHGERRN]
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O 0t ( )

SHAREH (b)

B EMMAREATEINTIND

O EmeEREATSATIVEL

O MRS E51HDWETRFEEAHEELRN]
O 0t ( )

PHIHREEH (c)

B BB RAEINREIN TS

O EmMHE ARSIV TV

O TENLZ1HEVIETRFEEAHHEEAN
O Zofth ( )

PHRRER (d)

O EBnrEAENRESA TS

B EIN#E AMEAURSATLVEL

O MEALZ1HZVETRFEEHEER]
O Z0i ( )

ERXED
DA EDR
® [4.1.218,
4.2 Ei%]

EMHAREIERSNE-SITRRER (b). (c) 22V THHT 518 IHE-
DCM-T2 ETIVEERLIz. 1 Y17 OHREIE 1 £ SFHEITEELLAHL
fzo ETILTIE. MHAETH A7 HbAlc avbO—ILABLNENEEIC. AE
DEBEOHFLOWERDEBMEITIENARETHD. BERDREETILANAAFT—
A—Do—MIRBEN, HohLOEERSNT- HbAlc DRRBIZISCTE Y1)
TY2aLb—avaEnbd, ETITRYRIVARKICI > THRRFICSER T 2ERR
HMNMEERFELROEREE. RUBRHECEZEZEEL TS, ETILHICEENT-H
NIEERMEDRBIKER. 2 DORADTIILATHTETILICHEISI T,
INMETILOTESEIL, Eastman HIZEOKIRESE., BKE. TRIAZEDEFEIRE
DHAEHLEIBHES [19, 20], KIME<I/ILaT:EHEIL, Clarke et al. 2004
(UKPDS 68) [CEDDE. DAEE., INZ P, DAL, MTEEMOBERK
BEOHAEHLENISLES[21],

BAD 2 MERFEEESEHOERICELE T M/INELRKNERERERVETIC
B3 5)RIAFEKIX Tanaka et al. 2021 ® The Japan Diabetes

Complications Study/Japanese Elderly Diabetes Intervention Trial risk
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engine (JJRE) #&IZ{EENT=[22],

NSDETILIE. Microsoft® Excel (/3A—<3> 365) IZHEENTLVS Visual
Basic for Applications (VBA) #ERALTHEEINT-,

SIHREH (b) RV ()ITDO2VTHAEMDRIEZENZH ONWARDS 3 RU
ONWARDS 2 E&H 5 HbAlc [T 9 55 EFEELT-,

1 B 1 EOEHEES0AHE 1 BEESHFIRS5EYE Quality of life (QOL)
ENBLTHENSTHERD SR RUT —IN—REFOHERIS/LNTHEY. 1
B 1 EE5HFIHR S THAH LB BRSOV TIE QOLEDRELEEE LT,
ZREIKED QOL X, ?oovON T ENHIREEZ R U Takahara et al.
2018 M5IALT=[23, 24],

ZRAD/INTA—RIL, ONWARDS HETUASINTIzAV R 41T IVRULLE
HBEMOBESERVHAEOREE. LFEEELLERBERAZEHL-. F
1=.T2D EHHED M. BERRERVEETERDOEMIE DeSC ANLRT TR
SHNEET L, RPEHEOL T T —ARUERRBEZ T —2280LETNTF
—3FRWTERHLT-,

HROBME
[5.1 &i]

PHRREH (b)

AVAR)Y AATIIFAVRYY G5ILF2 U300 [THRLT, FEFUMTH Tz —
TREEMTICBVTLRROMERMENHERSIN . MERESTICHULTIE, ICER
A 500 FH/QALY DE#E(EZ TESHEREIL 100%THo1=,

PHREER (c)

HASHD ICER £ 1,670,627 F/QALY THY. 500 FH/QALY # TE>71=,
—TREEMTCEVTHLEROBREATER SN, BEREMMTIZELTIE.
ICER /Y 500 BM/QALY O E#(E% TEISHZE(EL 100% TH o1,

STHREER (d)
AR FZILF U300 IZRLTAFIIHRRENDAELIME 4 £/-T
17,455 A& AtEmEiaot=,

ICER OFFEY
PHEENRLE
WEEZ DX

AHTRRER (b)

B RIFUb

O MRAEZE. M OBEAHEIR
O HRHARF. M OERLVEF
[J 200 BM.~QALY XK
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O

200 5M.7QALY Lt 500 FM.~QALY k&

(200 BAA.~QALY Ll E 750 BM.~QALY *i#)
500 FM.~QALY Lt 750 FM.~QALY k&

(750 BM.QALY ULk 1,125 M. QALY %ki#)
750 5A. QALY LIt 1,000 FA. QALY ki

(1,125 5M.7QALY Kt 1,500 M.~ QALY ;i)
1,000 5M.7QALY Ut

(1,500 5M. QALY K t)
PDRHIEE (HBLIELEY) (A DOEAHEM
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IHHAREH (c)
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O
|
O

O

O

R3+ok

MEMNEZF. M OEAHMHEIE

NRHVEE. M OEAINEF

200 M./ QALY K

200 M. 7QALY LLE 500 M.~ QALY ki
(200 FM.~QALY LI E 750 FH.~QALY ki)

500 AM.~QALY Lt 750 FM.~QALY ki
(750 AM./QALY L1k 1,125 5A. QALY k&)

750 5A. QALY LIt 1,000 M. QALY ki
(1,125 5M.7QALY Kk 1,500 M.~ QALY ;i)

1,000 5M.7QALY Ut
(1,500 5M.7QALY K L)

PDRHIEEF (HBLIELEY) (. ADOEAHEM

Z Dt ( )
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FERBIIMEROMEREENSUMRETHY . ARV DDA R (1 BERRE) £-EM10 R
Yo DERTE (2REERR) &> TEIERISN S, ZHId. TRERMEEE. #OJFYEA
FIsRER (OGTT) . HbAlc L EDRERZRIZE DL TIThNh 3,

A2 R FEIT A BB IS EAR R BBEIS A HY . A2 R ARTFIREE (Z<D 1 BBRERF XS
DREIZHD) . GMERBEDRR. EECEFEZTEELLTVDEE. BERELTTE
RIFGMMEIL b O— LA FONGEVEIRMERRE D7 —RIEEMNA 2 R U BED I HE IS &
5%, —H.AVA) UEEDHEMEG LTI, 2 BERREFODICESRECERERE.
AV RA) N DEYFEICLO>THRIFGMMBEIV FA— LB Fo MGG T PR MEICES
WEMERRIIEERENHD,

EREE-REFE (2023 F)I2LDE HADILRRFINREEDHNLSEDES (20 m LU
L. FERER) L 8.6% (B 11.4%. Xt 6.4%) THof-, FEEERAIZELICHREL
BN %, 70 RULEABXBHOT RLAERENSVEFERESTHY. 19.5% (54 26.2%.
Zf4 13.7%) TH>T=o RNT 60— 69 mTHBENEL. 12.7% (B 15.7%. it
10.1%) THhHo1=,

WRRDEHHELL T, BERNTE MAEERIEE. BiE. FRIEFEE OM/NNLE & HHE Ok
BE DHEECEDRKMESHEZSISES , ol BUES. BEE. ARKE. B,
REAEEE . FILaARZT TV, BREEDFER E R RITRE S HERAE DB IEME LR
HEINTEY. ChiohMEEMIZELSHE—BD QOL ETZHEL,
BRICEVWTAFID RS SN OERFBEDOFRRKIE. E—IFD 2028 £ 30,800 A
[TRdERRAFEND,

1.5 ERAEE
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®’E57HE PMEILEE 1 B 30~140 BEfrsl, BEDOKREBICIEC TGERER
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1.6 HBREBOARICEITHLZERR ERER BEERFUIOMEST

AR BENBEIS LR DHRERBISHLT, 8 1 B 5 IORZBE/IONTNDI VR E
FEAFI LS FELGRLY,

AV R) O HESEARROFEELEICLTHRENDR RS E ., PR, FHREHRIR) Y
RHECHFEIN, SHICEGDL 2 BEOAVR) VHEANEESNZEEE. BERBAURY)

CRIFIZDEIND, BB HMENSD AU R) U hNI—2 &, 24 BEICHh > THHKEMIZH

WEINTVWSERDBERZRDMBEFRICKIGLTIIIVT KD BINDEBMT b THERS

NTWD AR VBREDEKRT. BEEZBICBITAERLGAVR) VR ING—FEA R

BETHEMUIBETILIZHD. BREAVRA) D OBTRIZITELLTHDRBHE AR D HE
AALLN, BINAVRY D DHEFICITBRDE AR ORHEIANALGNDS,

AEILE 1 @5 OFNRBHRAOR)OTHY . BFD 1 B 1 BESEOHFMBEEFBRAIR)
VIZIFTZILF2 (U100 £U300) . TTII.TILTILSH S,

AEILE 1 @R EOA R EETEFBRERST LY AVRY U EEICHT HEE
DERBELEFBL ., JYRERANSAVR)VEADBIBLOITLGLEEFEINS, SHICAEE
BEARSTEEONTNEOREERRICEOLNLAEEMLH S, Hosomura 5DFHEITLDE.
3299 ZOHERFRBEDIL. 29.9% (984 L) MAV R VAEFEELI: [25]. FD55
38.0% (374 &) IIDBITHEEERHIBL. 1RV AEERIIAE TOEMIEFEY 790 BTH-
f=o F-ADHETIE. BENAORYVBREZIECER (530 2EF) RGN T, £FDILLSE
(18.9%) A1 &<, JEFTEH(6.0%) EENITHESIEH (2.6%) FELHITont- [26].
I512,.2024 F 5 AICHABRAREZSDRER L. [BRRZEHNIFS142 20241 TlE XD
FOITKRFNCH T HEAFAREIN TV, [RE. FBHANH 1 BRE O REFEFHEIEERE>
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2023 1Tl GEERERBED AR BEITRL T, BBABEED® QOL ITEREL T E#ZE
TEBREIT VKT BIENEFELLVETRSA TS,
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7 e

BGEEES

1) R Ml
(RihEEE)

NICE

Tt (7HF)

SMC

20254 8 A 4 ARFAE. MESN TLVRL

HAS

2025 % 8 A 4 BRE. HWESNATLVEWN

IQWIG

1 BBRREE

e No additional benefit

2 BIERREE

YI5)L—7 1 (DMEREN G BESEHICMZAT 2
BEOMERTENLGLIREORYEATEOEIL
A— LR+ REAVR) UREBED 2 RERFHANEBE)
e No additional benefit

HIJN—T 2 (DMEKREEZETH. BRLEFHITMAT
2 BEOMMER TENLLIRAEDEYEETIIMBEI -
A— LR+ REAVR) UKRBED 2 RERFHANEE)
¢ No additional benefit

YITIN—T 3 (DOERENGL AR VBERVUERSE
EEHTIIMBEILO—IILDBT+5 T, AR VBEER
DHd 2 BERFHABE)

e No additional benefit

H$ITIN—T 4 (DMERBEAETDH. AVRIVBERY
BELEFHTIEOEILFA—IILBF+HTHOIzAVR) Y
BEBRROHD 2 WBERFERARE)

e No additional benefit

1050U(1 &) :
73.68 1—0O

1050U(2 &) :
136.06 1—A
2100U(2 &) :
260.80 1—A

5

CDA-
AMC

EHOEHEE:

e HbA1c A 7.0 - 11.0%®M 2 B¥ERREE

o MIEAVMA—ILENLELT S 2 RBERBEFICKHLTE
BINTWARLRMEGHFHREA ORIV DEREBAL
WEIIERTET DVELNHD

o RENCIEEHOEMOTETIE. TEREICHTEF
BEMOEEENGW O, AT IEERATEINEIN
EEETD

F—ArI)7

PBAC

2025 % 8 A 4 BR#E., HESNATLVEWN

KE

ICER

2025 £ 8 A 4 BRAE. MESN TR
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B&:&:CDA-AMC: Canadian Drug Agency-Agence des médicaments du Canada. HAS:
Haute Autorité de Santé. HbA1lc: Hemoglobin Alc. ICER: Institute for Clinical and
Economic Review . IQWiG: Institut fur Qualitat und Wirtschaftlichkeit im
Gesundheitswesen, NICE: National Institute for Health and Care Excellence. PBAC:

Pharmaceutical Benefits Advisory Committee. SMC: Scottish Medicines Consortium.

£ 1-2: FEICBTSEAXNDRIMOFRO—E-EXR

E4 R HEEROBE
AFYR NICE FHEAR (L)
SMC L
TSR HAS L
hFE CDA-AMC HY
A—Zr3)7 | PBAC L
XKE ICER L

B&EE: CDA-AMC: Canadian Drug Agency-Agence des médicaments du Canada. HAS:
Haute Autorité de Santé. ICER: Institute for Clinical and Economic Review, IQWiG:
Institut fur Qualitat und Wirtschaftlichkeit im Gesundheitswesen. NICE: National
Institute for Health and Care Excellence. PBAC: Pharmaceutical Benefits Advisory

Committee, SMC: Scottish Medicines Consortium.

£ 1-3: FEIZETLERAXNDRAMOFER DO

E4 Vil

HE A CDA-AMC

FHMFER D URL & https://www.cda-amc.ca/insulin-icodec

ERPOE 353001 AVRYY 43TY

EalitES FHOEHE

EHATEHREDIZEEIE. ZD | e HDA1C AV 7.0 - 11.0%D 2 BEERKBESE

EJLIOEE ! o MMEIVMA—LERELT S 2 BERFEBFICHLTERS
NTVWERLRMFIFHER ARV DEREBALENELSICHE
T DRLENHD

o TEMNRERORMODFEFETIE. PEZEITHIT H5THEE

HOZEENEWN=O. (AT IEERTINEINEEET D

S X R B o 2 BUNEIRSR
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o ZRAXMRITMBEALTIZUT 3 20T IL—ThH 5,

o AR RIMBEMAEE (NIAHA) ZRRAL. 1> RV
EOREBRMNL 2 BIERBEE (T2D insulin naive)

o NIAHA B EIZHMDHLT | BIEAV RV ERDERLSH
%2 BIFERIREE (T2D basal switch)

o NIAHA OB EIZhhhiod  EFECU RV RU bolus
insulin JAEDRERAHS 2 BUERKEHE (T2D basal and

bolus switch)

ERAE (X) PER5E 1:8MH=Y 70 BiL #FREmEI 00—
[CELETEET 5.
i g o il EXREMITHL.

e /R FJZ)LFY (U100 & U300)
e (VAU THILTH (U100 &£ U200)

e AVAR)Y TTII

FERGESERMRLEOE

ERBITER
e T2D insulin naive

Vs /YR 45)LFL U100 (ICER $18,114/QALY)
e T2D basal switch

vs /2R FJ5)LF> U100 (ICER $20,711/QALY)
e T2D basal and bolus switch

vs 1R J5)LF> U100 (ICER $73,405/QALY )

CDA-AMC BT R
e T2D insulin naive

vs /2R J5)LF> U100 (ICER $435,800/QALY)
e T2D basal switch

vs /2R J5)LF> U100 (ICER $937,280/QALY)
e T2D basal and bolus switch

vs /2R JF)LF2 U100 (%1iL)

B&EE: CDA-AMC:Canadian Drug Agency-Agence des médicaments du Canada. HbAlc:
Hemoglobin Alc, T2D:Type 2 diabetes.
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2 BRMRASMICB T2 EHDERTE

2.1 SR ER

BERMMRF MBS I TRELEAITRMEAEDIE, (VR VEREIEISELDHER
REBEEDIL. UTOEEESMHRERALL]=,

(a) 1 BIBERIR A

(b) 2BBRFEBEDIL. AV RYVEEDBBRENZVNES

(c) 2 BBRBEEDSL. ERAV R VERDBERENHLEE

(d) 2 BBRFEFDSL, ER-BMAU R VEEDABERENHDEE

Kin B OBEIGEAR) EENEIGEGDMERBTHAT-O. 1 BERRE 2 HERBHH
IEFENT, 1 BBERRLE 2 BERRTIERENEL SO, ENENICOVWTERAERET
HIENEYITHHEEA DN,
F 2 BERBICBVTE. TNTAOREENELDL-H. AV RVEEDBBREILL
BE.EBAR)IEEDAREENHLBE. BER-BMAVR) VEEDRERNHLEE
D 3D2NEAIZHITTHFLE=.

2.2 Eb 8%} BR B AT

ERANMHRMEEFER [ TRELESTREAEDE FOMHREFICHL. LTDL
ST REMERE L=,

AHIRRER (a). (d)
AR F3)LF2 U300 + B4R EE GEEARBMT ARy 4aT5
+ BMNA R HE)
PHRER (b). (c)
AR F5)LF> U300
ERxsh RITMBEIER I TRELE-DHRMAAIZHT5. LERABHRMEEEL-ERER
[SHARD, AVR)Y AATIIEENRBBAOR) VER| D FEINDIIENL, BEFOHHE
BREAVRYVEE (TOLTHO.TTII.TZILFY U100, 3L U300) LB S
CENBELHTHEEEZ DN,
BEFEOEFEMNEABAVR) EFIETIE., HHEDEWNCOWTHELIE T RIEEELEL
MNBMBERITIEEICDOLTIZAR)Y FIILFX2 U300 EAMVRYY THILTIORFD
DG ELRTOLGNIENERINTINS [27-29],
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—ATAVAR)Y TF)LF2 U300 EA4VR)Y THOILTOTIIAEDME. R2EOBANDH
EICHELGRENZWNEEZONEZEND, FYRMEAV R FF5ILF2 U300 ZELE R R
BifrELt=, BMBADIEDRIEICDWTIE. AVR)Y F3LF2 U300 EA4VRYY THIL
TOERZEDELEDELTHKST=,

2.3 DD IFEERADEH

P RUSERBRERBERCES TIERAMMERMOOTHAESAY 2024 EEMR (LT,
DIAARSAY) (ZEIY, KOMELAMERDIIBTEREL. ANEREBDHEERELT-
[16].

2.4 HEREE

DHAARTAVIZANY  PTIREFAOEFERVORERE quality of life (HRQOL) [Zxt
TEHEELTRTET H=OIZRRHTIEZRIEZEZ Quality adjusted life years (QALY) &L
7= [16].

2.5 S AT RAR

DHAARSAVICEIY AR AATIDEROHRICEXETHZEEFMT 5=+
IRV EL T, STHARITEEEL [16],

2.6 ] E
DWAARSAVICANY BERARUVHREDICER 2%DEI5IREEAL- [16],

2.7 SHEHORENERN
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S| B®E

DHRRET HEE AVR)BRENEICELBDHERBND S5, LTDBEBZEZDHIAR
EM&ELT=,
(a) 1 BRERIRESE
(b) 2 BHERBEBENDIL, AV R VEEDBBEENZVES
(c) 2 BERBBEEDS>L ERAVRUEEDBRENHDE
&
(d) 2 BBERIREBZDSS ., ERE-BMAUR) VEEDBBRENH
2BE

id oyofists SHAREH (a). (d)

AR FS5ILF2 U300 + BINA R EHF
(FHE R AR 43T + BMAUR) U 8H])

AITARER (b). (c)
AR G35)LF2 U300

Bt RERE LS

AR AT IR RIBFE AR VEAFZH SN S EM
5 BEOHMNRBRAVR)VEE (TINTI.TTIN TS
JLEY U100, ¥5)LF> U300) EtbBTHIENFLTHHEE
A=,

BEFEOHDEBRAORVEFIBTIE., HBHMEDENIZ DL TH
BEIETORFIHFELGVD EMERREEICDOVNTIEAUR
)Y TZILX2 U300 EMVRYY TTLTINZDOMDE FZEL
RTPBNIELN RSN TN,

—ATAVRYY FSILF2 U300 EA/VR)Y TFHOLTHTIEE
P REHOBANOEEICHELGEN GV EBZONSHI LN
5. KYRMEHEAV R TZ5ILF U300 ZLeExtBREfT&LT=,
EBINMAEDEORIEIZOLTIX, 1R F3)LF2 U300 &1
DAY TUMNTIERZEDLDELTHRST=,

AMOIIGEEROERE | OIS ANERDILE
BEROHR: AHEREDH
HRER QALY
AR HE
HEES BER.HIREBITER 2%
Z Dk ZEET 30




#&:QALY: Quality adjusted life year.
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3 BINAE A

AR AATIDEMAEREOREHE. 1R BENEL DR/ BEERRIC.
BFORBRBAOR VBB OBRKMANMELEREEICETIIE TV REMET 5 EKE
VBREIZEDIVRATIT YILEa— (SR) #EMELT=,

SR IF% 3-1 [CE#F5HK512. 2021 F£ 9 A 30 BITEML. TD%k 2022 F£ 12 A 21 BHE
2025 % 2 A 28 HIZEHEEMLT=.

3.1 #KRU 3.2 HiTlE. SR DFHAMERERIBEL THREL =,

% 3-1: SROOIBE

EHEE (REEEH) T—HAR—Z R
#E o EMBASE PriE Rt/ D 2021 £ 9 B
(2021 £ 9 A 30 A) e MEDLINE
o CENTRAL
2@EA o EMBASE BN T—ARN—R:
(2022 € 12 B 21 B)* | « MEDLINE 2021 F 10 M5 2022 F 12 A
o CENTRAL MY T—A~N—X:
o« EFEE FREBAtA D 2022 £ 12 A
3EE o EMBASE 2023 F 1 AN 202552 A
(202542 A28 A)t o MEDLINE
o CENTRAL
o EfhiE

* EMBASE I3 2022 £ 12 A 23 BIZEfE; EESIF 2022 £ 12 A 27 BIZEfE,
" CENTRAL (& 2025 £ 2 A 26 BIZE}#,

#&E&: CENTRAL: Cochrane Central Register of Controlled Trials,

MEDLINE: Medical Literature Analysis and Retrieval System On-Line,
SR: Systematic review., Efis: EFHRRHMEE.

3.1 SR DVY—FHTRAFav

S LAE L EERER (RCT) Zx&EL- SR DYYZHILHSIRFay (CQ) IZD2WVT, W&
[, T A EBRHEB. 7oL FETFTH A2 (PICOS) DIL—LT—HZANTER 3-2

[Z7RLT=,

32



£ 3-2: SROE=HDY)ZHAWVITATFIY

15H NE
ERBEBEEDSS, UTOH IV IL—TIZ5H 1=,

o 1 BIBERFEE

S REH o 2 BIBRFBEDSL., (VR VEEDABRENZNES
o 2 AIBERBBEDNDIL, RBA VR VEEDABERENADLES
o 2 RIEERBBEDNDIL, - BMAVRVEEDABREN DSBS
Tt A AVR)Y A4aThH

e /1VR)Y FF)LF> U300

o AVRYY THILTY

(B3h1%]

e HbA1lc

o INHEHALM E

o OLRTO—)L

e LDL aLRFE—/L

e HDL aLXFE—/L

o NG EYR

e BMI

ToMhL o DAY

o BIMEREL

e eGFR

o« KB R)VDIREE

o LARAAMNE

[(Z£tE])

o {E I ¥E

o EIMHE

« HEER

HRRTHAY | o SUF LILLLEER

XEERAAM | BB S 2025 K2 AET

B& & : BMI: Body mass index . eGFR: Estimated glomerular filtration rate .

HE Bt R

HbAlc:Hemoglobin Alc. HDL: High-density lipoprotein, LDL: Low-density lipoprotein,

SR: Systematic review.
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3.2 SR

3.2.1 A ANEERVRNEE
% 3-2 O PICOS [CEDE, &M MERD SR DA ANBEERUBRNEEL K 3-3, & 3-
4, % 3-5. % 3-6 [ZRLT=,
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% 3-3: SR DA ANBEER VRN BEE-SITAREA (a)

BH A ANELE PROVEZE

1 BBRAUNDESE

Mixed population/Unclear

R &M 1 BERREE

T A AVA)Y 4aTH A ANELE(TZ Y LN A BT
e AVARYY THILTY AVAR)Y FHILTOIRVAVARYY
adsrgagiicl N . . X
o« AR JF)LF U300 FIILXUDEEF
[(B3hi4E] HAANEEZZLULEWTOMNIA
e HbAlc

o IRHEHEALM IE

o AL RTH—)L

e LDL aLRFA—L
e HDL OLRFO—)L
o FJT YR

e BMI

T oA L o (MAK

o BIMERE

e eGFR

o« KA R DIREE
o HRARHEAME

(2]
o {EIM#E
o SIM¥E
« BEER
o ESUH LML LEEERER
« ERE
o HEEREMT
HRETHAY | o« TUF LILLLEHER o BTEGPRERER
o LA—
o IT4R)TIL

- X

#&E&:BMI:Body mass index., eGFR:Estimated glomerular filtration rate,
HbA1lc:Hemoglobin Alc, HDL:High-density lipoprotein. LDL:Low-density lipoprotein.

SR:Systematic review.
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& 3-4: SR DA ANBERURNEE-FHTAREKR (b)

HE fAAHANELE BRo A2
2EBRRBEDIG AVRYEE | MAANBECZLSLEVESE
HREMH .
DRBEENGNEE
A AVRYY 43Ty A ANEEITFE L LG AL
. o AVRYY TUNTY AVR)Y FTHTLTIRVAVR)Y
e ER N . ; .
o« AVRYY JS)LF U300 TINFUDEREH
(Hzhit] HAANEEITHZELEVTIMA
» HbAlc

o IRfEHAMIE

e AOLRTHO—IL

e LDL OLRFA—/L
e HDL aLRXFA—/L

o NJTYEYR
TN L
e BMI
o IMA%
o HINEREL
e eGFR
o ARV DEFEE
CESED|
o KI¥E
o ESUH LALLLEGERER
« ERE
o AR
HAETHAIY | o TUF LILLLEER o RIEREREXER
o LA—
e TT4NJTIL

o SHRMX

B%:& . BMI: Body mass index. eGFR: Estimated glomerular filtration rate. HbAlc:
Hemoglobin Alc, HDL: High-density lipoprotein, LDL: Low-density lipoprotein.

SR: Systematic review.
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% 3-5: SR DA ANBEER VRSN EE-SHHEREA (c)

15H A ANERE BRoVEEE
QRBERFEEDID EBAVR)Y | A ANEECZLULENES
S REH .
BEDBBENHLESE
T A A2RYY 43Ty A ANEREIZFZ L LU A BT
o AVARYY THITY AVRA)Y FHILTIORVBAVR)Y
LBkt . . . X
e 1R JZILFL U300 TSLFXDEREFH
(Hxhtk]) HAANEEICZLLEVNT I L
e HbA1c
o IRHEHEALM IE
o SOLRTH—IL
e LDL aLRFA—/L
e HDL OLRFO—)L
—— o FJT YR
e BMI
o (MAK
o BIMERE
e eGFR
o EBAUR)UDIREE
(R2t]
o {E I 8
o S LbLLEREKER
« ERE
o AR
HRRTHAY | o« SUF LELLERER o BiEREREAER
o LA—
e IT4(4NJTIL
o EHERERXC

B&E& : BMI: Body mass index. eGFR: Estimated glomerular filtration rate. HbAlc:
Hemoglobin Alc. HDL: High-density lipoprotein, LDL: Low-density lipoprotein. SR:

Systematic review.
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% 3-6: SR DA ANBEER VRN EE-SHTHREHA (d)

15H A ANERE BRoVEEE
2RBERRBEDSS, EfE-BmM Y | HERBEUSNOESE
S REH .
RYUBEDBRBENHLEE
T A A2RYY 43Ty A ANEREIZFZ L LU A BT
o AVARYY THITY AVRA)Y FHILTIORVBAVR)Y
LBkt . . . X
e 1R JZILFL U300 TSLFXDEREFH
(Hxhtk]) HAANEEICZLLEVNT I L
e HbA1c
o IRHEHEALM IE
o SOLRTH—IL
e LDL aLRFA—/L
e HDL OLRFO—)L
o FJT YR
TobhL
e BMI
o (MAK
o BIMERE
e eGFR
o EBAUR)UDIREE
(R2t]
o {E I 8
o S LbLLEREKER
« ERE
o AR
HRRTHAY | o« SUF LELLERER o BiEREREAER
o LA—
e IT4(4NJTIL
o EHERERXC

B&E& : BMI: Body mass index. eGFR: Estimated glomerular filtration rate. HbAlc:
Hemoglobin Alc. HDL: High-density lipoprotein, LDL: Low-density lipoprotein. SR:

Systematic review.

3.2.2 LEa—A&
BARIL-ERRDY—=0 T 1F, K 3-3. K 3-4, Kk 3-5. %k 3-6 TEEINMAHAANEE(IC
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RN HIILz 2 AOBEHZHEICE O TERSNZ, 2 BOEZENSFBONXEY RAMNIHE
SN FEINDOIGEEE 3 OEFREICL>THREINT -, A ANEEEHT- O
FEICBRATERVRXIE. EXLEL—ICHAT AXEINEL=%.. 2 BOWMILEEZREN
EXEFEL. MAANEEDOBESHEREL, FELHIIEEE.F 3 OEFREHLER
L7=.

FR.LEA—ICEFENDITRTOHRMIE. ZAML HIRE. EE. LE2—FROEH. RV
BRo AR E SN =R — 3 —k% Microsoft Excel 365 &> TEHELT=,

3.2.3 ALLT—4R—X
FERLT—AR—RZFLTFITRLI
e EMBASE
e Medical Literature Analysis and Retrieval System On-Line (A)
e Cochrane Central Register of Controlled Trials (CENTRAL)
o EFHRHMEE

SOIC BT FEIEEDPOERRREBREZINET 570 LTOBRKHARSERT —IXN—XTHIR
REeRfkL=.
e National Institutes of Health (NIH) ClinicalTrials.gov (access via:
http://www.clinicaltrials.gov/)
o FRINEEEREAERT—4~—R (EUCTR) (access via:

https://www.clinicaltrialsregister.eu/)

T WX OMHTEL T BEFRTRRIN-EZSWBROBREREZIT oI, LTOWEIRES
Nt 586, 2019 FLRICHERSN-PEOAZINERRELT-,
e American Diabetes Association (ADA)
e European Association for the Study of Diabetes (EASD)
e International Society for Pharmacoeconomics and Outcomes Research
(ISPOR)

REIC.HEL-RHFD SR DSEXE) AL ERZEL, BEETIMENRFLINTIVENIE
HHEALT=,

3.2.4 EALEERR
T—AR—RIZEVWTHXERE T H=OITERALRERRE. AR 9.1 ITRLT,
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3.2.5 XHER) EEH(
3.2.2 filCTHESIN=3#EK L. NICE single technology appraisal guidance (% 3-7)
AW TEF®mZEITo7= [30],
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% 3-7: NICE critical appraisal for RCTs

Study question How is the question

addressed in the study?

Was randomization carried out appropriately? (yes/no/not clear/N/A)

Was the concealment of treatment allocation adequate? | (yes/no/not clear/N/A)

Were the groups similar at the outset of the study in | (yes/no/not clear/N/A)
terms of prognostic factors, for example, severity of

disease?

Were the care providers, participants, and outcome | (yes/no/not clear/N/A)
assessors blind to treatment allocation? If any of these
people were not blinded, what might be the likely impact

on the risk of bias (for each outcome)?

Were there any unexpected imbalances in dropouts | (yes/no/not clear/N/A)
between groups? If so, were they explained or adjusted

for?

Is there any evidence to suggest that the authors | (yes/no/not clear/N/A)

measured more outcomes than they reported?

Did the analysis include an intention to treat analysis? | (yes/no/not clear/N/A)

If so, was this appropriate and were appropriate

methods used to account for missing data?
#%:&:N/A:Not available.

3.2.6 SR DA ANEER

XHREIR . R4 T Ot X%E PRISMA (Preferred Reporting Items for Systematic
Reviews and Meta-Analyses) EEANHRTLH70—Fr—r2ALVTHE 3-1 (IR E
(@) ). B 3-2 (AR EE (b) ). ® 3-3 (SHREH (). ® 3-4 (HHFEREH
(d)IzwLT=,

PR ER (a) TlIE. 5 3ED SRIZKHS>T 1 HDEEKREE (ONWARDS 6 iKE&) A\
BRIt S RER (b) TIX. 5 3ED SRIZE->T 1 HDEERKRKEE (ONWARDS 3 i
BR) WHERINTz, T REH (c) TIEH.&5 3 BED SR IZE>T 1 HOERKRHER
(ONWARDS 2 #ER) RSN, #HTREH (d) TIK. 5T 3ED SREALT, 2 BiE
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RFEFEDIL . BRE-EMAVR) VREDBRENHLBEICHT DIV RYY 4aT0EA
DAY FUNTIELFAVRYY TFLFY U300 DEELEEEIT>IHRERDITHS
LIETEG ML,

L&2 SR TRESNXH. HEBREXR 3-8, & 3-9. & 3-10 TRz, FHESNLHBRD
FMER 3-11. % 3-12, & 3-13 ITRLI=,
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3-1: SR M PRISMA 7O0—Fv—h-Hix&%EMA (a)

' Identification of first SR via databases and registers _Identification of second SR via databases and registers  Identification of third SR via databases and registers

Records identified from:
Embase (n = 4,917)
MEDLINE (n = 3,177)
Cochrane (n = 5,032)
Hand search (n = 36)

Duplicate records
removed (n = 4,3886)

Records identi

MEDLINE
Cochrana

fed from":

Embase (n = 537)

{n=372)
(n = 263)

ICHUSHI (n = 187)

Duplicate records
removed (n = 325)

Records identified from®:
Embase (n = 607)
MEDLINE (n = 343)
Cochrane (n = 487)
ICHUSHI (n = 5)

Duplicate records
removed (n = 470)

Records screened at title
absiract (n = 8,796)

Records excluded (n =
7.833)

Population (n = 304)
Intervention (n = 1,837)
QOutcomes (n = 341)
Study design (n = 3,266)
Editorial or review (n =
1,759)

Before 2019 (n = 311)
Language (n = 15)

abstract (n =1

Records screened at title

038)

Records excluded (n = 803)
Population {n = 79)
Intervention (n = 251)
Outcomes (n = 114)

Study design (n = 154)
Editorial or review (n = 93)
Before 2021 (n= 111)
Language (n = 1)

Records screenad at title
abstract (n = 972)

Records excluded (n = T81)
Population (n = 141)
Intervention (n = 120)
Qutcomes (n = 123)

Study design (n = 384)
Editorial or review (n = 0)
Time limit (n = 9]

Language (n = 2)

Reports excluded (n = 233)

Repots assessed for Reports excluded (n = 963) Reports assessed for Population (n = 35) Reports assessed for Reports excluded (n = 187)
aligibility Population (n = 643) eligibility Intervention (n = 39) eligibility Population (n = 60)
(n = 963) Intarvention (n = 265) (n=233) Outcomes (n = 104) (n=181) Intervention (n = 33)

Outcomes (n = 24)
Study design (n = 21)
Before 2019 (n=1)
Language (n = 8)

Studies included in review
(n=4)

Trials of included studies
(n=1)

Study design (n = 2)
Editorial or review (n = 11)
Before 2021 (n = 41)
Language (n = 1)

Comparator (n= 9)
Outcomes (n = 34)
Study design (n = 31)

B&:E . MEDLINE:Medical Literature Analysis and Retrieval System On-Line.

PRISMA:The PRISMA 2020 statement: an updated guideline for reporting systematic reviews, SR:Systematic review.




3-2: SR M PRISMA JO—Fv—h-oHixt&%EMA (b)

[lmm]

Screening

[ Identification of first SR via databases and registers ] [ Identification of second SR via databases and registers } [ Identification of third SR via databases and registers

Records identified from:
Embase (n=4,917)
MEDLINE (n = 3,177}
Cochrane (n = 5,0582)
Hand search (n = 36)

Duplicate records
removed (n =4, 386)

Records identified from*:
Embase (n = 537)
MEDLINE {n = 372)
Cochrane (n = 263)
ICHUSHI {n = 187)

Duplicate records
removed (n = 325)

Records identified from®:
Embase (n =607)
MEDLINE (n = 343)
Caochrane (n = 487)
ICHUSHI (n=5)

Duplicate records
removed (n = 470)

r

A

Records screened at title
abstract (n = 8,796)

Records excluded (n =
7.833)

Population (n = 304)
Intervention (n = 1,837)
Qutcomes (n = 341)
Study design {n = 3,268)
Editorial or review (n =

1,759)
Before 2019 (n = 311)
Language (n= 15}

Records screened at tifle
abstract (n = 1,036)

Records excluded (n = 803)
Population {(n =79)
Intervention {n = 251)
Outcomes (n= 114)

Study design (n = 154)
Editorial or review {n = 93)
Before 2021 (n = 111)
Language {(n=1)

Records screened at title
abstract (n = 972)

Records excluded (n = 781)
Population (n = 141)
Intervention (n = 120)
QOutcomes (n = 125)

Study design (n = 384)
Editorial or review (n = 0)
Time limit (n = 9)
Language (n = 2)

Reports assessed for
eligibility
(n =963)

L J

Reports excluded (n = 963)
Population (n = 496)
Intervention (n = 412)
Qutcomes (n = 24)

Study design {n= 21)
Before 2021 (n=1)
Language (n=9)

Reports assessed for
eligibility
(n=233)

(L mesuaea ]

Studies included in review
(n=8)

Trials of included studies
n=1)

Reports excluded (n = 233)
Population {n = 2)
Intervention {n = T71)
Comparator (n=1)
Outcomes (n= 104)

Study design (n = 2)
Editorial or review (n = 11)
Before 2021 (n=41)
Language {(n=1)

Reports assessed for
eligibility
{n=191)

Reports excluded (n = 183)
Population (n = 61)
Intervention (n = 28)
Comparator (n=9)
Outcomes (n = 34)

Study design (n = 51)
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B&%:E . MEDLINE:Medical Literature Analysis and Retrieval System On-Line.

PRISMA:The PRISMA 2020 statement: an updated guideline for reporting systematic reviews. SR:Systematic review.
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3-3: SR M PRISMA 7JO—Fv—h;-2HxtEHA (c)

f
i

[ Identification of first SR via databases and registers

] [ Identification of second SR via databases and registers J [ Identification of third SR via databases and registers

Records identified from:
Embase (n = 4.917)
MEDLIMNE (n = 3,177)
Cochrane (n = §5,052)
Hand search (n = 36)

Duplicate records
removed (m = 4,386)

Records identified from®*:
Embas= (n = 537)
MEDLIME {n = 372)
Cochrana (n = 265)
ICHUSHI {n = 187)

Duplicate records
removed (n = 325)

Records identified from*:
Embasa (n = 607)
MEDLINE (n = 343)
Cochrane {n = 487)
ICHUSHI {n=5)

Duplicate records
removed (n=470)

Records screened at title
abstract (n = 8,796)

Records excluded (n =
7.833)

Population (n = 304)
Intervantion (n = 1,837)
Cutcomes (n= 341)
Study design (n = 3,266)
Editorial or review (n =
1,759

Before 2018 (n = 311)
Language (n = 15)

Records screenad at tithe
abstract (n = 1,036)

Records excluded (n = 803)
Population (n = 78)
Intervention (n = 251)
Outcomes (n=114)

Study design (n = 154)
Editorial or review [n = 93}
Before 2021 (n=111)
Language (n=1)

Records screensd at title
abstract (n = 972)

Records excluded (n = 781)
Population (m= 141)
Intervention (n = 120)
Outcomes (n = 125)

Study design (n = 384)
Editorial or review (n= 0)
Time limit {n = 8}

Language (n= 2)

Reports assessed for
aligibility
(n = 0&3)

Reports excluded {n = D63}
Population {n = §38)
Intervantion (n = 270)
Outcomes (n = 24)

Study design {n = 21)
Before 2018 (n=1)
Language (n = 9)

Reports assessed for
eligibility
(n=233)

Studies included in review
(n=4j)*

Trials of included studies
(n=1)

Reports excluded (n = 232)
Population (n = 2
Imtervention (n=71)
Cutcomes (n= 104)

Study design (n = 2)
Editorial or review [n = 11}
Before 2021 (n=41)
Language (n = 1)

Reports assessed for
aligibility
(n=121)

“A duplicate article was removed.

B&:E . MEDLINE:Medical Literature Analysis and Retrieval System On-Line.

Reports excluded {n = 187)
Population (n = 52)
Intervention (n = 40)
Comparator (n=10)
Outcomeas (n = 34)

Study design (n = 51)
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PRISMA:The PRISMA 2020 statement: an updated guideline for reporting systematic reviews, SR:Systematic review.

3-4: SR ® PRISMA 70—Fv—b-2Hxt &£ (d)

f
i

)

[ Identification of first SR via databases and registers ] [Idmﬂﬂl:lﬂnrluf d SR via and registers ] [ Identification of third SR via datab and reg
Records identified from: Records identified from®: Records identified from*:
Embase (n=4,917) . Embase (n = 537) 3 Embase (n = 807) i
MEDLINE (n = 3.177) Duplicate recards MEDLINE (n=372)  |—» Duphicate reconts MEDLINE {n = 343) Dluplicute facoats

Cochrane (n = 5,052)
Hand search (n = 36)

remaoved (n = 4,386)

Cochrane (n = 265)
ICHUSHI (n = 187)

removed (n=325)

Cochrane (n = 487)
ICHUSHI {n=5)

remaved (m=470)

Records screened at tithe

Reacords excluded (n =

Records screenad at tithe

Records screenad at title

==

Cutcomes (n = 24)
Study design (n = 21)
Before 20180 (n= 1)
Language (n=9)

Studies included in review
(n=4)*

Trials of included studies
(n=1)

Study design (n = 2)
Editorial or review (n = 11)
Before 2021 (n=41)
Language (n = 1)

*A duplicate article was removed.

abstract (n = B,706) 7.833) abstract (n = 1,036) ™ Records excluded {n = BO3) abstract {n = 072) Records excluded (n = 781)
Population (n = 304) Population (n = 79) Population (n= 141)
Intervention (n = 1,837) Intervention (n = 251) Intervention (n = 120)
Cutcomes (n = 341) Cutcomes (n= 114) Outcomes (n = 125)
Study design (n = 3,266) Study design (n = 154) Study design (n = 384)
Editorial or review (n = Editorial or review (n = 93) Editorial or review (n = 0)
1,759) Before 2021 (n=111) Time limit {n =9}
Before 2010 (n=311) Language (n = 1) Language (mn = 2)
Language (n = 15}

F ¥ F
Reports excluded (n = 232)

Reports assessed for Reports excluded (m = 9883} Reports assessad for Population (n = 2) Reports assessed for Reports excluded {(n = 187)

eligibility Population (n = 638) eligibility |—p{ Intervention (n=71) eligibility Population (n = 52)

{n =063} Intervention (n = 270) (n=233) Outcomes (n= 104} fn=191) Intervention (n = 40}

‘Comparator (n=10)
Outcomes (n= 34)
Study design {n = 51)
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B&%:E . MEDLINE:Medical Literature Analysis and Retrieval System On-Line.

PRISMA:The PRISMA 2020 statement: an updated guideline for reporting systematic reviews. SR:Systematic review.
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#* 3-8: SR &ERM (a), ONWARDS 6 DiffE

ERPREABR 2 A teE T B FEFBEEE LT OHR Reference
[26 ;BH A TH HbA1c FiyfE])
o AOTVE:7.15% 1]
R e e TUITIE:7.1%
ONWARDS 6 AVR)Y 4Ty ADR)Y TOITY . Linked
R—RZA M5 26 BFFRFETDH HbAICEDQFHELE(L.
(NCT04848480) (N=290) (N=292) _ e _ studies
AATVET-0.47%. T IWTUET-0.51%THY. 1377 (2-4]
BOTULTIOEICHTHESEIN RSN,
(ETD, 0.05%; 95% CI, 0.13 - 0.23; p=0.0065)
B&E& : CI:Confidence interval, ETD:Estimated treatment difference. HbAlc:Hemoglobin Alc.
& 3-9: SHTXKER (b), ONWARDS 3 OHE
ERRAER B A 5 d syl FEFMEBEBE LT DHER Reference
[26 ;B A TH HbA1lc FiyfE]
e AOTYE:7% (SD=0.75) (5]
. L e THITHE:7.2% (SD=0.77)
ONWARDS 3 AVR)Y A4aATY AR TTITY ) Linked
R—=RFLUM5 26 BRFRFETOD HbAIC EDFHEILEIL.
(NCT04795531) | (N=294) (N=294) B o studies
AT T-1.6% (-17.2mmol/mol) . THILTHET- [6-12]
1.4% (-14.9mmol/mol) THY. A ITIDTIILTIIZHT
%3EL M (P<0.0001) LM (P<0.002) AREhT=,
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(ETD, -0.2%; 95% CI, -0.3 - -0.1)

B&E : Cl:Confidence interval, ETD:Estimated treatment difference. HbAlc:Hemoglobin Alc, SD: Standard deviation.

£ 3-10: S REM (c), ONWARDS 2 DH#iE

(p=0.0028) HSRENT=,
(ETD, -0.22%; 95% CI, -0.37 - -0.08)

ERPREABR 2 A Bt B FEFHBEEE LT DORR Reference
[26 BB S TH HbA1c F1E]
o AOFHE:7.2% (SE=0.05%) 131
o THILTFHEE:7.42% (SE=0.06%) _
ONWARDS 2 {VRUY 435D | AVRUY FULTY | RA—RSAb 26 BEAETO HbALC BOFHEILEIE. ::ZT:S
(NCT04770532) | (N=263) (N=263) {ATHET-0.93%, FFILTIHT-0.71%THY . 1275 612, 14,
DTITNTIIZxTBIELHE (P<0.0001) &LEMME 5]

B&:E&: CI:Confidence interval, ETD:Estimated treatment difference. HbAlc:Hemoglobin Alc, SE: Standard error.
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= 3-11: SR EM (a), ONWARDS 6 DFF#l

ONWARDS 6

AEBRERMEL
L

BAR. XE. RMNEC 12 HE

SMENDEE
HAR

2021 ¥4 A 30B8A,5 10 A 15H

HREH

18 MU LD 1 RERFEE

FRRRIVEEE

o AEFLIFBLEICHNTITLUILY—2HTIE

o KABR~NDEMEEZHRT HE

o MR, BEL ., FEBTETOTLVENSE

o B 90 HUAICHhDERERRERIZSMLI=&

o ReMW ABRAVITATURICEEERIFTAREMEDHLEEFITES
DOEANEDHONDE

e B 180 AUANICEXRGDMEARUIDEREEE T 5E

s EEDNLTRLEETEHE

o MEICRET HNEHABBRNFEINTIDE

s EENEWEES. FHRiEEELEITLE

o MEEMENME. FEIBREOEELEOEORTEETIE

e AVMA—ILARRDOEMEEZHFTHE

o EHMDOHERFHREELETHE

o BESFLRNICEMEBESOBMELETHE

e % 90 BURIZKRAZRDOMERFAREL - (FIEBESRELZERLE-E

AT EDFM

AVR)Y 4374 700 U/mL % 18MIC 1 BkE

L3Rt B D 3

AR FUILTY 100 U/mL%E 1 HIZ1 EERE

HEBRT I

e RCT
e Treat to target*
o JEHMHER

RSN SORET, BRESNMBEEISERT HRIICTFHIURI KRS
EORHBEELZREL. TOREICEIZHAERHIHL0, [MEETED
ERRETE 5 RSB T BA AR SA U ITENT, AV RYVREIDRER A EELT
REIN TS,
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ONWARDS 6

1347 FERIE
FEFHHIEE R—RFA4 M5 26 BERFETOH HbALc EDZE1L

o R—RFAUhb 52 BERFETOH HbALc EDE1E
Fi o N—=RFA M5 26 BRRETHEMBRFMEEDN LI

BIREHEIE B

o SBERKK 2EMICEITS 1 BRBHLYDEHBRA A IBEE
o SAERK 2 EMICEITAHEMBED RIREILK

e TEMEBFADBRTE AR AATFTHEAVR)Y THILTHID HbAlc ik
EITHBTEFELHEDRIE FELHET—2UF 0.3%KRAU8)
e HUTINHAXDER L HEDRIEDT=H. 90% DR H HTHS

et F & o
e ANCOVA:HbA1cfE, ZiEFFIMEE. AE. BERBREERIT O ELEHBEH
e BENOZHEMIFET /L EMMEDRKITEFET
o AP ATy RS HT: HbAlc BIEEDZERIK R E AT
S MEHE: 582
YT AX o 1T YFE:290 i
o TUILTVE:292 Hl
1B B EA 52 E+5 58
(4127 0%])
o THEH:44.1 % (SD=14.1)
o MR B:165H (57%)
HRED
FHERER
(75 LT 8]
o FIEH:44.3 % (SD=14.1)
o MBI BH:172 4 (59%)
[26 ;BE A TD HbAlc FfE]
o AOTVE:7.15%
i s TUNTYVH#:7.10%
FEF@HEEE D o . —
e R—RSAUMD 26 BABHAETH HbAlc EDFHELEIL, (ATHIET-

0.47%. TUIWTI#T-0.51%THY . (AT IHDT I LT IEIZHT S
SENTRENT =,
(ETD, 0.05%; 95% CI, 0.13 - 0.23; p=0.0065)
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ONWARDS 6

[R—=RS5/2H5D HbALc EDFEIHELE]
52 ;B R

e 1OTVE:-0.37%

e TUITVE:-0.54%

R—ZSAH5 52 BEESETO HbALc [EDQEXTILE(X. 12T IENT
FJILTOEICHLTEEIS/NESWNI ENRESNT,
(ETD, 0.17%; 95% CI, 0.02 - 0.31; p=0.021)

[R—RSAUD LD EHFMEEDFHELE]
26 B R
o /2T /% -15.08 mg/dL (-0.84 mmol/L)
e THILTHE: -33.66 mg/dL (-1.87 mmol/L)
(ETD, 18.58 mg/dL; 95% CI, 8.58 - 28.58; p=0.0003)

L (ETD, 1.03 mmol/L; 95% CI, 0.48 - 1.59; p=0.0003)
FLEIREHE

ERADHER .
52 B R

e A/OT4HE: -10.46 mg/dL (-0.58 mmol/L)

e THILTHE: -33.81 mg/dL (-1.88 mmol/L)

(ETD, 23.35 mg/dL; 95% CI, 13.11 - 33.59; p<0.0001)
(ETD, 1.03 mmol/L; 95% CI, 0.73 - 1.86; p<0.0001)

[R—RFAUDDHREDFHELE]
26 B R
o AOTUF:1.29 kg
e TUITVE:1.01 kg
(ETD, 0.28 kg; 95% CI, -0.37 - 0.92; p=0.41)

52 EER
e 1OTUE:1.25 kg
e TUINTVE:1.67 kg
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ONWARDS 6

(ETD, -0.42 kg; 95% CI, -1.20 - 0.37; p=0.30)

(AR RUEEE]

26 BRI

e /2T /HE:170 U/week

e TUILTYVE 151 U/week

1 BH-YOHEFHERAVRIUBEEF, 24 - 26 BITEVWTTIILT
DEICKHLTIATIETHERIIZ M T,
24 - 26 BEDFEHAVR)UEEEIF. 42TV TH 24 U/day. TV ILT
I8 TH 22 U/day TH-T-,

(GA#EEE:1.12, 95% CI, 1.07 - 1.18; p<0.0001)

52BN
o /OT %169 U/week
o THILTHEE: 153 U/week

1 BH-YDHEFHERARIZEE(F. 50 - 52 BITEWTTIILT
DEITHLTIaT OB TEEIIS A o1,

50 - 52 BEDFEHAR)UEEEIF. 42TV TH 24 U/day. T ILT
8 TH 22 U/day THo1=.

s4#ett:1.11 (95% CI, 1.04 - 1.18; p=0.0008)

(FE=R]

26 B R

o /T8 :240 51 (83%)

e TUILTYE 236l (81%)

(ERGHEEER]
52 @8R
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ONWARDS 6

o AITVH:24 il (8%)
e TTITUE: 2041 (7%)

BERELEMICEY. /ATIICLDERICEHE. LT ZORREEDHIE
EGHEETERN 15 HiEShi- (EMyEE 12 6], EMmAEEEE 1 4, RE
14 \wE5ERHDODTS—146) .

—A.TINTIIZELBRICEHE, LB ZDTAREEOHIEZEELRFEER
(4 &Sz (RIAEE 1 5], EmyEttEe 16 EmEEEEEE 1
B, BEFEE 1 41) .

(1 m %]

B 82

26 BE R

o AT 288 5l (99%)

o TUILTHE 287 il (98%)

57 B R
o £1OTHE:288 15l (99%)
e THILTHUE:289 5] (99%)

- B KB M

26 B R

o AOTHE: 9l (3%)

o TUILTVE 9l (3%)

57 B R
o AOTHEE: 134 (4%)
o THILTUE 12l (4%)

- W E I
26 B R
o /OTUE
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ONWARDS 6

IEME7S—~:214 6| (74%)

BEERESICH EAEIAE : 135 6] (47%)

BRMEDHE: 2 I (1%)

BRRICAERFIIEXRGELEDEET: 135 61 (47%)
o TUINTHE

Em#E7S>—~:171 6] (59%)

BEERRYICEEEM#E: 98 5l (34%)

BERAEDHE:3 6 (1%)

ERIKMIICERF-IXEXGEMBEDEFT:98 6l (34%)

57 B R
o (OTVE
KIm#EF7S—~:237 51 (82%)
BEERRICHEEMmAE: 171 51 (59%)
BRGEMKE:4 5] (1%)
ERERMIICEEFEEXRGELEDET: 171 fl (59%)
o TUINTUE
Em#E7>—~:211 4] (72%)
EREREYICHEZEmEE: 140 4] (48%)
BEAGEMAE:4 5] (1%)
ERRICARFIIEXRGELMBEDEFT: 140 4l (48%)

- T DD M B
26 B
o (OTYVEE
BEFRAICAEEMmAE: 246 5] (85%)
ERERMIICHEFIEEXRTEMAEDEET: 247 # (85%)
e TUINTUE
BRERMICEEEMmAE: 223 ] (76%)
ERERRIICHEFIXEXRTEMFEDNDAET: 223 I (76%)

57 B R
e 1OTVH
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ONWARDS 6

BRER A0 A BB MM 262 1 (90%)
BRI A B EEAGENMO A 263 B (91%)
. FONFOR
BRER#0I T B EM: 250 ] (86%)
R A A B S EAGEMMO AT : 250 i (86%)

R—=RFA4UM5 26 BEFETICEITABARMICEEFIEXRGELEDE
HRBEEI,. /2T IR THEIZZLC (19.93 #/PYE) . TIUILTIETIE
10.37 # /PYE T& » 1= (ERR, 1.89 ; 95% CI, 1.54 - 2.33;
P<0.0001) ,
57 ARFRICENTH, 26 BEETIZHEITSEKRMICEE T ITEXRGEMAE
BEERBEI, (2T VB THEIZZ Mo (17.00 #/PYE) ., —ATTY
LTFHBTIL 9.16 #/PYE TH-1= (ERR, 1.80 ; 95% CI, 1.48 - 2.18;
P<0.0001) ,
AOATHETIE. EXGEMBEDFEAE (33 Hd 32 ) HNMaTo~D1]
YBZEZRID 12 BRBICHEEL:z, ChLEWTHMIEELEEERELTIE
WEINGI oIz, WThoSmEL, EEEHELBEOBREIRELTES
T ARHBRDBEEZFILT HIELEI T,

AERIE]

CRETIE 2K

o AOTUE:28 4 (9.7%)

o« TUILT VR 144l (8.2%)

EEERICERTHABRDIE
e 1ATHE: 26 (1%)
e TUITHE 14 (0%)

AHBRADSMAROME<EET 5481
o (AFHE: 56 (1.7%)
e TUITOE: 4 (1.4%)
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ONWARDS 6

-SEHRHIBAICEE Y HiaB L
o 1ITVE: 34 (1%)
o« TUILTYE: 14l (0.3%)

CARERMEEOFRETISERT HABHIE
o AT Y814l (0.3%)

-BEFREICERY SR
e TUITVE 14l (0.3%)

-EmERRICERY HARPILE
o 12714l (0.3%)

-E DMt DEAISERT HABPIE
o A3TVE: 16l (5.5%)
o« TUNTUE:7 B (2.4%)

AERDRRF

o FTNAI—RICHEBIEIFRT/NAADEHMEIZEY ., ERIEDERISHEH
THhoT=,

e FERARTHA-O. HICTAATI/EICE ITHEMEDE=2) T BN
AR DB EIZBNTNATANEC=TTREE A H S,

o FiEMBEBE=2) U CIIH<KBEEMBERELEALICLE. BLET I
LICEEFRIZLI-TREMELNDH LD D, BELSh - LLEFTTREICLT=,

e HEKRBEEIHEMERVEERHEMBEDEENHLISMELRIIL
f=lEIZ&Y | RRBRERD 1 RRERREEERANOHZUENFIRESH
-AlBEEN H B,

B&EE: ANCOVA: Analysis of covariance. CI: Confidence interval. ERR: Estimated rate

ratio, ETD: Estimated treatment difference. HbAlc: Hemoglobin Alc. PYE: Patient-

year of exposure, RCT: Randomized controlled trial, SD: Standard deviation.
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& 3-12: HHHREKEH (b), ONWARDS 3 D&+l

BIREHEIE B

ONWARDS 3
HEBREERLT-
_ BA. XE.KNET 11 HE
5T
EMEDESE
2021 £ 3 B 24 8152022456 A 23 H
HARE
X REH AR EFRT TR 18 LD 2 BERKREE
o AEFLIFBLEICHNTITLUILY—2FTIE
o XABR~NDSMEEHRT HE
o IR, BB, EIREFEL TS, FEBHTEToTLVENE
e iBZX 90 B LRI DERRREABRIZSML-F&
o REM ABAVITFATURICHELZRITTAEEMEDHD 2 BERKLUSN
DEENBOHONDE
FIRRESE o BX 90 HUNICHERFET T UR— A0 EEET 5E
o iBX 180 HURISDME AR, (DHEE, HED FLERDE. —i8
HREmMFEE) OBREEETHE
o BHLTRE (NYHA R 95AN) 285358
o MITHEMMNPFEINTILNSE
o MEICRET HNEMBRNFEINTDE
e EEMNBHAEIEE (eGFR <30 mL/min/1.73 m2) &89 5%
NAFEDH ARy 4545 700 U/mL% 18/EIZ 1 E%E
Ee 82 %t BE 0D 54 AVR)Y THILTY 100 U/mL%F 1 BIZ1 ExE
e RCT
HEBTHIY e Treat to target
o JEL MR R BRI
Bk —EERIE
FEFHHIEE R—RFA4 M5 26 BERFETOD HbALc EDZE1L
o N—=RSA M5 26 BRRETHEBRFMEEDN LI
Fi o JAERM 2EMICHEITS 1 BESHEZYDOEHRAIVRA) U IHEE

o R—RSMUHD 26 BRERETDHRENEL
o SAERK 2 EMICEITAHEMBED RIREILK
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ONWARDS 3

et F &

o FEFHEEBBICOVWTIESMHFELEHT—2:0.3%)ZHEREEL. ELHE
RIS h -GS BHEERIIT 5,

o HUTIHAX FETMERICONT, ELHET—0%F 0.3%ERTE
L. BRHE N 90%. $oTILH A X580 fIABELEHINT -, ChIZHD
& 588 ffINSUH Lbdhtz,

o TUALIL:BMEIIHISERUEERRAERE (SU FIEJJ=rFE)FEHA
KREBMFREFELTERZUZ Lfban Tt

e ANCOVA:R—RSAUh5 26 BEFETHO HbALc DM EILEERENT
RBRE ISR SU/JZREFERARKREHAERICEDT -

o  EBOZHEFETILEMIEDRIBE TR

o ODRFyYEIRHHT:HbALlC BAZEDERED —EFTMIE B 24

e ZEMAKAZE (Multiple imputation) : RAIT—2DH5E

o  RREN: AT —ARIET HIRE DEEMEE ST

o  ARRTIE. XEFHMEERICHLTHEBNRGREZRAL. FTES
MEREL. FLHEIERINHEICRYBBEOREEERELTZ, C
NICEY ERORBEEITHESE 1 BBROEMEFELTNS, F
o BT L FEMRVEBHEOREICHGTHL5. —EF
B ZEASI—EHERAL. NATRADOHRIZERELT=,

YUTNHAX

ShNE#%1:588
o AT 294 |
o TUILTHEE:294 I

B AR

15 558

HRED
FLERERA

(127 08]
o« 45 58 % (SD=10)
o R BiE:185 %l (62.9%)

(7T LTI8#]
o THEH:59 % (SD=10)
o MR BiE:184 il (62.6%)
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ONWARDS 3

[26 ;BH AT HbAlc FifE]
o« 1aTHEE:7.0% (SD=0.75)
e TUINTHE:7.2% (SD=0.77)

FRHEEE D
#BR

R—RSAUhB 26 BEFRETH HbAlc EENFHEILEIL. 12T VEHT-
1.6% (-17.2mmol/mol). TJ ILTY8#T-1.4% (-14.9mmol/mol)TH
Y. AT I9DTIILTIICxdHES M (P<0.001) LEHM (P=0.002)
MRENT =,

(ETD, -0.2%; 95% CI, -0.3 - -0.1)
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ONWARDS 3

[ 22 B B i Bk {iE ]

26 BRI

o A1OTVE: 127 mg/dL

e THITHE: 127 mg/dL

R—RSAH5 26 BHETHOEHNELE
o AOT V% -54 mg/dL
e THITUE: -54 mg/dL

26 BRFRICHEVWTEERFMAEEIC. ERICERELGELROoNGM o1,
(ETD, 0 mg/dL; 95% CI, -6 - -5; p=0.90)

(BE]
26 BRF R
o 1TV 87.3 kg

F 3 EI R E TN
e TUITVE: 86.8 kg

HEDHER

R—RF5LUH5 26 BEAEFTOFEHEILE
e 1OT/VE: 2.8 kg
e TUILTHE: 2.3 kg

R—=RSAh5 26 BEEFTOREOEHEILEICIE, HBEEICHEELEL
Ronigh-ot-,
(ETD, 0.46 kg; 95% CI, -0.19 - 1.10; p=0.17)

(BB R)BEER]

26 B R

o /AT :204 U/week

e TUIITYUR 187 U/week

24 55 26 BEDFEHAVRY R EEIX, /2T VT 29 U/day. TV LT
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D8 T 27 U/day THY. mERICEELGERFRohinor,
JAMELE:1.10, 95% CI, 0.98 - 1.22; p=0.09)

(FE=R]

31 8RR

o AATHE:177 % (60.4%)

e THITHE 167 il (56.8%)

(ERGHEER]

31 8RR

o AOTUE: 154 (5.1%)

e THITHUE: 154 (5.1%)

HEZBRICKVHESN-AETEZRN. 12T IHEIZET 3 HIOEHBRET
34 (FET 2 H EMERKES 1 4)  TITILTIRICENT 1 flOHERE
T2# (T 14, SHOHEE 1 #) BoHonr,

WIhDETHIL, RELORRBREGV SIS,

(1 m %]

B 82

26 BE R

o AATHEE: 24 (8.2%)

o TUITHE 134 (4.4%)

31 8RR
o AITHE:26 %l (8.9%)
e TUILTHVE 184 (6.1%)

R—254Uhd 31 BEETIZ. LA 2 QEmMEESA. 13T VETIX 26 4
(8.9%) ODEMEBTS3H. THILTIEHTIE 1746 (5.8%) ODEMET23
BRONZ, LA 3 OELFEE. (2T VHTIEREN G TIILTIET
Fx2Hl0SmET2HRoNT-,
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ONWARDS 3

AEHAMEAEZELT. LA 2,3 OENEOEHREEEL. 13T /HTIK
0.31 #/PYE. T¥ILTV#TIL 0.15 #4/PYE T. MEHICARLEFRON
#m-ot= (ERR, 1.82 ; 95% CI, 0.87 - 3.80; p=0.11) ,
R—=2S/(Uh5 26 BEETIZ. LA 2 DRSS, (2T IETIX 24
(8.2%) MBMETS0H. TYILTVHETIE 134 (4.4%) ODSMET17
HRoNTz, L)L 3 OEMEE L. MELLITHREN G, o1,
R—ZSAUHD 26 BEETD. LA 2, 3 DHERBDESEFHRBERIZ, 10
TYETIZ0.354/PYE. T/ IILTVETIL0.12 #4/PYE T. MEMICHEEY
E£aR5NT= (ERR, 3.12 ; 95% CI, 1.30 - 7.51; p=0.01) ,

AaRRhiL)

ARG 2K

o 1OTVE: 1265 (4.3%)

o TUITYVE 114l (3.9%)

-AEERRICEEY AR
o 1ATVE:4 6] (1.4%)
e TTIT U 24l (0.7%)

FREBADOS MEEOMEEET AR
o (AFHE3H (1.1%)
« FHLFHE:3H (1.1%)

CABRERHEEOARETISER TS8P I
o AATFHE: 16 (0.4%)
e TUITUE: 1 (0.4%)

- B REICER Y HiaBR L
o TUITVE:141(0.4%)

EDMOERISERT HaRPIL
o 1ATVE: 44l (1.4%)
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o TUITYVE 46 (1.4%)
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ONWARDS 3

o 26 BT, REIMGHREFTM T S LETEGM 1=,

o I DIMEICLDBRNATANEL A HEMEA HoT=,

o FRMMEE=4)>J %O PRO ICEAT 5T —RILIRESN LA o1,
HERDRF o ERIEDT=0. MHBREIARKDABR 71— )LIZLLT B 1 EHDZAS
VU THERBIN: ARBREEETMEE COARHENERELTE
Y, BIRFHHEIEE (BmMEFE) (CEVTHEENRONGMo-I&F, &
T LLERKRMLESDRMEBLR T 5D TEAL,

B& & : ANCOVA: Analysis of covariance. CI: Confidence interval. eGFR: Estimated
glomerular filtration rate. ERR: Estimated rate ratio. ETD: Estimated treatment
difference . HbAlc: Hemoglobin Alc. NYHA: New York Heart Association. PRO:
Patient-Reported Outcome . PYE: Patient-year of exposure . RCT: Randomized

controlled trial. SD: Standard deviation, SU: Sulfonylurea.
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F* 3-13: 2R EE (c), ONWARDS 2 (&

ONWARDS 2
HEBREERL-
_ BAR,KE.RMEL 9 HE
L
SMEDESE .
- 2021 3 8A5HBM57H19H
HREH EHAOR) EERTD 18 BULD 2 BERFEE
¢ AVFA—IURRFERRFIARELLHATREME D H HHER B EMRIRIE F 1= (S HBHE
TR EE ZHIHE
« BEX2 . HT2Z2HATIE
NAFEDFHM | 1VR)Y 4274 700 U/mL% 1 BEIC1EERS
LEE X EBOFEME | 1RV THYIITS 100 U/mL%F 1 BHIZ 1 ERE
e RCT
HEBTHIY e Treat to target
o LR R UM IRETE
BRRILE FERIE
FTEFMEER R—ZF40 6 26 BRRFETOD HbALC EDZE 1L
o R—RSAUMD 26 BRRETOERFMBEBEDNEL
Fi REOZEI

BIREHEE B

o AR 2 EMICHEITS 1 BMH-YDEHRARA)BREE
o AR 2 EMICH T HIEMIED FIREIRK

HEHERITF IR

o TEFEEBICOVTIEL M (FELEHT—0:0.3%) FREEL . FFHMEDRRELS
n-HE . BEMEEIREIT %,

o ANCOVA:R—R 54 h\b 26 BRRETH HbALC IEDFHEILELFE. A
EREE this  EAAEROLET 2 HBOEROARERBEERIZED
T=

e ZERAE (Multiple imputation) : RBIF—2DH5IZF A

o ERRRENH (Post-hoc sensitivity analysis) : FELMIE B DfERZEHR

o ERR:{EMMERBTEDLLEICFERALT-.

o 7y Xtt:HbAlc BIRERM DAY XELLE LT,
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SMEKE: 526 fl

BAAN#%:100 451

YUTIHYAX | o 1OTVE:263 fl o 1OTVE:51 41
s TUILTVE 263 Hl o TUITYVE 49 4l
1B B EA T 538
£KH BAAKH
(1278 ]) (1278 ])
o FIJEH:62.3 /% (SD=9.8) o THEH:61.9 % (SD=10.3)
XHRED o R BEE:162 4 (62%)
FHERER
(75 LT 8] (75 LT 8]
o EEH:62.6 5 (SD=8.4) o E¥EH:62.9 5 (SD=9.0)
o MR BiE:140 | (53%)
[HbA1c] [HbA1c]
o AOTUE:7.20% o AOT/HE:7.21% (SE=0.09%)
(SE=0.05%) o THITHE:7.15% (SE=0.10%)
o THITHE:
7.42% (SE=0.06%) RN—RFAUH5 26 B RFETDHOHbALC
e /27 4%:55.2 mmol/mol EDOFEHEIEE. /T8 T-0.83%
(SE=0.56 mmol/mol) (SE=0.09) . THYILTVE#T-0.89%
e T ILTHE:57.6 mmol/mol (SE=0.10) TH>o1=.
) (SE=0.62 mmol/mol) (ETD, 0.05%; 95% CI, -0.22 -
FEFMBEEED
0.33)
R

R—RFA4 b 26 BEFERETD
HbAlc fEDQFHEILERX. 13T I8
©-0.93% (-10.2 mmol/mol) . F
0L T Y B T-071% (-7.8
mmol/mol) THY. 1aATIDTIIL
TOICHTHIES M (p<0.0001) &
B (p=0.0028) AREhi=,
(ETD, -0.22%; 95% CI, -0.37 -
-0.08)

(ETD, -2.4 mmol/mol; 95% CI,

(ETD, 0.60 mmol/mol; 95% CI,
-2.37 - 3.56)
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ONWARDS 2

FLEIREHE
HA DR

-4.1 - -0.8)

(22 [ 6 i 8 1] (22 R B A i ]
R—RFAUH5 26 BERRETOF | 26 HER

HMEEE o 1ATVE:

o 1ATVH: 115.16 mg/dL, SE=3.70

-28.47 mg/dL (-1.58 mmol/L)
« FINTUR:
-29.18 mg/dL (-1.62 mmol/L)

R—RSAhi5 26 BFERETIZ.ZE
RERFMAEE XM ELITIET LA,
MEBICEREGEFROONGNS
f=o

(ETD, 0.71 mg/dL; 95% CI,
-5.12 - 6.54; p=0.81)

(ETD, 0.04 mmol/L; 95% CI,
-0.28 - 0.36; p=0.81)

[fFE]

R—RSAUHh5 26 BEFRAETDFE
HELLE

o /2T UH: 1.40 kg

e THILTYE: -0.30 kg

(6.39 mmol/L, SE=0.21)
e TUILTVE:

113.65 mg/dL, SE=3.73

(6.31 mmol/L, SE=0.21)

R—RZMh 5 26 BB FTOHZERERFI
BEEOFHEEX. /1 OTVHT
-32.34 mg/dL (-1.79 mmol/L) . T
ST Y8 T-33.85 mg/dL (-1.88
mmol/L) THY.AaATIDTIILTY
IZxt953ESL M (p<0.0001) LEMME
(p=0.0028) ARt

(ETD, 1.51 mg/dL; 95% CI,

-8.81 - 11.83)

(ETD, 0.08 mmol/L; 95% CI,
-0.49 - 0.66)

[FE]

26 B R

e /a7 V8 69.71 kg (SE=0.37)

e TJILTHE: 68.84 kg (SE=0.42)

R—RSL4H5 26 BEETOHREDF
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R—RSAUh5 26 BREEAFETORE
TRl TIOLTOELIT IR
LABIINE, 1=,

(ETD, 1.70 kg; 95% CI,
0.76 - 2.63; p=0.0004)

(R RV EE]

26 B R

o /OTHE:268 U/week

o TUILT VR 244 U/week

24 - 26 BHOFEHAV R EEE
. /a7 TH 38 U/day. TF L
THETH 35 U/day THY. 1aT4H
BOATILTIOEICHLTERIZED
2T,
(GA#&LE:1.10; 95% CI,

1.01 - 1.20; p=0.035)

(HEER]

26 BE R

o AOTHEE:161 | (61%)

o TUITHE 1344l (51%)

MEIZEWT. ZhEh 2 fIOTETN
WESNE=A. WVThE/RY 40
FTOEDBEEE BV mENT-,

(ERLEEER]
26 @8BS
o 12TYVE:22 4 (8%)

H¥EILE
e /a7 V% 0.91 kg (SE=0.37)
e THILTHE: 0.04 kg (SE=0.42)

(ETD, 0.87 kg; 95% CI,
-0.23 - 1.96; p=0.0004)

(R RV EE]

26 B R

o /a7 5% :155 U/week

e TUITVE 173 U/week

(FA#&LL:0.90; 95% CI, 0.73 - 1.10)

(HEER]

26 BE R

o A3THEE:36 4 (70.6%)

o TUITHE 29 (59.2%)

(ERGHEEER]
26 B R
o AOTYE: 4 (7.8%)
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ONWARDS 2

e TUILTVE 16l (6%) o TUITYVE 26l (4.1%)

[ M %) [{Em%E]

EmREL K EmREL K

26 BE R 26 BE R

o /2T :145 5l (55%) o AOTHF:18 ] (35.3%)

e TUITVE 118 5l (45%) o TUILTVE: 14 5] (28.6%)

- EXGE I -EXG{E M

26 B R 26 B R

o 1OTVE: 0 (0%) e 1TV 0 (0%)

e TUILTIE: 14 (<1%) e TUILTUE 0 (0%)

- T R i 4% - T DD M B

26 B 26 B

c AOATYVBRBRMNICERLIENNE | o 1OTVE

(LRI 2) ERERBICHBGIEMmEE (LRI 2) -
16 5l (6%) 31 (5.9%)

BXRGEMmMPE (LA 3) - BRMICEEFEEXRGELEDS
0 5 (0%) i (LRI 2,3)
BRRMICEERFEIEEXGELED | 34l (5.9%)

HEF (LRJL 2,3)

16 5 (6%) o THILTHE

BRRMICEERELSE (LANIL2) -

o TUIITYHEBKRMICEEZENLRE | 04 (0%)

(LRL2) BRMICAEERFEERGELEDES
9%l (3%) (LR 2,3)

BXRGEMmMPE (LA 3) - 0 f5l (0%)

0%l (0%)

BRERMICEEFEEXRGELED | 12T IVHICBTHBREKNICEEE (L
AEt (LRIL2,3) - EXGEMEDOFHEIREIL0.104/PYET
9%l (3%) HY. EXGELEORE EEh o, T
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- T Ot D 1€ ofn

26 B R

e AOTVH
ERERROICHERIEMAE (LA 2) -
37 5l (14%)
BERMICERFEEERGELED
&Et (LNIL 2,3)
37 5l (14%)

o TUNTUEH
ERERROICHERIEMAE (LA 2) -
19 5l (7%)
BRRMICERFEFEXRGLELIED
A5t (LRIL 2,3)
19 %1l (7%)

BERMICARFEERGENEDS
HRBRIIELL (ATIHTETIIL
TOEICHLTHRIELEEN 23D
DETHICHEELRZERDHONEL -
T=o

(A37T98:0.73 ¥/PYE. T ILTY
££:0.27 #4/PYE.

ERR, 1.93 ; 95% CI, 0.93 - 4.02;
p=0.078)
BH.MBEELICEHRREG

1 #/PYE R TH 1=

SERELT, LA IEMBEDFIR LA
LCTILTOETOA 1 #RESHh
T=o

LARJL 2 FzELAR)L 3 EHED R

TILTOBETE BRBICERFLEE
RGEMBEORS ERBOHSNEMNOT-,
FEERDOERE (EEEZHEDLY)
F ADTOBELTIILTOBETREET
H-ot=,

72




ONWARDS 2

RERIF,. (2T V8T 0.21 #/PYE.
TIILTY#T0.094/PYE TH 1=,

(aEkhit)

CRETIE 2K

e 1TV 64 (2.3%)

e TUILTVE 104l (3.8%)

EEERICERTHABDIE
e 1ATHE:5 B (2%)
o TTITHE 36 (1%)

FRBAOSNAEOHEISERT
BBtk
« FHILTHE:2 61 (0.8%)

CARREHEEOAETFISEETS
ARRPIE
e THITYE: 14l (0.4%)

-E DMt DEAISERT HABPIE
o 13TV 14l (0.4%)
o« TUNTYE 44| (1.5%)
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AHERDRF

e AARETEFMERICOAREAZHRELTHY., BIRFHEERICSWLWTHE
ENRLNGAS-CLE, BT LLERNEENORMEEKRT H2ELED TIEA
LYo

 AEMEERWAREIFICEIIFEOME L. SRF VI HEETH -1
. FERIEMNRASNT=,

o REKEATIL. AFICkD HbALc ETHRICEEEEZXIARMEOHIEELE
FTHA. BETRET7 VARV GRS L @I TLVEL,

e BRICEEINAETBRIOVTIE. FRSVF LIERVHEZERICL DT
MERAVNSIETNATAD RV EBRLT=,

B&E&: ANCOVA: Analysis of covariance, CI: Confidence interval, ERR: Estimated rate

ratio, ETD: Estimated treatment difference. HbAlc: Hemoglobin Alc, PYE: patient-

year of exposure. RCT: Randomized controlled trial. SD: Standard deviation. SE:

Standard error. SU: Sulfonylurea.
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3.3 HERFTRENKRBLRANABRO—ELHE
R 3-14: RIENEBRO—ELHE

EEA- ERERERER 4 EiEE ftA (N) B T (N) FEFEAB LT DR Referenc
RRE e
Rosens | ONWARDS 1 | VA7F7. 4 AVR)Y AaTY AVAR)Y TSILFY HbAlc DR—XZA/mib 52 B R [31]
tock, VR ARSI | (492) U100 (492) DELE
2023 W A3)7.

BA. AXS e /T -1.55%

0. R—5UK e J5)LX> U100 E: -1.35%

AL 7. RAN

ETD: -0.19
7 ARA
_ (95% CI -0.36 - -0.03)

v, ®ZE, RE
Philis- ONWARDS 2 | FILAUT. K AR AaTH ARy FTILTY | HbAlc DR—RSAU M5 26 B = [13]
Tsimik 1Y, BE. K | (263) (263) DEILE
as, —SUR, RV
2023 I~jj‘)|/~ ﬁ77 o 43?73*: ‘0-930/0

UjJ ﬁ@ ,-7 L ’f‘/Z'J‘Jﬁ -0.71%

954 F . KE

ETD: -0.22
(95% CI -0.37 - -0.08)
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=54 BREREAER 2 ErEE TA (N) e ERE T (N) FEFMIBEB LT DHER Referenc
RERE e
Lingva | ONWARDS 3 | ZILEVFY, | AVRUY 4aTH AVA)Y FHILTY | HbAlc DR—RSAUHD 26 B S [5]
Y, F—M)7. (294) (294) NEiL=E
2023 IS5TII. hr
5(‘ ‘:F'EI Fr [ ’f:l7_'7g¥ -1.6%
N « TUNTIH: -1.4%
DITIUR A
ETD: -0.2
Foa. BE.
(95% CI -0.3 - -0.1)
*E
Mathie | ONWARDS 4 | RLF— A2 | AVRYY 4aATY [ | AVRIY TIILFS | HhALlc DR—RS4UH5 26 @R [32]
u, F.44)7. 8B | 41>RJY PR | U100/ 412RYY 7 | DELLE
2023 AR, AxTO, (291) YAV
*S505, IL— (291) o £OT4 | FRINLAEE: -1.16%
<=7.0% e FS)LF¥L U100 / 7RINLREE:
7. KE -1.18%
ETD: 0.02
(95% CI -0.11 - 0.15)
Bajaj, | ONWARDS 5 | hF+Z. KAV, | AVRYY 42Ty /| | EBEAVRJ21H1 | HbAlc DR—XSA4UHh 5 52 @R [33]
2023 F)ow Ny | BEEHARTTY ER 5 &EF (543) NEiLE
A)—. K= | (542) (AR TTLTY

AR TIIFY

76




EE5A- EREREAER 4 EiEE ftA (N) HeB AT (N) FEFEIRE L TORR Referenc
RRE e
VR RLak U100 o 1TV | "EEHAFTI:
E3| AVARYY TIILFY -1.72%
U300) o AR 1 B 1 [EREEEA]:
-1.27%
ETD: -0.38%
(95% CI -0.66 - -0.09)
Russell | ONWARDS 6 | #—R k7. AVR)Y 4aTH AVR)Y TTILTY | HbAlc DR—RSAU M5 26 B S [1]
-Jones AFF EAY, | (290) (292) DELLE
2023 AR A451)
7. BE. 45 o ATV -0.47%

M2 B = D 4R
ARAL ML
o, EKE., KE

e TUILTYVE: -0.51%

ETD: 0.05
(95% CI -0.13 - 0.23)

B&E&: CI: Confidence interval, ETD: Estimated treatment difference. HbAlc: Hemoglobin Alc.
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3.4 SRDYVI)ZANVIIRFIV(RGHLBAMEHHVEHERR) [BUTIEEDH]
PHRHRER (d) (ZxL. 3.2.6 BTHhRIz@EY, SR DFERISAFIEE AR THER
I TREL LB BRMIEDAFLEET HAEELDOEELRRARIFELLE, ST,
DHHARS4> 5.5 BiTIEN4. TRELILLEMBHEMTED RCT XEFEELELD, ZOHOD
RCT NFHET 555, SR OHREZAVT. FELRICKVEMMAERMEOFEEL THLLN
EHoT1=[16], ZDT=8. 3.2.1 BTRLEDHHREER (d) O PICOS (& 3-6) D ARK
MELLB BRI D EM4E AND £HEMD OR FHICEEL., M ARME LB BT OEE
LB TIE AL RCT #HEEEL . IS 82T 52 L5 SEEIC SR EHERMLT .

3.5 SRDFER (RLGHILBAEHIVEEBEEHRR)[ZLETIHEEDH]

3.4 BiCTRLIEDITRERER (d) ONARKIMELLBRMBREMOEMSEE OR FHICLEED
SR @ﬁ‘ﬁ%éﬁ:bf:o
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3-5: SR @ PRISMA JA—Fv—h- & KA (d) NMA

 Identification of first SR via databases and registers

| Identification of second SR via databases and registers | Identification of third SR via databases and registers |

Records identified from:
Embase (n = 4,917)
MEDLINE (n = 3,177)
Cochrane (n = 5,052)
Hand search (n = 3&)

Duplicate records
removed (n = 4,386)

Records identified from®:
Embase (n = 537)
MEDLINE (n = 372)
Cochrane (n = 2635)
ICHUSHI (n = 187)

Duplicate records
removed (n = 323)

Records identified from®:
Embase (n = 607)
MEDLINE (n = 343)
Cochrane (n = 487)
ICHUSHI (n = 3)

Duplicate records
removed (n = 470)

r

Records screenad at title
abstract (n = 8,796)

Records excluded (n =
7.833)

Population (n = 304)
Intervention (n = 1,837T)
Outcomes (n = 341)
Study design (n = 3,266)
Editorial or review (n =
1,759)

Before 2018 (n = 311)
Language (n = 15)

Records screenad at title
abstract (n = 1,036)

Records excluded (n = 803)
Population (n = 79)
Intervention (n = 251)
Outcomes (n = 114)

Study design (n = 154)
Editorial or review (n = 93)
Before 2021 (n = 111)
Language (n = 1)

Records screened at title
abstract (n=972)

Records excluded (n = T81)
Population (n = 141)
Intervention (n = 120)
Outcomes (n = 125)

Study design (n = 384)
Editorial or review (n = 0)
Time limit (n = 9)

Language (n = 2)

Reports assessed for
aligibility
(n =963)

Reports excluded (n = 940)
Population (n = 707)
Intervention/Comparator (n
=178)

Qutcomes (n = 24)

Study design (n = 21)
Before 2019 (n = 1)
Language (n = 9)

Reports assessad for
eligibility
(n=233)

Studies included in review
(n=23)

Trials of included studies
(n=T7)

Reports excluded (n = 233)
Population (n = 3)
Intervention/Comparator
(n=T71)

Outcomes (n = 104)

Study design (n = 2)
Editorial or review (n = 11)
Before 2021 (n=41)
Language (n = 1)

Reports assessed for
eligibility
(n=191)

A

Reports excluded (n = 184)
Population {n = 52)
Intervention (n = 39)
Comparator (n=8)
Outcomes (n = 34)

Study design (n = 51)

:MEDLINE: Medical Literature Analysis and Retrieval System On-Line. NMA: Network meta-analysis. PRISMA: The PRISMA
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2020 statement: an updated guideline for reporting systematic reviews, SR: Systematic review.
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#& 3-15: RELEBREKHRE (BBX) O—EX

EE54- | BKRARA EiEE A (N) LB IR AT (N) FEFMEEHLZDOHBR Reference
HRE
Fulcher | BOOST F—RARSYT., | AVRYY FHLTY | | BEBEAVRYY TR/S | HDALC DR—RSAUMD 26 BEEAD | [34]
, 2014 | INTENSIFY | Fvv—4.7 | 41V RYY TRIRLE JLk 30 e
PREMIX I |4v35vR. 1> | (224) (222) Linked
K o2L—7 e THITYH | TRINULLEE: -8.3% studies:
RS, % o BAETR/NLE 30 BE: -8.4% [35, 36]
FESE N
ETD: -0.03%
B34 kLo
(95% CI -0.18 - 0.13)
Yang, BOOST: HE AVR)Y FINTY [ | BEERAVR)Y 7R/X | HbAlc O 26 B RO HIE [37]
2019 INTENSIFY ARy PRSI JUk 30
L2 o BEERTR/NLL 30 E: 7.01% study:
[38]
ETD: -0.08%
(95% CI -0.20 - 0.05)
Kaneko | BOOST FBEBR. T | ARV TOLTY | | BEEAURIY 7R/X | HBALC DR—RSA M5 26 BEEAD | [39]
, 2015 L—o7. 8 ARy FRISLE JUk 30 (142) ZiLE
E. &% (280)
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EEL- | BRKRARE RhEE A (N) LBt BB EE AT (N) FTEHEEELZOMREE Reference
RRE
o TUITY | TRINUVREE: -1.38% | Linked
o BEABTR/NLL30E: -1.42% studies:
[35, 40,
ETD: 0.05% 41]
(95% CI -0.10 - 0.20)
Riddle, | EDITION 1 | dtk.BXN.FE | BEEAURYVITMAZ | BERAURYUIZNAT: | HDAlCc DR—RS/4Uh5 6 hARS | [18]
2014 (NCT0149 | 72Uh FAVAYY GSUFY | AVRYY TS5LFY DELE
9082) U300 (404) U100 (403) Linked
e BERAVRYVIZMAI=I LT | studies:
U300 #: 0.83% [42-45]
o BEBAUAYVICMATIILTY
U100 #: 0.83%
ETD -0.00% (95% CI -0.11 -
0.11)
Aso, IDEAL =N AR FINTY [ | AVRVY THILTY / | HBAlc DR—RSA42 i 52 BEFRD | [46]
2021 Trial AR TRINLE (1| USTILFE(24) TiLE
H2MEEE) (28) Linked
e TUINTY | TRINIVREE: -0.3% | studies:
o THITY | USTILFREE: -0.7% | [47, 48]
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=84 | BRERS EhEE A (N) HeE et FRFR AT (N) FEFHHIEE LZ DR Reference
RRF
(p=0.070)
Mathie | ONWARDS | RULF— 4> | AVRYY 43ATY /| 4 | 4VRYY TILEY HbAlc DR—RSAU D 26 BEEAED | [17]
u, 4 F.42)7. 8 | >R)> 7RNLE U100/ 1>RY> 7R | EltE
2023 | (NCT0488 | &, %2, | (291) sSILE (291) Linked
0850) A5 J— o ATV | TR/NLLEE: studies:
2=7. a8y -1.16% (6, 14,
7 %[ o FF)LF> U100 / 7R/SLNEE: 49-51]
-1.18%
ETD: 0.02 (95% CI -0.11 - 0.15)
Rodrig | TRANSITI | kE AVRY)Y FONTFY | | AVRYY TFFILTY [ | HDALc DR—RSA/UhD 26 BEED | [52]
uez, ON-T2D ETFEEITILFR BEBAURIY TRIN | ELE
2025 (40) Lk (20)

e TUILTY | RTFEEITILFREE:
-0.5%

e TUINTY | BERTR/NLNEE:
0%

ETD: -0.5% (95% CI -0.9 - -0.1)

B&E&:CI: Confidence interval, ETD: Estimated treatment difference. HbAlc: Hemoglobin Alc, T2D: Type 2 diabetes.
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& 3-16: M F7RAYRVFMFE

BOOST:
BOOST BOOST
INTENSIFY TRANSITION
Trial_ID EDITION 1 ONWARDS 4 INTENSIFY IDEAL Trial INTENSIFY
PREMIX/ALL -T2D
PREMIX I PREMIX I
2

Was randomisation carried out

Yes Yes Yes Yes Yes Yes Yes
appropriately?
Was concealment of treatment

No No No No No No No
allocation adequate?
Were the groups similar at the
outset of the study in terms of | Yes Yes Yes Yes Yes Yes Yes
prognostic factors?
Were the care providers,
participants and outcome

No No No No No No No
assessors blind to treatment
allocation?
Were there any unexpected
imbalances in drop-outs | No No No No Yes No No

between groups?
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BOOST:

were appropriate methods used

to account for missing data?

BOOST BOOST
INTENSIFY TRANSITION
Trial_ID EDITION 1 ONWARDS 4 INTENSIFY IDEAL Trial INTENSIFY
PREMIX/ALL -T2D
PREMIX I PREMIX I
2
Is there any evidence to suggest
that the authors measured more No No No No No No No
outcomes than they reported?
Did the analysis include an
intention-to-treat analysis? If
Yes; both No; FAS No; FAS No; FAS
so, was this appropriate and Yes; ITT Yes; ITT Yes
ITT and mIT used used. used

B&EE:FAS :Full analysis set, ITT: intent to treat. mIT:, T2D: Type 2 diabetes.
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3.6 BiFT—SDBEN [RUTHBEDH]
ZErL

3.7 M7 FIDADEM [ZLUTREEDH]
Zuil

3.8 FELBEPRYEFTI—I4A537F)X (NMA) DOIER
3.4 #HikU 3.5 #HiTRLI= SRICKOTRIESN-HBRETICHMHRER (d) ITHLTERE
LI-fELLBOFEEHRAT 5,

3.8.1 Xa—7
R BEEMH
PR ERER (d) 2 BERFEEDSS, ER-BMAV RV EEDABBRELAHDLEE

XHRELGDHT AL LB R

EAMDRFMEMBER [ OREBHEICHEDE, KBERBREMIEIOR)Y TIILF¥D
U300+EMA YV RYUEE. EEAVR)Y TULTI+HEMADR) UEEELTz, LTzhiD
T H4KED 1 DOT—LITAVRYY AT IHBNENT A D LB B e ST 2
- BMAVRYVEREFALARIE. NARVEEMBRTOEZERELZFH -TLDLL
1=

MNETIhL
SR @ PICOS IZ&BEEIZZAELIZ7IMILIZDONT NMA TOF ARTEEZFFMLIz.
DOFHBETIE. L TDTIbALE 26 B2 BIZTEWTEELT,
“EEH:
EE (LR 3) RUBRKMICEER (LU 2) BRETEY—FOFEEHK
EELGHEERORAE
REARDFESRE
AEPUEF-FAERIEDFE
ERER
HbA1c. High-density lipoprotein (HDL) OAR—XSAUMoDEILE
REDR—RFAUNLOELE/REE
TEHEBOBEOR—RSIUNLDELLE

O
b=
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IR EA M £

#BaLRxTo—)LiE

Low-density lipoprotein (LDL) aLXFAO—/L (IEBEURE/INIE)
HDLaLRTA—IL (BFBEIRZV/INIE)

BEHAR)IREE

non-HDLaLAXAFBA—JL

k)4 1EYR (Triglyceride TG)

{A#&$5% (body mass index, BMI)

A%

=ik

HELRIKIKEBE (eGFR, estimated glomerular filtration rate)

EEH R AT

ERERT IMALIZIONTIE, BEOFHERVIEEREICE DV THENZT 2. A—X
FAVRY 26 BERTHHBEINRR T, REICBTARN—RFIUNODFEHELERY
ZORERMEIEEEAVTENEREL -, THELEEUTORXICKYERLT::
A(y)=b(y)-a(y)

ZIT.b(Y)IFR—RSA VB ADTEHE, a(y)l% 26 B AN FEHEERLIZ, THEHE. N
—RFGAVDEDEHELZBIFIR—RFAVFEDOFEHE — J+rO0—TvTHOFHEIELT
E&EL=,

TEEBMTIMLALIZHLTIE, RHOARUEVRBIZE SO TEAZITL. DIRED
HEEIZITA Y XL FERIE) R LEERAL =,

FET7IMIA
HbAlc DR—RZFAUMoDE1L

ETILER

DREOHEIZHIY. BEMRETIVRUVSUALMRETILOMAZERALIZ, ETIL
DESE L& IERER#E (Deviance Information Criterion, DIC) [Z&YEE{EL. DIC
BICESWTHRBELGETILEEELT,

T—RE
RT7IVAXAZTF) I RIE WinBUGS #RWLWTEREL., Ay XEE(OR). #ExtxhER ., fAxt) X9
EEHL-. BENRETILRUSUS LSIRETIILEEAL. I2TEEGMEETMLI-, BEL
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(%, NICE TSD2 [CED%F AL REFILTITo1[53], BFDI—RIZDNTIE, BlF 9.2
IZRT9 %,

HROR SO
EREARDNRDOESDEF. ARBERONUZ L MEETEIE S5, o2, HEBROEER
BICHIT5HRMMREEIL. AL EEEESFREELA DS,

NHZE 4%
NMA ORNIIZLMEFTMET SICE. ARRNICHETEERO—EURUVHAERBOELIEEE
AT ARENH D, THRFAEB FLUTDRYTHS:
- F-EHOBRE RV —VNOERLBLMELEBOBRIZFENGVNERILET 5,
- IR OELUEDOFE : A RER. A TIOMLDBERMNG, EFNSHARALLEATE
THINEHEZET B,
NEIR Y
NEZLEEF. BONRBRENMOERRREICENEEBRTRERTHINETTLDOTH
Y. AT OERMGIRESND:
- MREFADLE: HRARARNEBRICETLEEEFALEELTVWINZETES 5.
- BRRHIERME ORI NARVTIMLDY, LYLHELTBERFICEOTHATHAINER
HEKS
C AT ADKTE : —RRAE TR EHIR I DRI REE D BB H ERBIG/N\NAT RERHEIZT B,

3.7.2 ERShI-HER

AERDZREFRS
T4—PE) TA4FHM@IZIE. 5 23 DO XK. 7 DDERRAEEE R ELTz, NERIE. #0[E SR &
Y54, . 3EBE®DSR &Y 2 HTHof=. SHARDEEITR 3-17, K 3-18 [T/RLT=,

NMA QOEMEIREMZRETT 570, 3.7.3 IBIZRT I —2E ) T4z =ML -, M
RAVRYY FF)F2 U100 #HBEDLERBETEET. AVR)Y AaATHEA(VRY)

v TI0LF2 U300 LD TRBLLERNAIRETH A EMNFERSNT=, REMIR VT —DIZ
[¥. ONWARDS4 iE& % Uf EDITION1 ERERD 2 A EFENT=,

3.7.3 EXHHEEREDHEBDI-ODIETIRADRYNI—Y
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NMA QEMIZEIE. LLTD 4 EBERICE DT —CEY T4 HEZTo1=,

HE (Similarity)
BEER.TYMALTESE., PIEEE KBAELEAEZONREHEFICEI= HEBREOD
tEERETRE M Z ST L 1=,

&% (Connectivity)

BT INALIZHLTIET VAR YN T —VEBEL, U5 LML BHRICL DiERMETHER
L7=. ONWARDS-4 B RSNzl Fulcher 2014, Yang 2019, Kaneko 2015, Aso
2021 @ 4 HERIE. 2y T —OEELDEBRIZKYRRSIN LT,

FobhLD—EY (Outcome Consistency)
TIOMLDERRVBIEAENMMHBREBESL TV AN EHERL, LRAIGELGHBROAE
&L=,

FREKAZ 144 (Clinical Relevance)

BB LG DAEL DAY DKM ERZFHEL -, Rodriguez 2025 (FMEEICIV Ry
TIIWNTOEEH. REMICEITILFREAOR)Y FRINIVMDLE LR DT85, A NMA O
BRIICABLAGVEHIBRLRRS LT=,

% 26 B RICEITSH HbALC FDT7 VM LLEKICEET SRV T—I1EZR 3-6 [T/RLT=,
F7- ONWARDS 4 B2 % U EDITION 1 HERDEFF#HE R 3-17, & 3-18 ITRLT=,

3-6: RYNI—UIEE

Insulin Icodec ONWARDS 4 Insulin Glargine EDITION 1 Insulin Glargine
U100 u3oo

3.7.4 NMA [CEHT-FEBT—20DHM

89



% 3-17: ONWARDS 4 (D4

ONWARDS 4 (NCT04880850) [32]

BIREHEE B

HEREEMELT-
_ BA., XE. RMET 9 HE
BT
BSMENDEE
2021 #5814 B»5 10 A 29 H
HAR
xR E M BEBEAR) O BRVEBMAVAY EERAFO 18 B LD 2 BERFRES
o 2 BUERBLINDHERKFEZE T 54
. e % 90 BUWIZ SU EFIFT ) FEEFERAL TV =E
R EHE .
e BE 6 HAURNIZHEDNEZET ZEAREMBEOEEELHLE
o AR RICHELRIZIAREDHIERTEKELETHEE
NAFEZDHEM | 1VAYY 43T4H 700 U/mL % 1 BRI 1 EZS
LEESHRBDEEM | /1A F5)LEY 100 U/mL%E 1 BIZ 1 @EEE
e RCT
HEBTHIY e Treat to target
o JELMEAER
BR1LE FEER
FTEMmEE R—RSA M5 26 BERETH HbALC EDZE L
o R—ZSAUMDE 26 B RETHEEIHFMFEENEL
A e KENZIL

o SAER 2 EMICHEITS 1 BRMH-YDEHRA R BREE
o AR 2 EMICH T HIEMIED FIREIRK

o ANCOVA:HbAlc, ZERERrINAE. AEDEILF LM
o ANZIHERIRET L EMKEDRE R KERENT

HEtETF & . )

e O RT4yYEIESHT:HbALC BiZEDZE R EfEHT

e ZER AL (Multiple imputation) : KAIT—2 D5

2{K&H:582 fi BAANEHM:85 4l
YUOTNWHAX | e 12TV 291 4l o AOTVE:44 fI

e JZ)LXL U100 #:291 4l e JS)LFL U100 #:41
B BREARE iy 538
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ONWARDS 4 (NCT04880850) [32]

BMEHLE BARA£EH

(4127 58] (4127 58]

o TY4EH:59.7 8% (SD=10.1) o EH4FHA:61.2 % (SD=11.5)
*RED

o MR BiE:154 45| (53%)
FLESER

[FS5)L¥> U100 #]) [FS5)L%> U100 #])

o THEH:59.9 % (SD=9.9) o THERS:60.2 5% (SD=11.2)

o MR Bit:150 4 (52%)

[HbA1c] [HbA1c)

o {OTHE:7.14% (SE=0.05) e {OT53:6.94% (SE=0.08)

oS X UI00 B :7.12% |e ¥ 5 )L X > UL00 # : 6.75%

(SE=0.05) (SE=0.09)
R—=XF7A4h5 26 BFERETOD | R—XT7M/UHM5 26 BFRAETHDHDALC
) HbAlc [EQTEHEILEX. 12TV | EQOTEHEEIL. 1OTHIET

TEIMEBBD N
o T -1.08% (SE=0.08). 4'5/L%> U100

-1.16% (-12.65 mmol/mol). 4’5
JLEY U100 BT-1.18% (-12.88
mmol/mol) THY. (AT IEIET S
JLEL U100 BITxLTIELHERL
= (P<0.0001) .

(ETD, 0.02%; 95% CI, -0.11 -

##7T-1.27% (SE=0.09) TH~>1=,
(ETD, 0.19%; 95% CI, -0.04 -
0.43)

(ETD, 2.13 mmol/mol; 95% CI, -
0.47 - 4.73)

FLEIREHE
EHDOER

0.15) .

[ 22 B B i Bk {iE ] [ 22 B B i Bk {iE ]
R—RFMUh5 26 BERRETOT | 26 B R
HZELE

o /[OATHEE: o AOATHEE:

-32 mg/dL (-1.75 mmol/L)
e J5)L¥> U100 &
-29 mg/dL (-1.61 mmol/L)

MEICBENT, ZERmMEEITA—R

140.14 mg/dL, SE=5.11
(7.78 mmol/L, SE=0.28)
e JZIL¥Y U100 :
129.7 mg/dL, SE=5.1
(7.2 mmol/L, SE=0.28)
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ONWARDS 4 (NCT04880850) [32]

JA4Uh5 26 BEETITIETLEAN.
HMEFCAEEGERROoNLGA -
=0

(ETD, -2.48 mg/dL; 95% CI, -
10.59 - 5.63; p=0.55)

(ETD, -0.14 mmol/L; 95% CI, -
0.59 - 0.31; p=0.55)

[xE]
R—RSAH5 26 BEBRETOFE
HELE
o AOTYU%: 2.7 kg (SE=0.3)
e 75 )X UL00 #: 2.2 kg
(SE=0.4)
(ETD, 0.57 kg; 95% CI, -0.39 -
1.54, p=0.24)

F1=. 24 BEHD 26 BEHIZHTTD
KEHYDAORUBEEEICETS
BERENIZEVTE. 12T IE0ED
RYDEHAORYUBREEE(E 6.0
U/kg THY. I I)IL¥> U100 ED
6.7 U/kg ELLBLTIEEERL. BE
HEMNRBOHLNT=,

A%, 0.90; 95% CI, 0.84 -
0.97, p=0.0059)

[R5 E]

R—RZAU M6 26 BEHETHZEERM
REOFHELEE. (OTIHT
-22.74 mg/dL (-1.26 mmol/L) .55
JL¥> U100 #T-33.17 mg/dL (-
1.84mmol/L) T#H->1=,

(ETD, 10.43 mg/dL; 95% CI, -
3.86 - 24.73)

(ETD, 0.58 mmol/L; 95% CI, -0.21
- 1.37)

[FE]

26 B R

o {27 HE: 77.12 kg (SE=0.43)

e 75 )XY U100 #: 75.85 kg
(SE=0.45)

(ETD, 1.26; 95% CI, 0.02 - 2.51)

R—RSALUHD 26 BEBEAETOFY

TLE

o {OF7HE: 2.46 kg (SE=0.43)

e/ SI ¥ UL00 B: 1.20 kg
(SE=0.45)
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ONWARDS 4 (NCT04880850) [32]

26 EFR
o /OTH%:305 U/week
e J3)LX> U100 E:279 U/week

24 - 26 BBIZH T TDAL R #1%
BEEICHDDIERAVR)UBESDE
HIYDOFEHREEIE. 12T VHETH
44 U/day.F'JI)L¥> U100 ETH
40 U/day THY.1aTI78EEDALST
{CEERENREDLNT,

AL, 1.09; 95% CI, 1.01 -
1.18.p=0.029)

[AE#ER]

26 B R

o {aTHE: 17161 (59%)

/S )XY UL00 B : 167 Hi
(57%)

AATVRRICEET HEEFHESh-E
ELAEERE 2 # (WFhbEl
¥E) THY.TIILF U100 AEIZE
B AHLFBEIN-EELFEESRIE
34 (BEAREEDELL 1 HFRUHER
REDZIE 2 ) THT=
RABRERTIRESNFETHIE 3 4
THY. AT HETIE 291 Hid 2 4l
(1%) . Z'5IL¥> U100 B TlE 291
filsh 1451 (1%KiH) THo1=. LVTh
DETHIZDONTH, HBRELOEE
FTHERDODNLZEDEFEBOHONLGEMND
Tz

(BB RUREE]

26 B R

o /OTHE: 169 U/week

e JJ)LF¥> U100 #:178 U/week

24 BEMD 26 BEIZAFTDIURY
VRS EICET AT IOREIIILY
> U100 B AELLE 0.95 (95%
CI, 0.76 - 1.17) TH=1=.

(FEER]

26 BRF R

o A1OTVE:29 ffl (65.9%)

e JJ)LFL U100 #:26 4l (63.4%)

(EELGHEER]

26 BE R

o AOTVE:5 I (11.4%)

e JZILXL U100 #:2 f5l (4.9%)
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ONWARDS 4 (NCT04880850) [32]

(ERGHEER]

26 B R

o AOTVE:22 il (8%)

e 5FLEL U100 B:25 5] (9%)

(& m#E]

-{E I £k

26 B R

o AITHEE:244 | (84%)

e 75X UL00 B : 251 4
(86%)

- EXGE M HE

26 B R

o A1OTVE: 44 (1%)

e FSILXY U100 E:2 4 (1%)

- TR {5 I HE

26 B R

o {OTVE

FBRERMICEELREmE (LRI 2)
54 51 (19%)

EXRAEmME (LRIL3) 0461 (0%)
ERRMICAEEFEIIEXRGERLEDS
5t (LRIL 2,3) :54 41 (19%)

o JZLFL U100 B
BRERMICEELEmE (LRI 2)
71 %1 (24%)

EXGELFE (L)L 3) 1 4l
(<1%)

[ )

-{B M 8 £ 44

26 B R

o 13T 35| (79.5%)

e JZJLF> U100 #:32 41 (78.0%)

- EXGE M HE

26 B R

o 1OTVE: 14l (2.3%)

e J5)LXL U100 E:0 4 (0%)

- Z D fth DK M &

26 B R

o [OTVE

FRERROICHEEMEE (LU 2) (21
Bl (47.7%)
ERERMIICE R FIEEXRGELED ST
(LRI 2,3) 2141 (47.7%)

e JZ)L¥Y U100
SRMICHEELEE (LA 2) 116
51 (39%)
BRARMICEREFEEXRGELEDEST
(LRI 2,3) :16 61 (39%)
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ERARBICAEFLFIEXRGEOREDE
i (LRI 2,3) 72 45l (25%)

- Z D fth DK M &

26 B R

o {OTVE

FBRERMICEELEmE (LRI 2)
148 il (51%)
BRRMICEEFEEXRGELEDE
5t (LARJL 2,3) 150 41 (51%)

e JZ)L¥Y U100
SRMICHEEEmLE (LRI 2) -
160 fjl (55%)
BRRMICEREFEEXRGELEDE
5t (LRIL 2,3) :162 4 (56%)

LAJL 2 FELAIL 3 OEMmEED F
HERICE. BB TERLGERR DL
nigh-ot=,

LARJL 3 DIEMEEE, 12T FIZHL
T46) (1%) OEMET7H. T3
> U100 BEIZHWVTIE 2 Bl (1%)
DBMET 3 HFHohtz,
REIZHTFTBHLANIL 2 F=ELAL 3
DEMEORBEFEE. (OTVHT
0.78 #/PYE. 7 Z)L¥> U100 #T
1.04 #/PYE THY. MEMICEEL
ZIFROLNLEA ST,

(aEiL]
CRRPIE 2K

FEEZRORBE (EEEZMHT)
&, 1aTOEETSILEY UL00 B TH
BETHOT-,
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ONWARDS 4 (NCT04880850) [32]

o AOATHE:17 B (5.8%)
o FS)LEY UL008: 2241 (7.6%)

EFEBRICEETHABRGDIE
o AOTHEE: 4K (1%)

e 75)LF U100 E:3 H1(1%)

FEBADOSMRAEOHEIERTY

Xyt - Ll

o LATHE:6 B (2.1%)
o S)LEL U100 2:8 I (1.7%)

BB REICERT HaEBPIE
o AOTVE 3 (1%)
e J5)L¥> U100 #:6 5 (2.1%)

-FOMOEHICERT HARPI
o fOATHE: 4 (1.3%)
e JZ)LXY U100 #:5 (1.7%)

HERDRF

e ZEMRUT(—PET1ZZEEBLTIERIENMERASNIA, ChICKYAENR

BOBEMBEDREIS/NATANELCI-AREEAH D,
e PRO [FEHich THLT . AR
¢ BERNBDRHN. BECEETOEMIVAR)VDIREIC

AN S

mREICEYIMRIIRENTHD,

FEERIFL-THEMS

B& 2& : ANCOVA: Analysis of covariance. CI: Confidence interval. ETD: Estimated

treatment difference, HbAlc: Hemoglobin Alc, PRO: Patient reported outcome. PYE:

Patient-year of exposure, RCT: Randomized controlled trial, SD: Standard deviation,
SE: Standard error, SU: Sulfonylurea. T2D: Type 2 diabetes.

¥ 3-18: EDITION 1 (O
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EDITION 1 (NCT01499082) [54]

AEBERELIS
it

k. I—OvN . EmT7IUAH

SMEDOEELM | 2011 £ 12 8 158»5 201341 A 30H
* R EMH HBEAR)ORVEBMAVA)OEFEHRABO 18 B LD 2 BERKBEE
o BEIREAVRV BERAVAR) Y  Fl=lZAVR)Y G i
DAYUEBRGEEBE AR VEERALTWSE
. e BE 3 DALRNIZAMRILIV LS OO MEER TR, F(EA0RYDUND
FER R
SESTEFI D ERE
o FENE. FREMDERBRIZEDEEE. TOVICERRKNICEELRLDERE. T
HE FRE, TOMOEEHEREDRFEETHE
AAFEOHRE | T¥AUY TI)LF2 300U %1 HIZ1EERES
LB BR oD 5E 4 ARy FI)LFY 100U % 1 HIZ1 EEE
_ R ¢ RCT
HETH A B
o JELMHEAER
BR1LE FER
FEMHIEE R—RFAU M5 26 BFRFEEFETDH HbAICEDZE 1L

FLEIRFHBEE

o R=RSAUMD 26 B RETHDERFMEEDLE L
s KEDZEILE

o 1 BREIBHEYDFHBAVA)IREE

o SAEZM 2 BMICHITHEMBED FKIREIK

o FEETMIEH X ANCOVA IZKUEHT (CAEE.E. X—X5414> HbAlc,
HbAlc EHll <8%ZF =13 =8%TiHE)

HREtRRITF % . . ‘ gz
o BEEBAOMRMT JESHE (R—2 0.4%) 2B (0=0.025) KYEITIREE
e AEEZK(X MedDRA O—FZEAWNTHE
SME#E:807 I

YT HYAX e JZ)LX> U300 #:404 )

e S5 )L U100 E:403 4l

JA40—7 v THARE

T4 8

HEREDELER
EJPS

[F5)L%> U300 &)
o EH4EH:60.1 & (SD=8.5)
o MR BE:217 61 (53.7%)

[F5LF> U100 #]
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o FILEHE:59.8 % (SD=8.7)
o MR BiE:210 41 (52.1%)

[26 B D HbA1C]
e 3)L¥> U300 ##:7.25%, SD=0.85 (55.7 mmol/mol, SD=9.3)
e 3)L¥> U100 ##:7.28%, SD=0.92 (56.1 mmol/mol, SD=10.1)

[R—=ZS5/4H5 26 BEFETDH HbAlc [EDEHELE]
e 7'3)L¥> U300 ##:-0.88%, SD=0.81 (-9.6 mmol/mol, SD=8.9)

TEEEEOR |
e JZ)LF> U100 ##:-0.86%, SD=0.92 (-9.4 mmol/mol, SD=10.1)

R

R/IN_FFH (LS mean) EiLtE

m#EfLt:-0.83% (SE=0.06). -9.1 mmol/mol (SE=0.7 )
2R :-0.00% (95% CI, -0.11 - 0.11 )

-0.00 mmol/mol (95% CI, -1.2 - 1.2)

COfERF. FEHMtERL=,

[ZeREhs M BEE]

26 AR

e 75)LF> U300 :7.24 mmol/L (SD=2.57)
e 75)L¥> U100 #:7.21 mmol/L (SD=2.40)

R—ZRFM40hb 26 BERRFEFTOFEHEILE

e J5)L¥> U300 £ :-1.48 mmol/L (SD=3.11)
e J35)L¥> U100 #:-1.69 mmol/L (SD=3.21)
FHEIREF@IER
DHER R/IN_FFH (LS mean) EiLtE

e 75)LF> U300 #:-1.29 mmol/L (SE=0.19)
e J5)L¥> U100 E:-1.38 mmol/L (SE=0.19)

(REZ1E]
MEELITAREILTY 0.9 kg EmLT=,
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[(ERAVR)VEBEE]

26 B

e 75)L¥> U300 #:0.97 U/kg/day (SD=0.37) . 103 U/day (SD=42)
o F3)LE> U100 #:0.88 U/kg/day (SD=0.32) .94 U/day (SD=38)

R—RFM4h5 26 BEHAFTOEHEIL
e 55 L% U300 2:0.67 — 0.97 U/kg/day (70 — 103 U/day)
e J5)L¥> U100 #:0.67 — 0.88 U/kg/day (71 — 94 U/day)
MR OR/N_FFEHE:0.09 U/kg/day

(SE=0.02, 95% CI, 0.062 - 0.124)

[(ERGHEER]

26 B R

e J5)L¥> U300 #:26 5l (6.4%)

e J5JLX U100 #:21 4l (5.2%)
REENOAERRIIBLE.HERER. FERROKFATHY. MEMT
FFEEICH LT SESE ML RIS &, F5ILF> U300ETOH (2.2%) .
J3L¥> U100 B T6 il (1.5%) HEshiz,

(1€ %)

- 2R ERMTOEDYE

[£4DELRERTE]

R—2R54Vhb 6 HA

e J3)L¥> U300 ##:5138 ¥ (26.37 #4/PYE)
e JZ)LX> U100 #:5430 ¥4 (28.08 #4/PYE)

R—RSL4Vh5 8 8
e JZJLF> U300 #:1822 4 (29.13 #4/PYE)
e JZJLF> U100 #:2070 ¥ (33.40 #4/PYE)

9 M 6hA
e JZ)L¥> U300 ##:3316 ¥4 (25.06 #4/PYE)
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e J5JL¥> U100 #:3360 4 (25.56 #4/PYE)

[fERESh-EZREENE (<3.9 mmol/L) ]
R—RS5/L4m5 6 hA

e J3)L¥> U300 7£:2626 ¥ (13.48 #/PYE)
o J'5)LF> U100 #:2855 {4 (14.76 #4/PYE)

R—Z5/VH5 8 B
e JZ)LX> U300 #:925 4 (14.79 #4/PYE)
e JS)L¥> U100 #:1071 ¥ (17.28 #4/PYE)

9:8M»>6AhA
e JZ)L¥> U300 ##:1701 ¥4 (12.86 #4/PYE)
e JZJLF¥> U100 #:1784 ¥ (13.57 {#4/PYE)

[FEERENf-EREELEE (<3.0 mmol/L) ]
R—RS5Lhb 6 HA

e J3)LXL U300 #:474 4 (2.43 #£/PYE)
e JSILF> U100 E:512 4 (2.65 #4/PYE)

R—=RZ/(hb 8 B
e FSLFL U300 B:175 # (2.80 #4/PYE)
e J5)L¥> U100 #:186 4 (3.00 #4/PYE)

9 EMo 6 A
e J3)L¥> U300 ##:299 4 (2.26 {4/PYE)
o J5)LF U100 #:326 # (2.48 #/PYE)

[EEEMEEDSE (<3.9 mmol/L) ]
R—XFM4hb 6 HA

e J5JLF> U300 #:2220 ¥ (11.39 #4/PYE)
e JZJ)L¥> U100 £#:2173 4 (11.24 #/PYE)
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R—RS/L4Hb 8 A
e J5JL¥> U300 ##:785 4 (12.55 #4/PYE)
e FS)LF> U100 #:805 4 (12.99 #4/PYE)

93BN 618
e J5)L¥> U300 ##:1435 4 (10.84 #4/PYE)
e JZ)LX> U100 ##:1368 ¥ (10.41 #4/PYE)

[EEGEmEE]

R—RS5/L4m5 6 hA

o JZJL¥> U300 E:53 ¥ (0.27 #4/PYE)
e JZ)LX> U100 ##:47 1 (0.24 #4/PYE)

R—XFM4h\5 8 H
e JZ)LX> U300 ##:11 44 (0.18 #4/PYE)
e JSJLF> U100 #:15 # (0.24 #4/PYE)

9 :8h56AHA
e 73)L¥> U300 F:42 # (0.32 #4/PYE)
e J5)LXY U100 ##:32 # (0.24 #4/PYE)

[REBEShI-EmEE (<3.9 mmol/L) F-EFERLEMDE]
R—R5/4Hhb 6 hA

e J5JLF U300 #:4966 ¥ (25.48 {4/PYE)

« F3LE U100 B:5176 ¥ (26.76 #4/PYE)

R—RIL4VHhb 8 B
e JZJLF> U300 #:1743 # (27.87 #4/PYE)

e J3)LXL U100 ##:1934 ¥4 (31.21 #/PYE)

98N> 6hA
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o JS)L¥Y U300 E:3223 14 (24.36 14/PYE)
o JS)LFL U100 #:3242 ¥ (24.67 #4/PYE)

(RSN I-EmHE (<3.0 mmol/L) Fi=TEHEEMmEE]
R—=Z5/1(U 5 6 HA

e JZ)LX> U300 ##:737 4 (3.78 #/PYE)

e J5)L¥> U100 #:698 4 (3.61 #4/PYE)

R—RS1M4H i 8 #
e J3)L¥> U300 ##:265 ¥4 (4.24 {#4/PYE)
o J5)LE U100 #:266 # (4.29 #/PYE)

98N> 618
e J5)LXY U300 ##:472 # (3.57 #/PYE)
e J3)LXL U100 3:432 4 (3.29 #4/PYE)

- R B I 4

[ nEMHERFE]

R—RS5/L4m5 6 hA

e JZ)LX> U300 ##:646 ¥ (3.32 #/PYE)
e JZ)LX> U100 ##:883 ¥ (4.57 #/PYE)

R—RZM4h\5 8 8
e JZ)LXL U300 ##:229 4 (3.66 #/PYE)
e JSJLF¥> U100 #:324 ¥ (5.23 #4/PYE)

9:BM»>6AhA

e JZJL¥> U300 #:417 # (3.15 #4/PYE)
e JZJLF> U100 #:559 4 (4.25 #4/PYE)

[EEHRSh-EEREELE (<3.9 mmol/L) ]
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R—XFM4hb 6 HA
e JSJLF¥> U300 #:375 % (1.92 #4/PYE)
e JSLFL U100 #:623 ¥4 (3.22 #4/PYE)

R—RS/L4Uh5 8 8
e JZJLF> U300 #:138 4 (2.21 #4/PYE)
e JZJLF> U100 #:203 4 (3.28 #4/PYE)

9 BMS 6 HA
e JSJLF> U300 E:237 ¥4 (1.79 #4/PYE)
e JZ)LXL U100 #:420 4 (3.20 #£/PYE)

[EEHFENT-FEREELSE (<3.0 mmol/L) ]

R—RS/L4 b 6 hA
e JZJLF> U300 #:89 4 (0.46 #/PYE)
e J5)L¥ U100 #:124 #4 (0.64 #4/PYE)

R—RS1M4H i 8 #
e JZ)LXL U300 #:34 4 (0.54 #4/PYE)
e JZ)LXL U100 ##:41 4 (0.66 #4/PYE)

9 BN 6 HA

e JZJLF> U300 :55 4 (0.42 #/PYE)
e JZJLF> U100 #:83 4 (0.63 #/PYE)
[$EEEIEnDEE (<3.9 mmol/L) ]
R—RS/L4 b 6 hA

e FSILFL U300 E:215# (1.10 #4/PYE)

e J5)L¥> U100 #:171 4 (0.88 #4/PYE)

R—RS5/(Vh b 88
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e JZ)LXL U300 ##:71 4 (1.14 4/PYE)
e JSJL¥> U100 #:73 # (1.18 #4/PYE)

9:8M»>6AhA
e JZ)L¥> U300 ##:144 4 (1.09 #4/PYE)
e JZJLF> U100 #:98 4 (0.75 #/PYE)

[EREMmAE]

R—RS5Lhb 6 HA

e J5JLFY U300 #:12 4 (0.06 #/PYE)
o JS5)LFY U100 E:15 4 (0.08 #/PYE)

R—RS5 U5 8 &
e JZ)LX> U300 ##:6 44 (0.10 #/PYE)
e JZJL¥> U100 #:4 44 (0.06 ¥4/PYE)

98N> 618
e J5JLFL U300 #:6 44 (0.05 #4/PYE)
e 73)L¥> U100 F:11 4 (0.08 #4/PYE)

[REBShI-EmHE (<3.9 mmol/L) F-EFERLEMDE]
R—RZ5M4Hh\b 6 A

e J5)L¥ U300 #:610 4 (3.13 #4/PYE)

o J3)LF> U100 ##:813 4 (4.20 #4/PYE)

R—XS1H5 8 B
e JSILF> U300 E:217 ¥4 (3.47 #4/PYE)
e JS5)L¥> U100 E:281 # (4.53 #4/PYE)

98N> 6HA
e J5)L¥> U300 #:393 4 (2.97 #4/PYE)
e 73)L¥> U100 #:532 ¥4 (4.05 #4£/PYE)
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[#EREhf-ElLE (<3.0 mmol/L) Fi(FEELEMEE)
R—RS5/L4m5 6 hA

e JZ)LF> U300 #:122 ¥4 (0.63 #4/PYE)

e JZ)L¥> U100 ##:156 ¥ (0.81 #4/PYE)

R—=RS/L4hb 8B
e J5)L¥> U300 #:51 # (0.82 #4£/PYE)
e J5JL¥> U100 &:55 4 (0.89 #4/PYE)

98556 hA
e J7)LFL U300 B:71 4 (0.54 #/PYE)
e J5)L¥L U100 B#:101 # (0.77 #/PYE)

-EELUSNTOEMNE
[2#DEMERRR]

R—Z5LVh5 6 hB
e 55 L U300 B:4491 # (23.05 #/PYE)
e 5'5)LE> U100 B:4545 # (23.50 #/PYE)

R—R540Hb 8 H
e JZ)LX> U300 ##:1593 ¥4 (25.47 #4/PYE)
o JZ)LFL U100 B:1744 ¥ (28.14 #4/PYE)

9:BM»>6AhA
e JZ)L¥> U300 ##:2898 ¥4 (21.90 #4/PYE)
e JZJLF> U100 :2801 ¥ (21.31 #4/PYE)

[RRFSN-EFEREEMSE (<3.9 mmol/L) ]
R—RS5L4Hh5 6 HA
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e JZ)LX> U300 ##:2251 ¥4 (11.55 #4/PYE)
e JSJLF> U100 #:2232 4 (11.54 #4/PYE)

R—=ZS/M4H5 8 &
o J7)LFL U300 B:787 # (12.58 #4/PYE)
e J5)LFL U100 #:868 #+ (14.01 #4/PYE)

98N> 6HA
e J35)LXL U300 ##:1464 ¥4 (11.06 #4/PYE)
e J5)L¥> U100 #:1364 # (10.38 #/PYE)

[fRfRSh/-fEEMEEMHE (<3.0 mmol/L) ]

R—RS/L4 b 6 hA
e J5)L¥> U300 #:385 4 (1.98 #4/PYE)
e JZ)LX> U100 ##:388 44 (2.01 #£/PYE)

R—RS1M4H i 8 #
e JS)LFL U300 E:141 4 (2.25 #/PYE)
e JZ)LXL U100 ##:145 ¥ (2.34 #4/PYE)

98BN 6 HA
e J5)L¥Y U300 #:244 4 (1.84 #4/PYE)
e J5)L¥Y U100 #:243 4 (1.85 #4/PYE)

[$EEEIEnDEE (<3.9 mmol/L) ]
R—RS5/L4m5 6 hA

o F3JLE> U300 8:2005 # (10.29 #/PYE)
o F5JLE> U100 8:2001 # (10.35 #/PYE)

R—Z5/VH5 8 B
e J35)L¥> U300 #:714 4 (11.42 #4/PYE)
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e JZ)LX> U100 ##:731 4 (11.80 #4/PYE)

9:EM56hA
e JZ)LX> U300 ##:1291 ¥4 (9.76 #4/PYE)
e JZ)L¥> U100 3#:1270 ¥ (9.66 #4/PYE)

[(EREmE]

R—RZ5M4Hh\b 6 A

e JZ)L¥> U300 ##:41 4 (0.21 4/PYE)
o J3)LF> U100 #:32 4 (0.17 #4/PYE)

R—XS1H5 8 B
e JZ)LX> U300 ##:5 1 (0.08 #4/PYE)
e J3)L¥Y U100 ##:11 4 (0.18 #4/PYE)

9 BMS 6 HA
e J5JL¥Y U300 #:36 4 (0.27 #£/PYE)
e JSJLF> U100 #:21 # (0.16 #4/PYE)

[#RBEhf-EmdE (<3.9 mmol/L) Fi-(FEEHLIEMmHE]
R—XF/M4hb 6 HA

e JZ)LX> U300 ##:4356 ¥4 (22.35 #4/PYE)

e JZ)LX> U100 ##:4362 ¥ (22.55 #4/PYE)

R=RS/4H5 8 &
e JJ)LFL U300 B:1526 ¥ (24.40 #4/PYE)
e JJ)LF> U100 B#:1652 ¥ (26.66 #4/PYE)

9 BN 6 HA
e J5JL¥> U300 #:2830 4 (21.39 #4/PYE)
e J3)LXL U100 #:2710 ¥4 (20.62 #/PYE)

107




EDITION 1 (NCT01499082) [54]

[FEZESNI-ElEE (<3.0 mmol/L) F(FEELEMEE]
R—RS5Lhb 6 HA

e JSJ)LF> U300 #:615# (3.16 #4/PYE)

e JSJLF> U100 #:542 ¥4 (2.80 #4/PYE)

R—RS5 25 8 &
e JS)LXL U300 #:214 4 (3.42 #4/PYE)
e 73)LXL U100 E:211 # (3.40 #4/PYE)

98N> 618
e J5)LF> U300 E:401 # (3.03 #4/PYE)
e JZ)LXL U100 #:331 # (2.52 #4/PYE)

(BE&rhit]

SREBRTIE 2K
e 7Z)L¥> U300 #:30 41 (7.4%)
e JSILF> U100 E:31 4 (7.6%)

BEBRRICERTHABRBLE
e JSILEL U300 & 94l (2.2%)
e J35JL¥> U100 E:8 4 (2.0%)

HEF+HKBPI
e JZ)LX U300 #:1 4l (0.2%)
e J5)L¥ U100 E:1 4] (0.2%)

CARREHEEOFETFISERT SRR
e JZILXL U300 #:2 4l (0.4%)

e J5)L¥L U100 #: 54 (1.2%)

FRBANDOSMEAEDOHEICERT AR
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e JZJLFL U300 #:21 4l (5.1%)
e J5)LF> U100 E:20 5 (4.9%)

MO EHICERET HAER P
o 55)LEL U300 8:18 i (4.4%)
o 5S)LEL U100 B:17 i (4.2%)

AERDIRF

o RAREFERTERESINTHY. BIY L TICET 2IERIAERETMIZ/ N1 TR
FH-oLI-AIREML B S,

o HEREIRMIT LB MELS (6 WAM) . REMGH R DERICIERANH o=,

e RERAVAVVORERAENREMNTHY., IV FO—ILDFERIZEE
RIFLI-ATHEMEL B D,

o HERMREFTAVRIVBEENEL BBEERIZH T, Shik 2 BHERKIC
BLT—RUTEHIN. TRTDAVRYNREBREERRLELD TR
LYo

o #5242 U/day RiEDEBAO RV EFERALTOSBE~DNIZ L HEILR
EHTHDT=,

B&EE: ANCOVA: Analysis of covariance. CI: Confidence interval. Glar: Glargine, HbA1lc:

Hemoglobin Alc . MedDRA: Medical dictionary for regulatory activities . RCT:

Randomized controlled trial, SD: Standard deviation, SE: Standard error, T2D:Type

2 diabetes.
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3.7.5 NMA O#R
ONWARDS 4 & EDITION 1 ORI CTLLERIRELE 7 I M A LIE 26 BREFRDR—XZ4UMhoD
HbAlc DELELEMBED IR TTH 1=, LEIZBIL TIX trial product estimand Z{EHL
fzo HDALC ICBHT 2 ETILDEEMHDFHERE R 3-19 ITRT . BH. ETI/ILEEEIL Fixed Effect
(FE) ®RU Random Effect (RE) model TiEEIL TL Mz, NMA [THAAENT-HEREA 2 DTH
52LEEETHE REDERARMEMNERICKELS0. FEDIERESBTHILLELT,

£ 3-19: 26 BERNDOR—XS/Uh 5D HbAlc DZE{LE_FE model U RE model
DEEE

Indicator FE model RE model

Number of data points

DIC

Total residual deviance

SD (median and 95% CrI)

B%:E . Crl: Credible interval, DIC: Deviance Information Criterion. FE model: Fixed

effect model, RE model: Random effect model, SD: Standard deviation.
FE model D#ERFYALRIY 4aATHEAVR)Y FZILFL U300 D 26 BRFFEDR—RS5A

>0 HbAlc nzitEnZ i+ xiE< IIIEGTNNEEEEEEEEEE - . <5 -

AU T3)F 2 U300 [Z#EEtICARLGEFIRoHohEn 1= (& 3-20),
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= 3-20: 26 BEEDOR—RSIUN 5D HbAl1c WZ{LE_FE model & RE model OfEE

FE results: relative treatment difference RE results: relative treatment difference
Icodec vs comparator Icodec vs comparator
Treatment Median Mean (SD) SUCRA overall Median Mean (SD) SUCRA | overall
(95% CrI) rank (95% CrI) rank

Icodec | 1 N | 1 1 I |
Glargine

U100 B N Em 1 I I e i
Glargine

U300 I B i I N e i

B&EE&:Crl: Credible interval, FE: Fixed effect (model). RE: Random effect (model), SD: Standard deviation, SUCRA: Surface Under

the Cumulative Ranking Curves.
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F- 26 AR ADORMBBIZEATIETILOBESEEEK 3-21 27T, ETIILESEIL FE model &
U RE model T L TL =, NMA [THEAAENT-REREM 2 DTHAHLEEET HE. REDIE
ARBMNIEREIZKELGDT-0. FE DIERESBT 5L,

=& 3-21: 26 BRADENBEORRADA VXL FE model U RE model O&E&E

Indicator FE model RE model

Number of data points | |
DIC ] I
Total residual deviance [ ] [ ]
SD (median and 95% Crl) | ]

B&:E:Crl: Credible interval, FE: Fixed effect (model), RE: Random effect (model) .

SD: Standard deviation, SUCRA: Surface Under the Cumulative Ranking Curves.

FE model O#ER &Y. 26 BFADEMBORIBOARIY A ATIEAVAR)Y TIILXY

u300 oAy X tixdiE I . <% &Ry T

U300 IZHEETRIICE B R E LR H ooz (R 3-22),
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& 3-22: 26 AFAOENEOHEEDF VXL FE model & RE model DR

FE results: Odds Ratios RE results: 0Odds Ratios

Icodec vs comparator Icodec vs comparator
Treatment Median Mean (SD) SUCRA overall Median Mean (SD) SUCRA | overall

(95% CrI) rank (95% CrI) rank

Icodec | | N 1 | I i
Glargine
U100 I B | I S e 1
Glargine —
U300 T T T e e—

B&EE&:Crl: Credible interval. FE: Fixed effect (model). RE: Random effect (model). SD: Standard deviation. SUCRA: Surface Under

the Cumulative Ranking Curves.
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LLE&Y, L& EIEETH o= HbAlc RMEMBEDRIBHEED EES(CHENTH. A/VARYY 4aTH
EAVR)Y TFILFL U300 OEITHITMICEERELREIRHoNE, 1=,

3.9 EMAH RO H IR 3 HE
3.2.6 IHR U 3.8 HiOMELKOFERN S AT OR/ZRERIZEFTEAVRIY 41aTHE
AN T30F U300z 9 HEMMEREDETEZR 3-23 15K 3-261CEHLT-,

£ 3-23: SITHREKE (a) 2H1T2EMH AT

* R EM 1 BIERIRERE
T A AVR)Y £AATH + BMAVR)EF
nd ragiicl AR H5ILE U300 + EBINA R ELIH|
TobhL 26 BRFEDR—RSAUMHM HbAlc £k E
O EBmeEBAELARSATINS
LEMA A AEATRESN TULVAL
EBMKERMEDE &

B (SHEALZ 155V ETRAEEEHEELN
O 2ot ( )

H BT DIRYLGE o= T
—5

RCT DAR7FI)R B BE—0D RCT
HIAEDLLBERMZE O RCT ORIELE
HEHABOLER O o ( )

EMEERAEORHRE
ZHIMTL =3

AE AR TTLNTHOEERELE LI ONWARDS 6 HERIZHINT,
FET7IMLTHS 26 BEEADR—ZXS/UHMBD HbAlc EiEEIEE
FlT-0.47%. 1> R)> TTITHT-0.51%TeH>1=, ETD £ 0.05%
(95% CI -0.13 - 0.23) LEHEEBETARIN G BHERELLEST,

52 BEADAR—RSAUH5D HbAlc L EIEAFIT-0.37%. 12X
Y TUNTHYT-0.57%TeH>fze ETD (£ 0.17% (95% CI 0.02 -
0.31) LGB REEZL>TARAING IR LT,
BESBRICOWNT, 26 88 m. 57 B S EHICERERNICEEFETEXRE
BEMBED SRR RITAFITHIAMICERICS o7,

Lizh\oT. BIeE REICEL. AEING BEEZLNT,

B% 5% : CI: Confidence interva . ETD: Estimated treatment difference . HbAlc:
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Hemoglobin Alc, RCT: Randomized controlled trial.

£ 3-24: SHTHREKH (b) 26T HEMEIA MO FFAil

HRER 2 BEBRIFREDIL, (VR VEEDARBEN G NEE
A AVR)Y 4aTH

[2d g o il AVR)Y TZILF2 U300

T AL 26 BERDR—RZ1 50D HbAlc EiLE

BINHEREORE

B EMMEFERUEATENTID
CLBANEHE AEAS RSN TLVEL
O TSR EZ1HHNITRFEFALEELN
O 0t ( )

HIBF ORI o7
—5

RCT MAZF7F R B BE—® RCT
BIAEDHLREENZR O RCT OREBELLE
HESROLK o £oft ( )

EBNMAERMEDEE
=H L= H

AEEAVR)Y TTLNTHOEERELELIZ ONWARDS 3 HERIZHT,
FET7IOMALTHS 26 BEADR—RSAUMHND HbAlc EiLETA
FIT-1.6%. A1V RYY TUILTIT-1.4%TH>1=, ETD [£-0.2%
(95% CI -0.3 - -0.1, p=0.002) &&XF|A HbALC ZHEITETIE.
AVR)Y TOLTIIZHT 2RFNDOEBEELNEIESNT=,

£Z . CI: Confidence interval . ETD: Estimated treatment difference . HbAlc:

Hemoglobin Alc, RCT: Randomized controlled trial.
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& 3-25: SR REH (c) I2HB1F5EMESF RO

*REM 2 RIBRBEEEDSL, ERA VR UBREDABBEENHDIEE
Tt A AR 4T85
nd ragiicl AR GZ)LF2 U300
FIbhL 26 B A DAR—RSAU 6D HbAlc ik E
W ENMAERELARIATINS
LB MAAE BEATRESN TUVAL
EBMBMERMEDEE

O MEANLZ 155V REEEHEELN]
O Zoft ( )

ORI 1T
—5

RCT MAZT7F R B E—D RCT
BIAEDHLREENZR O RCT OREELLE
HESAROLLR o Tofth ( )

BNMEREORE
TR

RENEAVR) Y TTITOEEELERLI- ONWARDS 2 &HERICHLT,
FET7IMLTHS 26 BEEDR—IXS/UHMBD HbAlc EiEEIEE
#|T-0.93%. 1> R)Y THITHT-0.71%TH>o1=, ETD [£-0.22%
(95% CI -0.37 - -0.08, p=0.0028) &AHKIA HbAlc #HEITETS
. ARFDAVR)Y THIILTIICHT HEEEN RIS NI,

B 58 : CI: Confidence interval . ETD: Estimated treatment difference . HbAlc:

Hemoglobin Alc, RCT: Randomized controlled trial.
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& 3-26: HHHREH (d) [2HT5EMEF RO

xR E M 2 RIBRIBREENDSL, HE-BMAUR) VEEDBRBEENHDEE
Tt A AVR)Y £4ATH + BMAVR)HEF
nd ragiicl AR H5ILE U300 + EBINA R ELIF
FIbhL 26 B A DAR—RSAU 6D HbAlc ik E
O BmeEBELARSATINS
B EMAEBEATRINTUVELN
EBNMKE RO E &

O MEANLZ 155V REEEHEELN]
O Zoft ( )

ORI 1=T
—5

ORCT OA%27F+1)L X O B—® RCT
ORTAE DR ENT B RCT OREEELLE
OEFABRDLLE o 04 ( )

BINHEREORE
ZHIMTL =3

AR ERER (d) 2 BERHEBEFED>E, ERE-BMAVR) UEED AR
ENHSBEICET SN AR MBI BEMOBEZLEO RCT [EFE
Lizhvot=, FD1=8. it AR & LB BB R T D EI T NMA 470N, 180
B A EEEL -,

26 BEEDA—R S/ HbALc Z{LE(%. FE model D#ER LY
x>y 7350x0 U300 o+ £iET G
B cHhY. K510 R)y F50FD U300 ISHEHHICEE
BEFROHLONEA ST,

EmMEDHEEIL. FE model DFERKY . KFlIEAVRYY TIILFY

U300 oA v Xt 2iE< I <5 . =

BleA2 R T3)0F 2 U300 [SHiEtICARLGE IR OGN o1,

B&E&:Crl: Credible interval. HbAlc: Hemoglobin Alc, NMA: Network meta-analysis.

RCT: Randomized controlled trial. RE: Random effect model.
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4 S A EDEH

4.1 SWAE

4.1.1 EETILREREDAREIOER

ASHETIL (UT.ETIL) TE.UTD 4 DORZREAEEEL-. ¥EREH (a). (d)IF
AR 4ATY + BMAVR)VEEIELUTAVR)Y FF)LF2 U300 + EMAVRY
VERERE L, AR ER (b). (¢) [F.AVRIY 43ATIHLFAVRIY TFLF
> U300 & E5LAHLT=,

(a) 1 BMERRERE

(b) 2 BBRFRBEDSIL, AV RAYVEEDABRENZNEE

(c) 2RBRBBEDIL. ERAVRYVEEDBBRENHIEE

(d) 2 BBRFEFEDSL, EHE-BMAVRYVEEDAERNHDEE

4.1.2 ERXNHDRORHEE

3.8 BIXYRHHRERER (Q)IS2WTIH. RN LD EHIEESNT-, TORMREREFA. PR
HERBREEBBRICHT2EAXNUNRIFMOITHARS > 2024 EMID 5.11 &l
M5.21MBI5.7]FTORR. TOMILA LB BRMELERTELHLHMEINIEEE. &
AR OAIEERLGED, 1&EHDHTED L. BEARMNRICETIREFIEERLG,N o1
[16].

BmMeERAMEAERSN-ATARER (b). (¢) IZDWTHHT S1=6HIZ, IHE-DCM-T2
ETILEEKLE (B 4-1), ETILO 1 HA42)LERIE 1 £, 52 WHBIEEEEL -,

BRisk equations (URYAEER) TIE. BRFEICERT2EELM/NMEEELAME
BEE.RURHECEEZEELTLS (K 4-1). #i/MOEERMEDREKREL. 2 DOELD
TIILATHITETIVLIZHEIIN S, f/NME /L& L, Eastman et al. 1997 [CE DR
RE. TREBRUBERREOEEREBOHAGHEN DS [19, 20], KILEZ/ILOTEH
[£. Clarke et al. 2004 (UKPDS 68) I=&S<E MM AR, DHEE, JEH, DRED
BEREDHAEHLENSED [21].

BAD2HHERFEELHADERIZELETC. M/NOBEEXMEREEICEATHIVRIARERIE
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Tanaka et al. 2021 @ The Japan Diabetes Complications Study/Japanese Elderly
Diabetes Intervention Trial risk engine (JJRE) Z#&EI(Z/ERkL71=[22]. LAL. JIRE [ZIX
HMNMEFERZTDOIVRIDOAN, BRZEE. EERIEKR. METILITIVIR, REIBEE. FERMGE
Za—ANRF—  KENERER. TRUIBOVRINEENTEST . T RKOEEEFED RS
DR, LDFREDYRINREENTVEN, ZDFH /NN ERFED)RIICDOLNTIE,
Eastman et al. 1997 [20]& Bagust et al. 2001 [S5]IZED<H/NOEEED) RV AHTE
X (ETILATIE Eastman &RTR) ZEICEBHEARNU M) RVZEMTLIz, —ATKIERE
FNDJRYIZDLTIL UKPDS 68 O XMEEED) RV AFER (ETI/LATIL UKPDS 68 &
=R) EEICEHEANRID)RIEFTELZ[21],

FETURYEIIREICES>THELZA, JIREFFEDLMEFRTD)RVEHEL TS8O, 15T
BJIZ UKPDS 68 #RHWWTIRRTURVEHTELT -,

ZNBDETIVIE, Microsoft® Excel (/3\—Y3> 365) ICAE SN TLYS Visual Basic for
Applications (VBA) ##ERALTHEESIMT-,

PHRRER (d) (TDULTIE, 3.8 EiKYUNLEBMAERAEATRINTLVEL (1 EHIBTLT-, ZD
H.PWHARSAY 6.3.2 BIYERZ/IMESITEERRELT -,

n

11

Nel



4-1: ETIVHEH

B&ZE : ACR: Albumin creatinine ratio, BMI: Body mass index. DBP: Diastolic blood
pressure, eGFR: Estimated glomerular filtration rate. HbAlc: Hemoglobin Alc, HDL:
High-density lipoprotein, HR: Heart rate. ICER: Incremental cost-effectiveness ratio.
LDL: Low-density lipoprotein . NMB: Net monetary benefit . PSA: Probabilistic
sensitivity analysis. QALY: Quality adjusted life year, SBP: Systolic blood pressure.
TC: Total cholesterol. TG: Triglyceride. WBC: White blood cell.
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4.1.2.1 H/IME)ROEER

RETIVLORBRREOBITHEEL, URVAEX (JJRE) £ALV=,JIRE . BAA®D T2D
BE 1,748 6% 7.2 FMBHL. E SN, JIRE [CERSh-T—2(F. BXRERKRE G
EBE (JDCS) LHASIMERERBENARER (J-EDIT) O 2 DOEEKREABRNST—ILEh
FHUTIVTHEREN  R—RASMVRICBEEORERFREIRELNDEHEDLTWEEDHE
x&gELIZ[22, 56],

JIRE O#/MIE) RO ARIT, MR . B JE1ETEHEFRm M IS AE £ 1= (T1BTEHEFR 7=
MIREANDET, BHEBEDVRIEFRHTHENTRETH D, AET LTI, ERMIRIE.
HATEMEEIRAE . BATE 7L TSIV ARICDUNT, JIRE OB RV AREXA AL ST,

DROIETATIWEFEHZRNTTF RSN, TDFKREERK 4-1 (T5RLT-, Lambda [ scale
MD1%#. Rho [& shape DE#HERL TS, YURIRAF DRI, BIREDRAEEETHICE
CTHo7=[56]. YRVRAFICEFENLHBBIKTFORKIEL. ARFBHSOEH (ETILTIEIS
AL—LaVBRERILEIRTE) THD. =1L, BEMHRERE LS SREEREN DR BEHR
(V22— ar TIETEHETER) THD. Tanaka et al. 2021 OYRIAREKIZ(E. FIRE
EITDR—RSA U NY—REFET B/ TA—REEENTUVEN 1z, DT, Tanaka et
al. 2021 OFEHITERERY  RESNF-BEBRA—XSMUN\T—FICETET—4ZRLT.
RXATHRESNTVWBIRIARKO A LRI T, EFEAEHTEL -,

% 4-1: B4 JIRE /MBI RIAEXOEY [22]

HEE B RMRE 1R A IR AE BT ILTIUR

Ly

FH (10mIL)

HbAlc %

#E PR 95 T 97 HA R

BMI <18.5

BMI = 25

INFEHAME (10 mmHg &
&)

non-HDL AL X7A—JL
a4 (ACR)
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HTE L EmEE KB RIS BT ILIIVR

e 1 1 I
& (> 3.8 METs B§/:8) | | [
DEME | i |

B&EE&: ACR: Albumin creatinine ratio. BMI: Body mass index. HbAlc: Hemoglobin Alc.
HDL: High-density lipoprotein . JIJRE: The Japan Diabetes Complications
Study/Japanese Elderly Diabetes Intervention Trial risk engine. METs: Metabolic

equivalent of task.

JRE [E#/NMEEEOEMFE. EERNER. METILIIVR, RPBEE., EEE=2
—ONF—  KHEMERE. FTRUBOURIEHET 5N TEALV 2, Eastman et al.
1997 MURYARBRKXZEZHAWNT.JREICEENTLWEWL/NOEREEZN!) R %4525
L= [20],

% 4-2: Eastman [REBEDEXRBITHER

WERAERPE (F) H 8
BT 0-4 5-9| 10-14 15+ | [19]
HEEL L5 RMRE 0.0730 | 0.1290| 0.1160| 0.1130
B RERE—1BE M REE 0.0025 | 0.0090 | 0.0095 0.026
BERMRE-RHFE 0.0470 | 0.0950 | 0.0920 | 0.0800

B EIEE BB EE LB | 0.0470 | 0.0950 | 0.0920 | 0.0800
MAIEAE
BIEMRRE>EERNEK 0.0148 | 0.0148 | 0.0148 | 0.0148
BHFE-EEHNEEL 0.0330 | 0.0330| 0.0330| 0.0330
HHFE-EMIZELBIEMSMIR | 0.0025| 0.0090 | 0.0095| 0.0260
fiE
HPFESIBEMMAEE>EEMR | 0.0330| 0.0330| 0.0330 | 0.0330
WANCES
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worre s I
|

% 4-3: Eastman TREBDOEXBITHEE

%17 fe 3 i 32
TREEBGLEERE=2—0/F— 0.0144 [20]
TREBGL-RELERE [55]
Tt 0.0176

B 0.0213

EIEME =1 —O/NNF—— TR [20]
HRI 0 - 8 &F 0.028

M9 - 13 & 0.035

HAR 14 - 19 & 0.0467

HiRM 20 £ E 0.14

RAEMERE -T2 T R UM 0.02 [55]
3L s A ) 0.1386 [20]
TRRUIE R - F -7 T B U1 0.1386 [20]

wiz. grit=a—nF—~on . IIINEI I
.
|
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# 4-4: Eastman BEEBOEXRBITRER

BT R as::
BRELL-MET7ILIIVR 0.0267 [20]
WETIITIVR-BEETILIIVR 0.1572

BEMTILTIVR-KREBHRE

M0 - 115 0.0042

M 12 - 20 & 0.0385

#AR 21 LIk 0.0740

wa7 Lo rR~opirieE . I

BH.ARTETILTIL IIRE 24589 512 T Eastman et al. 1997 O#/NILEY RV AERH
FERSN TS, ZC Tl Eastman et al. 1997 O#/NILEY RV ABREMFEL TLEH,
Eastman et al. 1997 O#M/NOEYRIVARERXIIEBZE. EERNEL. METILTIY
R, REBHRR, ERE=2—0/F—, REMEKE. TERUIBMOHESTOAFERALT-,

4.1.2.2 KEIYRIFERX
JIRE DRMEYRIAEHXIF, BERME DREERERDHRAR DR I% T RIFHET
9% [22, 56]. &6 . BEBIREDMRBFIRMELDFEEEZESCESIUFRAUNTHS,

AEFILOEMENEREDGEENY X1, IDCS R CHREIN-HOEEDGEED

FEICEDE. BHRELDEROURINSEH L [57]. 2FY. REFILOEMHELES

ok I0cs mrcaEan b EERE L. 28 . I
I
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YROIEDATIVEFBHERWTTRSIN, ZOFREEESR 4-5 [TRLT1-, Lambda (& scale
D&%, Rho [E shape DE#HERL TS, URIVRAFICTEEFNSBRIKFEOZREULFAERE
NoDEHTHS (ETILTIIIIaAL—avRBERILERTE)

% 4-5: B4 JIRE KINEYRYFEXDEK[22]

HEE fibi 2 H CHD (BRDMEEIDAREER)

F# (10%IE)

HbAlc %

& PR o P97 A R

BMI <18.5

BMI > 25

IRFERAMmME (10 mmHg &
&)

non-HDL aLATFA—/L
a4 (ACR)

BLEE

1EE) (> 3.8 METs R§/#)
DEHE)

B&EE&: ACR: Albumin creatinine ratio. BMI: Body mass index. HbAlc: Hemoglobin Alc.

HDL:High-density lipoprotein . JJRE: The Japan Diabetes Complications
Study/Japanese Elderly Diabetes Intervention Trial risk engine. METs: Metabolic

equivalent of task.

JIRE [SFKMEFEZFDIVRIOA, DFEDVRINEENTVGEN-H KMEFEEDR
D122V TIF UKPDS 68 D RKMEEEDI RV ABRREEICEHEANU DY RIEMTELT-
[21],

UKPDS 68 O KME RV AR L., #FH=ICT2D L Mich=3,642 ADEEEFR{E 10.3
FRLEMLTHEIN-LDTHS[21], UKPDS 68 OXRMED) RV ARKITDHEE. I
FEE, ROMEDER. DRL NEFOBEARUNDMEDIRIEFATEH. ALIITD
BREANVEDYRIIEHFELEL,
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% 4-6: UKPDS 68 AM&EYRYAEEXDFES [21]

HEE RE I DR B DAEE

==

DT E

= -UN

(e

HbAlc

Y g £ i £
TC: HDL

Ln (TC: HDL)

BMI

IDEHRED
RE I DR R
DFE

)
re3

=

Bt

I_1__ 1 ink
- - - -

B& & : BMI: Body mass index. HbAlc: Hemoglobin Alc. HDL: High-density

lipoprotein, TC: Total cholesterol.

DRZIETATIVEFBRRBZRANTRRESI, HEIER 4-6 IZRLT=, UKPDS 68 MKRME")
AOAFRATE, EEMRELDFEE., BERREIEKELTLSN, bR LS Fak—F
LRLTEESN =, Z<OHEEF. KNEVRIARXTEAT HHIC,. K 4-7 [TRIEZE
ZLEKZEITEoTEVAY VT LT,

BH. RTETILTIE JIRE #4529 5% T UKPDS 68 O KMEJRVARAIMMFERASINTL

51=8. ZCZTIX KPDS 68 MARIMEN RV AERRKZEHHL TLISAH, UKPDS 68 MKRIME R
VABRRBFIDLFEDHEOAHIZFEALT=,
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% 4-7: UKPDS 68 XIMEVRIVARRDIEY 2T DIE [21]

#£EE FTRTOANUE
SO WEF O S
HbA1lc
URHEHA M
TC: HDL

Ln (TC: HDL)
BMI
B&EE:BMI: Body mass index. HbAlc: Hemoglobin Alc,
HDL: High-density lipoprotein, TC: Total cholesterol.

4.1.2.3 ETVRIAER

JIRE YRV AEHKF, FFOMEFRDIRIEHE T H_ENTESJIRE DYRVARAEHTE
FTEHIEDHDITERASNEZZKREET IV, ROELDHEE (Coronary Heart Disease,
CHD) . liZEd, B 7 I TIVREURTARIVKEEL TEERESNTIVS[22, 56], LI=HY
ST ZOVRIVARKIE. oD EHEEZFLRELTCOVEVEZORTELEHETLHLDT
Hdo

DAOETATIVEFRHERNTTRSN, TDRBEFE 48 ITRLI, YRVRAFIZEEND
BEKRFORKIAEREISODEN (ETILTEIIaAL—avRERILERTE) TH
%o
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£ 4-8: HAX JIRE BV RIARXDFEHK[22]

HEE JELMESE

L33
8 (L0EIL)
HbA1c%

TSR B

BMI < 18.5

BMI = 25
IRiE#AMmE/10

non-HDL

a4 (ACR)

ey

EH) (> 3.8 METs-h/3#)
IDEHES

B&EE&: ACR: Albumin creatinine ratio, BMI: Body mass index. HbAlc: Hemoglobin Alc,

HDL: High-density lipoprotein . JIJRE: The Japan Diabetes Complications
Study/Japanese Elderly Diabetes Intervention Trial risk engine. METs: Metabolic

equivalent of task.

JJRE [FIEDMEFDYRIEHEL TS0, AETILTIE UKPDS 68 DYRYARRRER
WTIHIMEFRD RIEHT LTz, UKPDS 68 Tlk, IRV E, HERKIETE, 0D
REERD3DOREIRIABERXZANTREREZEHL TS [21]. A_RUMEEYRVIZR

ARNVRRTREE, DEHEE, DA £, NED, TERON. RABTEREOVLT AL RIICES

&un 1 #rkey iRz (211 coz . NN
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BRFEELC R, BECHEEL L BOAAUL (DHEE, D2, W&, TR, X
HERS) HRBLEAD, ZORDTRTOFIHEHIREYRIEREENE, FETILT
.
-

TOMDIETEREE, A BTF 2 RBERFRETEBERORRICKDIETIRIERET . €T
LTI TRTOH 1L TERMmOTEEROAEX S EHIS, 20, [ R

1~z tseey 24
|

% 4-9: UKPDS 68 ET-URS AR DFEM[21]

#

~

ARURFRTER MEFRIRIE T3 ZDfDIET R

]

Lambda

Rho

Ln (#1584~ SO Ll

Fiw Tt

Fin (1 - &)

AE

HbA1lc

TC: HDL

IDFREEARE

DAEER

fRiZE A <2

RPBRE

TR LI

B&:&: HbAlc:Hemoglobin Alc. HDL:High-density lipoprotein. TC:Total cholesterol.
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3DODRTERAEBADFZEIZR 4-9 [T7RLTF=, UKPDS 68 MR AEATIE. DEAEEAN
UhODEEER. NEPAAVN REIBRE., TRUIMIXBFRKEICEREFT S0, T0HmO
HLESFAR—FLANILTHESND  IRANHRDOFIDOREEIR—RS/ U FimelL
Fzo Z<OHEEE. KIMEVRVAEXTHEAT DRI, & 4-10 ITRLEfEZZELSIKZEIC
o TR LT,

% 4-10: UKPDS 68 kU RIYABRRDEY 22 S DE[21]

HEE FHiE
) ]
HbAlc e
TC: HDL e

B&:&:HbAlc: Hemoglobin Alc, HDL: High-density lipoprotein, TC: Total cholesterol.

4.1.2.4 BERA AR

CDETILTIE, BEWEE. BEEE. BHEE. HAVFETNLOHAEHENL, EAEE
T.BX S EANEHLI-ERFABATYINARETHD, AEATYTIERDESICIEESN
%:

AETILTIE.HbALC RfEM 8.0 IELIGE. AREVVEBASELE: (ETILLTHOEER
DOYYEZ DR RIE. ERFYTRTO HbAlc O LR EABMRICES HbALc DD IZL-
T.HbA1c A% 8.0 E#BA TLWVEVWKIIZRABIHZENH D).

4.1.2.4.1 HbA1lc FYIrARERRX

BB TYTIZDL T, HbAlc OERMRY 7% UKPDS 68 M HbAlc KUTRAEHKERAL
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THEFTEHIENTES[21], COHKIF AEETH AR EHIE. A—XF1> HbAlc (—F) .
R4 45)LD HbALC IZESUNT, EHAZLDF B HOALCEHHT B (K 4-11) o TTehin
1=UKPDS 68 DEARTIE. ¥ —EHELTHRAR2EBEZRTADEHIXITEFI TS,
e rpgdey |
.
I

# 4-11: UKPDS 68 HbA1lc RUIZFARBRXDFH [21]

x
4
Ln (EfmEAR)

#1100 Hoatc I
~—x54> toaLc I

B&:&: HbAlc:Hemoglobin Alc.

HbA1lc

el

A\
7

il

FUABRRTYT SRR/ RV RITHIYB R EBAU RS (1VRYY 13753
BxtBBHT) T.HbAlc O ERICZRAHEMF)TRE UKPDS 68 MARERKICL->TKROLN
%, % 2 JAERATYT M HbAlc FfEIE 8.0 THD. AEDUIVEZEF (38 2 8ERATYS) T
(F. KYUBBGTOEETEFZTOELTEBE-BMAOR) VEENHREINTILVS [58, 59], 7
DONODERMMETE, GLP-1 ZBRREBREGEREZOUYBZELTERAOR) UEEN
EZREEINTHY. TN ULOBEOUYEZEEEINTLVEL [24], KAETILTE. KEIH
ARV BABOBE RIS, BER-BMAVRA) U EEESE 2 BEATYITEL. PR ER
(d) IZE89 % SR TRDA o= ONWARDS 4 #E1> R F5)LF> U100 O HbAlc M
momeemacEALE (HbAlc: |-

AR DBBIZEITS HbALc DFEDVIHRIE. E 1, 2 ABEATYTELITIVRID D BE
BARIZEEINT=, RYOABRMEADS HbALc BHED 8.0 #BZXSETIVRAYY 4aTF4
LT B BEMOEREA R DEENERSN, HbALc BED 8.0 ABA-FFRT
B 2 ABEATYTOER-BMAVR)UEERICOYEDLSEL: (ETILETIEE 2 JAED
HbAlc BRI RFFICEREINST=. 8.0 ZHATLVEVLELIIZRZD),
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IRFEHIME. #82LXA7B—)L LDL aLRTHE—)L HDL ILRTFA—/L k)T YEE,
BMI. eGFR [2DWL\TIE, #EHBLIFHOBDELTRYIERL., ChDIFAVR)Y 1aTIR
VLB BRMOERA VR DEEDHEE B LIz, AV Ry (AT RULLE X B
DEBREARI)VODEEIF. 1 YAV EMLHRA BRNMIYVE DL RRATR—XS 1 U1E
[CRZELI-. BH. CORERFTUOryONERNDRITHEES EIZL: [24],

4.1.2.4.2 HFEER

FEERELTERBYDEREDEMBEEZSEL-. EXREDOEMBESZIEEEDEMEE
(level2) LEEDEME (level3) [CHEENTF-, FEEDRMBEGT. BH TEMBEEKRE
XA TESHZEN D QOL (Quality of life) EDFADDAHEEE LI, 4E. levell DIEMHEIC
DWTIE REMEELTIHELBEERNE D EIETHTHY . BRERMIZEE TRV, QOL fE
DFDORBEERETTILNTEELGN oz [5, 13, 60], COREIFEmLHED QOL fEF
SHRLEYUSYONERXMMETCEASINT- Evans et al. 2013 O QOL {EMELEEN—
BMLTWLS[24, 61],

BHAVLDANUNIE, UFORITH ARV FERICEFALERLTHMENS:
INB = £FRIE ¥ AN BLEE

4.1.3 ETICHEALERE

AETITEELH-REEZE 4-12 Z5RLT-,

& 4-12: ETILORE

ETILDOEH R 5E

ST EARE FERBEEICBTAREMNALEBRT7TIVMALARUBREEDEZEEFTET S
DIZHRIZREWRHIREZEZET5-0. 2 THBEEE (40 &£) &L
T=o

1947 DES 1ML DOESE 1 FiELT=,
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ETILDLTE

t

ISl
fil

BHEDERE

BHEDRE

RE I % 10 5 5 - 1D
&

R&BHE

ThEE

UKPDS 68 &
UKPDS 82

de 82
BEE=

FER

IHRRER (d)
DRBROER

S £ : HbAlc:

Hemoglobin Alc . JJRE: The Japan Diabetes Complication

1

o

S

3



Study/Japanese Elderly Diabetes Intervention Trial risk engine.

4.1.4 ET)ITCEAL-BERENEE

RETIVORRREDEEKGER 4-1 ITRLIz. KETILORBIKEEIKES 3 DI2H S
. ERBICERT M/ EREERVRMERELRTEEREL.

SHICHI/NMEEE FRESR - THRESR - BREBICHEIN . TNTNOREKENEAE
bhEInstentf, /MO EEEDERIEER 4-13 ITRL, /MO EEFDZEIRIL.
Eastman et al. 1997 [20] & Bagust et al. 2001 [55] IZEDL\TWL3,

EHNMERFDETIIVEER 4-2, F 4-3. B 4-4 [TRLT-, ARORENE, RICERIKE
[CEEFDAREMEZRL TS,
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& 4-13: #/POEFEEORRIRE

(:3F 38713

58

AR &

REEBEDOFICITLTD 6 DORBIKENFET S,
o IREBGL

o HRMEE

o BIEHEIRE

o« BNFME

o BIEHEIRE + HBFE

s EEMBRNEK

TH&E

TREBOPIZIILTO 5 DOBRKENFET S,
o TRIEELL

o fEMRIME =2 —0/3F—

o RIEMEKRE

o TRXUIMT

o TEXUIMIER

g
St
G

BRBORIZITLUTO 4 DOREKRENFET S,
o« BRELL

o METILIIVIR

o BMT7ILIIVIR

o REABHKRZE (ESRD)

B&:&:ESRD: End stage renal disease.

135



4-2: ETIHER (B&KSE)

Mo-Eye Disease«

Retinopathy«

V

Background-Diabetic-

MacularEdema«

YV

Proliferative-
Retinopathy«

Macular-Edema -&-/) Proliferative- /D

Diabetic-
Retinopathy+«

Severe-Visual-Loss«

4-3: ETIILHEE (THEER)

No-Lower-ExtremitQ

[- ]

Cisease«

Neuropathy+

Symptomatic- /D

Lower-Extremity-

Peripheral-‘w’asa::ul:afD

Disease«

Amputation Events

A

History -of Lower-()

Extremity-Amputations
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4-4: ETILHER (BER)

-

Mo-Kidney -Diseases

o

Microalbuminuria:

/D

Macroalbuminuria-

End-Stage Renal /D

Disease+

KMNEEETE, EMEOERE. DFEE REPRVLF2ORRKELZERL-, KOLE
fEERIREEMDEIRIL, Clarke et al. 2004 (UKPDS 68) [21] & U Hayes et al. 2013
(UKPDS 82) [62] IZEDLTWS, COETIVICIEK, Bl EE 2 81 (EmEEELZL
ZET) (LHEESH (ODHEELGLEZET) (MEDPSH (KEPLLEED) (DF2
28 (DARLLGLEET) H"Hd. KNEBEZORADHEAEHLELELTERINIANLER
BIREEIX£ET 100 1&EH S,

ZEBEREDFEMER 4-14 IZTRL=. TNENADOETIILVEKIZE 4-5. K 4-6. K 4-7. K 4-
8 [Z/RLT=,

£ 4-14: XINEEEDREIRRE
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(:3E 38713 A B

RE I DR B

DAATEE

fizx b

DFL

4-5: ETIVHER (RmiEEE)

9

Angina+
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4-6: ETILHBER (DEHEE)

Mo-Myocardial-
Infarction+

9

l

Myocardial-Infarctio
Event+

Y

I

History -ofl

Myocardial-Infarction«

9V

=
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4-7: ETIVHER (RZEd)

No-Stroke«

l

Stroke-
Event

Y

!

History-of-
Stroke«

P

- ]

4-8: ETIVHER (LDT%)

Mo -heart failure«

l

Heart failure«

b ]
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4.2 S THERALE/IASA—4
& 4-15: S HEKEE (b)THEALL/NASA—4

=

1B

Reference

BERM

Fin (%)

ZH (%)

A#& (%) Other

WRRRERE (F)

BEE (%)

DERBOEE (%)

EH (= 3.8 METs-
h/week, %)

HbA1c (%)

INHERAIME (mmHg)

PLEREAME (mmHg)

#“aLxFo—)L (mmol/L)

LDLaLA7B—)L (mmol/L)

HDLaLX7A—J)L (mmol/L)

TG (mmol/L)

non-HDLaL X570O—)L

(mmol/L)

BMI (kg/m?2)

HR (bpm)

WBC (1x109)

eGFR (ml/min/1.73m?2)

REFIVIIV/OLTF=Ut

(mg/mmol)

R—RASAVEDH/NNIEEE (%

)

A RMEE

1BTE T HRRE

HHRME
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HH

Reference

EHHFE & BEMHERE

EERNEE

ERIEMIRIES
RIHBIARE B

TR LI

WMEBTIVIIVR

BHETIVIZIVR

KRBT £

R—ZASAVEDKIMEEE (%)

iR BY

DEAEE H%

DEEE (BX)

fizErh #%

fizzeh (B %)

DFRE

HbAlc ~DAEHER

AVR)Y 42Ty

LE 8ot BR EL

eGFR ~MDAEME

AR 4aTH

et BR A i

AT, LB R THBDBRIDR

ABRUIVEBZARORERKBARE
M HbAlc ~MDABEME

INfE#AME (mmHg)

PLEREAME (mmHg)

#“aLxFo—)L (mmol/L)

LDLaLA7B—)L (mmol/L)

HDLaLX7HA—J)L (mmol/L)

TG (mmol/L)

BMI (kg/m?2)

BFEER (NEHT=Y)
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15H B Reference
FEEDEMEE

EEDEMmE

QoL

18 1EOAVRYEEELER
T1H1EQAVR)EED
QOL fEDiE A

B&:&:BMI: Body mass index, CTR: Clinical Trial Report, eGFR: Estimated glomerular
filtration rate. HbA1lc: Hemoglobin Alc, HDL: High-density lipoprotein, HR: Heart rate.
JIRE: The Japan Diabetes Complications Study/Japanese Elderly Diabetes
Intervention Trial risk engine . LDL: Low-density lipoprotein . METs: Metabolic
equivalent of task . MI: Myocardial Infarction. QOL: Quality of life, TC: Total
cholesterol. TG: Triglyceride. WBC: White blood cell.

= 4-16: SRR EE (c)TEALI/ATA—4

1HH & Reference

BEFMN

£ (%) H

Zi (%) I

AFE (%) Other I

BRFERELE (F) H I

BEE (%) I
DEMBOEE (%) I

B (> 3.8 METs- I
h/week, %) |
HbA1c (HbAlc, %) I |
IRFERAIE (mmHg) I |
HREEMIME (mmHg) I
#aLz70—L (mmol/L) ]
LDLaLZFa—/L (mmol/L) I

HDL aLzFa—)L (mmol/L) I

TG (mmol/L) I
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HH

TmF

Reference

non-HDLaLXFA—JL

(mmol/L)

BMI (kg/m?2)

HR (bpm)

WBC (1x10¢)

eGFR (ml/min/1.73m?)

RETFILIZIV/HOLTF= oL

(mg/mmol)

R—RSAVBHEDOH/NOEES

(%)

HRAEE

1BTE T HRRE

HHRME

BB IE SR TE R

EERNESE

IR IRIEE

RH BT &

L

METILIIVIR

BHETILIZVR

AHABETE

R—RSAVEORNEEE (%)

RE I 14D R B

DEFTEE M

DEHEE (BX)

fbizEch #D%

fpizeeh (FB3E)

DFE

HbAlc ~DAEHR

AR 4aTH

et BR A i

BMI ~DAEZNR
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15H {
AVR) 4ATFY
HE B et B kAT

T AEAM, LB R M THBD BB R
REUYBZRORERRFAERE
® HbAlc ~DAEHR

TmF

Reference

INfEHAmME (mmHg)
YRsREAME (mmHQg)

#aLXx7Ba—)L (mmol/L)

LDLaLRX7a—/)L (mmol/L)

HDLaLX7HA—J)L (mmol/L)

TG (mmol/L)

eGFR (ml/min/1.73m?)
BFEER (NFEHTY)

FEEE DKM AE

EE DK E

QOL

18 1 BEOAVRYUFEEELEA
T1H1EOAVRIEED
QOL fEDEA

B&EE&:BMI: Body mass index., CTR: Clinical Trial Report, eGFR: Estimated glomerular
filtration rate. HbA1lc: Hemoglobin Alc, HDL: High-density lipoprotein, HR: Heart rate.
JJRE: The Japan Diabetes Complications Study/Japanese Elderly Diabetes
Intervention Trial risk engine . LDL: Low-density lipoprotein . METs: Metabolic
equivalent of task . MI: Myocardial Infarction. QOL: Quality of life, TC: Total
cholesterol. TG: Triglyceride. WBC: White blood cell.

& 4-17: QOL {ED/NFHA—F (FHHARKE (b) (c) #:&)

EH & Reference

R—Z2542 0 QOL f& I |
M MEFEERERFDO QOL EDHRF L




HH

Reference

A RMEE

Irﬁ

1BTE M MRRE

HEREE

H DR IE SR TE I IR

EERNEE

ERIEMIRIES

RIHBIARE B

TR LI

TR LI DEETE

METILIIVR

BT IVISVER

AHABETE

KM EEEFEERFD QOL fEDED

RE I 14D R B

DEFTEE MFE

DEFEE M OBE

DEEE (BX)

DEFEE (B%) OBE

fizErh #%

fliZEh 2% DEIE

fizeeh (B %)

iz (B%) OBE

DFE

BEFEERICKS QOL EDREL

F# (108FZL)

Tt

MERFEEIE (10 £I48)
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1HH & Reference

BIKE (BMI 25 bLETE) I .
|
|

FEERITES QOL B

FEEDEMEE I .

EEOE M I

B&ZE&:BMI: Body mass index, QOL: Quality of life.

=& 4-18: BRICET 5/\54A—4

HH & Reference

AR ER (b)

AVR)Y AATY + BEREAREED [ 4.2.318

HRAEOEMER

HEBABRENT + SR AREED 5 A I 4.2.38

EOEMER

AHHRER (c)

AVRYY 43T + BERFAREED ] 4.2.318

HRAEOEMER

HEBABRENT + SR AREED 5 A I 4.2.38

EOEMER

AMHRER (d)

AVRYY 4aTY + BERFAREED ] 4.2.318

HrRAEOEMER

HER B + BRAREEDHA ] 4231

EDEHER

SHHRER (b) (c) #i@

YYEBZ B OER - BNV RYDEE I 4.2.318

ARVNER (RBARVNREEICHNDER) H

AR [ ] 4.2.318

B AR ] 4.2.378

HHLTIE [ ] 4.2.31

5 BT IE L1 M R ] 4231
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15H & Reference
BERIEE [ ] 4.2.318
TR RS E ] 4238
R BIRE B [ | 4.2.318
TRRIMR ] 4.2.318
MEBFILIIVR [ 4.2.318
FEHTILIIVR [ 4.2.318
RPBEFRL [ 4231
RS [ 4.2.318
DHIEE % ] 4.2.31
DEEE (%) ] 42,318
RRiZEch #)% ] 4.2.318
R (E%) ] 4.2.318
DAL ] 4.2.318
EEE DK MK [ 4.2.318
BEDEMYE I 4.2.318
REREDER (RBARUIMEELEOEENMDER) H

R ] 4.2.318
L) I 4.2.318
EHZIE ] 4.2.318
B IE LT R ] 42318
EERNES I 4231
EEEREEE ] 4.2.318
KA BT E I 4231
TR I 4.2.318
MEBFILIIVR ] 4.2.318
FEHTILIIVR ] 4.2.318
XYPBEFL ] 4.2.318
gD I 4.2.378
DHIEE % I 4.2.318
DEHEE (B%) I 42318
RiZEch #)% I 4.2.31
R (E%) ] 4.2.318
DFRE ] 4.2.31E
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4.2.1 AE-REUFONFA—2D M

SIRREH (b) RUY () [TP2VWT AVRYY AIATIDELBMBRMIIS HEMHH
RA%FZNZTH ONWARDS 3 U ONWARDS 2 HERICK->TERSN -, MEEFETHETH
FEEEFH-TEMMAERMEARON=7IH LI HbALC THOT=,

ZEREHAVRA)Y AATIRVEBEBRMFOAEDRIE HbALc, (T HHEEELTEE
ffiLf=. AT, HRBTHELGEN RO, ZTRHREH (b) ® eGFR, 2 REH
(c) @ BMI OaENRICDONTH, B TEZ DT TEHEL =, SBP > TC F® HbAlc L4t
DT IMALIZDWTIE, A ARS42 9.4 IZRIY, LB Rk ERICEEm A CEMLE:
[16],

BRUYBZIROABEMRICONTIE, ONWARDS 4 HERTHEIN - HbAlc DFELHR
ZWEBICEAL: (HbAlc: -1.18%) [32].

4.2.1.1 EEHEE L QOL MR

AEE. BHBRESSNAUEORERBAORYVEELGY AR THO GR—EIZR5ZTTREICLT
BN ERTHD, £z, AFIEGESFBRHOBDILEBEELT TR HITERADED
ASOBEENHLOVESEHEIIHLT, B 1 BE5TORBMNARELLGY . BEOREDEERE
EAEF T HEHFINLI L INCHRAMEMENEESNT, KETILTIL. Polonsky et al.
2011 ZIFLHELIZEATRABETIOR)VERICEVLW TR AREROHE. DFEYERBREND
1EMIZ 1 ERSICEBRINSZEICKY QOLIZHEET 2RI REINTINS[64-66],
Polonsky et al. 2024 Tl&. # 1 ERE5EDAUR)Y A aTHEMERD 1 B 1 ERE5EOERE
AR DREITHE R RBEL Quality of life (QOL) IZBL TEEffiL. ONWARDS 2, 5 &
ER THR§ &t 1= Diabetes Treatment Satisfaction Questionnaire (DTSQ) R UARE
FICET 5B EREHER. ONWARDS 1 REBRTHGSN-EEDEFICET 2REHERER
£L71-, ONWARDS 2 TlX. DTSQ OBEHDIEBERIZEWTAV AR A ATIEEOANEEIC
BWVEERBREEZRL - BICDEROEMNSINAROZREINEEHEOER INaERERD
ERIZBWT AVRYY AT IBMNMBENTL =, ONWARDS 2 TlX. />R 43T
BTAOR)Y TULTOELIVERMICEKRDHS DTSQ DRXIT7HED Estimated
odds NEEIZEM>7=(p=0.002) [67], E5IZ. ONWARDS 2 DEGRAERR THFICESE
D 93.7%HE 1 EDAVA)Y AaATI&/ED 1 B 1 ERSEDIVRAVVEYHELTES
Y. GESOEENB I EERATES &SIz T FO— LA LT HioTz1&
Wtz RO T4 IR ERER 1=, Ff=. ONWARDS 1 REE IS MLI-EMENRELIZHET
(. EARD 96.2%AEEREREMN R LLIZEELTEY. 94.9% 18 1 BFEDAVR) %
RS LHEEEL [67],
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ERDEY. B 1 EREDAIVR)Y AaTOLEED 1 B 1 EEREOEBRAVRUETEA
BEHEOHAMSAEBEERY QOL (CRAL T, B ONWARDS HEEN TRIISNh
TW5, ZD=HBE 1 EHREDAVR)Y AATIIXAEBEERV QOLICEALT. iEtkn 1
A1EQOEREAR)DEYBNRTNDEEZONT - TFHBEEDRBVICLIEFAEDOERE
QOL EIZRBRYBIEIFAVRIY AATVDERAMDRFHEICEVTRARTHHEER.
NEETIVNTEET 52 &L=,

—7A T.ONWARDS HERICHEWLTIL. E 1 BE5E 1 B 1 BEEEOISEEENCLD
QOL fEDEREZ . ERXMMBDHARZA THESIN TS EuroQoL 5 dimensions 5
levels (EQ-5D-5L) D &SLIBIETHEZELTULVEWL, Z01=6H. B 1 EF%EE 1 B 1 EERE
DESHEE L QOL DREBREHELMITHLEBAMELTSREEET S ez, £ . BIF
DYFILIT—ILRIETUREHERAL EFEEDENIELS QOL BELEH LT,

4.2.1.2 FSEEL QOL DEER_SR

SESHEE MENZLS QOL DERMEFBHELMIZLI- SR DEFTHFEL T, Valentine et al.
2022 MRESHTHY [68]. A 1 [EKS5E 1 B 1 BREDEHEELS QOL IZEET B
Z2LL T Boye et al. 2011 +> Rajan et al. 2016 A Valentine et al. 2022 THZEINh T
V% [69, 70], RE¥EMEMLI- SR TIX. Valentine et al. 2022 #5&(2E 1 Ei%k5& 1
B 1E#EE5OEFHEES QOL DEFRERET 57-5HIZ. SR O PICOS RUFEIREE, Rt
HE RUBRRAZTER LIz, XERFRIZERALI-T—2~X—X (X EMBASE. MEDLINE.
CENTRAL. B R#FZETH o>z, BRRHYMILEFZ DT —FN—XTIL., Valentine et al.
2022 AR ELTULVEL 2020 F 1 AW 2025 F 3 A (SRERZA) &L=, BAREE
T—AR—R (EFhR#E) (T28M (2025 £ 3 AET) 20RELE ROY—ZUF A
& 3.2.2 HERBRDFETIT oz MEXILAIR 9.3 ITRLT=,
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£ 4-19: SR DA ANBER VRN EE-THIAEL QOL MEF

15H HAANERE BRo‘EHEE
xt R &M 2RBERFEE (UTOHIVIL—T% | 1 BERFEESE
ST, ThIZRSEL): E¥/in vitro A%
o EEE - BMALRYVEEERIT
TW5EE
o HEALRJUEREEZITTLLE
)
o HBEAURYLUEFEALTLZELE
&
NA/EEE | o ERBEAEACR)DFERLIE | TOMOEE
i GLP-1 S BKIEENE:
e 1R1MEES
o A1[EEZS
TobhL ®R55EEICREET S QOL MAMEE =X QOLIZEET 2mEHA
(AT
METHAY | o SUFLILLERER FEBIERE . F5T4TLE 21—, MK
o HEMRE SAY AAVN LE— IT(M)T
o H—ZO hA—LEAE W TARDYL AV R—/IN— ZRE
o HEMTHMR H (XSS AEESI ALERE
o BEXMMERZEMELZSR DHE) EERAE. 2019 FLET
[CFITINI PR
B o HE KERUBRELSIDEE
e HAXE
E5] SR ZEL
XHRELE | o TFT—HR—X (HEEFE) : 2020 F 1 | FHHELL
B - 2025%3A
o T—AR—X (BAXEE): IUEHA
- 202543 A

B&E&:GLP-1: Glucagon-like peptide-1, QOL: Quality of life, SR: Systematic review.

BEHRER &, 460 HOXBMNFEESN . RI)—ZU T DFER. 6 DOXE (4 DDHER)
NEBHMICEDHLNT, LT, PRISMA 7O0—Fvy—hrRU 4 DOHBROABRERBN LT
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4-9: SR ) PRISMA 70—Fv—h-;15H38E L QOL D&%

Screening Identification

Eligibility

Records identified through various databases (n = 623)

Embase (n =252)
MEDLINE (n = 128)
CCTR (n = 89)
ICHUSHI (n = 154)

Duplication (n=163)

Y

Y

Records screened at title-abstract (n = 460)
Embase (n = 246)
MEDLINE (n = 14)
CCTR (n = 46)
ICHUSHI (n = 154)

\

y

f
Records excluded at Ti-ab (n = 431)

h 4

Records to be screened at full text (n = 29)
Embase (n = 26)
MEDLINE (n=0)
CCTR (n=0)
ICHUSHI (n =3)

Irrelevant population (n = 134)

Irrelevant comparator (n = 10)

Irrelevant outcomes (n = 56)
Irrelevant study design (n = 130)
\_ Irrelevant intervention (n =101}

N

Records excluded (n = 23)
Irrelevant outcomes (n =23)

N—

) 4

Records included for extractions (n = 6)
4 unique studies

]

> Irrelevant population (n = 0)
Irrelevant study design (n = 0)
Irrelevant intervention (n =0)

B&EE: CCTR: Cochrane Central Register of Controlled Trials, MEDLINE: Medical Literature Analysis and Retrieval System On-Line,
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PRISMA: The PRISMA 2020 statement: an updated guideline for reporting systematic reviews, QOL: Quality of life, SR:Systematic

review.
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= 4-20: SR D#ER—%

BRERERER 4 T A e 8t BR B AT TEFMEBEELZDRER Reference
Matza 2021 B1ETaAZ7)L | BABRSOROE. B0 | 4 DORGL/REHZEICHT S Time trade-off jEICKkDHIELF | [71]
FREGE 1 Bt | #EOROEITILFE | RMBEOFFE. ThZThDik5HEICH TS QOL fEFE 1
R IVFRE ETFa55)LFRE (0.878). 8 1 EEXTILFKRE
(0.859). #AFXEMFEOE (0.890). EEKSOEOETY
JLFE (0.880) &raht=,
Stewart 2024 | 1B 1E&EESY | B 1 EEEAORYUES B 1 RQORBEAORYVESX. 2 BERREEOKRESH | [72]
R s (96.1%) IZHWVT. 1 B 1 BEOEBAOR)UBELYEIFE
Nnt=, M35 73.4%hGE\EIFEZRLT=,
McEwan 2023 |B1EGLP-1% | 1 H 1[EGLP-1 284k | 2R ERLTHRETAT@ENT-, [73]
BAREBERS | BIERS, GLP-1 ZBAKAEHEREF. 1 B 1 EFELE 1 EZEDD
B1EAVRYRE, DIZxL . B# B E TlE-0.048, 2 E¥ERBBE TIX-0.033
18 1B/ RYUES, | ORETERLE,
1 BEHEAVRIUERE | AR AREIZENTIE. BH O T, 49 T-0.064 D%
FET%ERL=,
Xie 2024 B 1E%S 18 1M, B 1 ERSEHBLE-EAD. 1B 1E. 1 B2 6.1 83 M |[74]
18 2[@E, BEICHESIFHOMRAEBTIL. £hEh 0.0007 (p=0.872).
1 83 @EEs 0.0151 (p=0.001), 0.0125 (p=0.005)T&%H>7=,

B&EE&:GLP-1: Glucagon-like peptide-1., SR: Systematic review.
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& 4-21: Matza 2021 O#HE
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[Matza 2021] [71]

AERERMELIIEAT

EES]

SNE DS LM 2019 12 A5 2020 1 A

R EH 30 MLLL 75 MUTCTRERED 2 HERFREE

TR R TaSTNFRERIEEITILFRIZKDABEEET 55

T AT ED M B1ETASVLFREGE 1 BEERTLFRE

LBt BR 0D BEHESOROX. #AKEOROEITILFE

HEBET Y1 Time trade-off A TOAERE

BRERILE REM

FTEFMEER 4 DNELZHREHEIZHT S Time trade-off ik &k BREHF R UM fiE
OERi

FHEIRFHIEER EQ-5D-5L

et F & EREH GHAELTOEZED) (T, FHERVEEREZELLTEY
SN ATIVERIEERVEIETRENT,
BERKEOHABEIZEVWT. R7PILICHIAMNEEZEDAE. £YJ
TI—THOEERIMT BOICEREDH D t REHNEHESINT =,
NODRITIE. SMBETER. R, +F. 2B, BE#E, RUR
HEORBARICEDENEINT:,

BT AR 201

1B B EA B AW

HNEEDEILGERE | BEHAEOLERNGTEERNRE. BEOBEIFRVBERKEOMAICE

B%RIFLT=,

FEMHEEOHER | QOL EIXE 1 BFaZ4YIILFRE (0.878).:8 1 EEIIILFRE

(0.859). ZRZEDREOE (0.890). ZAZEOROELTTLFR
(0.880) &REntz,

FREIRFHEE D
#HR

[ QOL {EDE]
B1ETASVIILFREELBAKESOEAEYIIILFFD QOLEDEIC
HE AR EEFERINGN oA TR USNDBAEHEITDNT
[TRETIGBEEMER SN,

AERDRRF

ERvNEICEIKFAICITRENLERALHY . FONT-3AEIFER
DBEZRRTIEG BEKEOERICH T HEFICEINTLV . &
BOERYMNIBEITOCRNDAICEZ L2 EFHEICTHIEFEN
ELTERETSNI O BBEYVRCAEICEHETIEETERE. T
DBREREDERE—EICTRODENH>f=, LM >T, XKD
Ri%. 2 AERFARICETHARTOERICEET 58 175 RIRLIZD
DTHY ., BEOZTOMOBAEICDVTIERBLTLVEL, 157




B&E&:EQ 5D 5L: EuroQoL 5 dimensions 5 levels.

& 4-22: Stewart 2024 DOE

[Stewart 2024] [72]

HEREEELI-IGRT HE[E

SmEDEEHME |mELL

T REM 18RV 2 BERFEE

FRS RS |mELTL

NAFEDEM g4 Ry 181 EES

EeBs st FR D A AR E 1 ERE

HERTH A Time trade-off ;A TOAFAE

=t 2 A7 KEH

FEIHEIER BBEEIREE S F) A (X3~ B RE 4T B UM E 0 514
FEIREEEIE B |mELTL

HEtETFiE |mELL

HUTINHAX 203

1B B EA RS AL

MNEEODELESEER w7

FTEHHIEE DR B1EIOERBARIUBRSX.2EERFBEENDKS

# (96.1%) IZEWT. 1 B 1 BOEFEAR)UEE
KYUBIFENT=, TDI5 73.4%H & \EFERLT=,

FLEIRFHEE R ORER

HEGTL

HERDER
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# 4-23: Xie 2024 OWE

[Xie 2024] [74]

HEBREERBLI-IHA HE

SINEDEEHM H|ELL

HREH 2 BUERREE

TR EE HEGL

N AFED B 1 [ERS

XMREFDFEH 181E.1B82E.1H3EKEE

HEBRTHIY Time trade-off A TOMAAE

BRILE REME

FTEFMMEER BEDIENT

FHEIREFHIER WEGL

MEtBImF & H|ELL

YUTNYAX 300

1B B A R ZELL

HEEDEHERER 4 DNEHROHT. BEHENRLEENSEERINT
Y. ROTEESHEERVARERLATEREINTNSIL
hRENT=,

FEMEEEORER Bl EFREERE LGS0, 1H81E.1H2E.1H83
E#HEICHESFEHOHMAETIE. ThZh 0.0007
(p=0.872).0.0151 (p=0.001).0.0125 (p=0.005)
THoT=,

FHEIREHEIE R DFER H|ELL

HERDRFR WEGL

%0 SR THELE 4 DORERIZ, Valentine et al. 2022 THERSN-E 1 EFEE5E 1
H 1 [E#&%E5D QOL IZEILTHELT- Boye et al. 2011 &£ Rajan et al. 2016 #/Mzx 1= 6
DOEERA. EFHEEL QOL mEZRMICEALTOXRESNT- [68-74],

ZM556, Matza et al. 2021 122U\ T, 8 1 EDE5FIZEALTD QOL EDHEHREL T
HY.18 1 EEREOEFFNED LB ARG T —REFELLEMN o1z, Ff-. Rajan et al.
2016 & McEwan et al. 2023 12D\ Tl& 2 BEERKBEE TIEad, —RERIC 2 B¥ERRE
DIRREERSETLDEDTH 1=,
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CDA-AMC DAV Ry AaTIDERAXHREITFMETIEL. McEwan et al. 2023 #34138 1
E%E5E 1B 1EES0D QOL EICEALTH ELT-, McEwan et al. 2023 TfEASNI-1 H
1 ERE(ICHLTH QOLEDNFH A H-0.107 & severe visual loss ENEEEZEY QOL
EDRFLAKENIE, McEwan et al. 2023 A—RERC*xL T 2 2ERBO K REER
SEEERYNETO QOLEZXIMBL TV =CEEFEAELTED QOL EICRHEEEN SRS
nTu=,

ZDE=H.ASRIZEWTHEA 1 EKREEL 1 B 1 EERED QOL EDREFRMEDEEMIZHEINT
Rajan et al. 2016 &£ McEwan et al. 2023 ® 2 XEIFETIVIZERES . BEREO TR
[CEWTOHRETLT=,

Stewart et al. 2024 (£ UK TEESNI-HARTHY. ERARMREETILICANS QOL fEZE
ER T HIEERELTERSINAETHoT-. COMETIL Time trade-off (TTO) EA

RAuLoh. &8 1 EOE#RAR)FEEETBERAEEDAVR) VRS (0.841) KYLFERAMN
BULIEMTRENT: (E = 0.017,p<0.0001),

Xie et al. 2024 [FHETEFESNI-METHY. 2 RBERFEED 4 DOELLHAEAEIC
H1T5 QOLEDHALETMLI-, TTO EMNRALSN ., B 1 5 EtEELI-1H1E,.18
2[E. 18 3EZ50FH QOLENHALIE. ZhZh 0.0007 (p=0.872).0.0151
(p=0.001). 0.0125 (p=0.005) 1=,

Boye et al. 2011 Tl UK TEESN-HARTHY. 2 BFERHRBELT IR EL. Standard
gamble (SG) EIZ&->THE 1 EDF5FIE 1 B 1 BOFHFIDHEELE QOL EDEFRER
ELI- FERELTE 1 EDFHHE|ID QOL{EIX 0.881.1 H 1 ED;¥51%(X 0.858 T. 1
B 1 E0;F5#|(X 0.023 ® QOLEDFEILINRLNT, COMERD t REIITHI. HETH
BEEMNIASNT,

FRD@EY. 1 B 1 BOEHFIRESEDAHIE 1 BESHFIRSLYE QOLEAFDLTHEERMN
—BELTHRESNTHY., 51 Stewart et al. 2024 R U Boye et al. 2011 TIE#EHIE
EEZ%1-oTQOLENHAIMNESNT-, Stewart et al. 2024 & Xie et al. 2024 [T%#%
HOASEARETHY . MEDLBERIET S LIETELNSI-1=6. Boye et al. 2011 D
#R (18 1E0:F5AF S QOLEE 0.023 HASIED) &2 FUARICRTHILEL
T=

F-SEEETIEH AN, Rajan et al. 2016 & McEwan et al. 2023 DB EZFEHT=, £
LE5DMEIZHENTE 1 BH 1 EDEHFFIRSDANE 1 EFHFIRSE LV QOL fEA R
THEHRESNT=,
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Rajan et al. 2016 [FEE. 8EZIZEITAMETHY .. —MREMEHRELT SG EICK>THE
1 EOESFIE L B 1 EOEHFIOEESE QOLIEDREFRERSE L. BEOLEIZKY 18
1 ED:F5F|(X 0.043 D QOL EDFAIMNESNf=EFHE LT,

McEwan et al. 2023 I%. CADTH O ZRXRFED . BEAS T TEASNATEY, UK. B
T . HED 3 HhEBIZ GLP-1 ZBRAEBERVAR) U DEFEEL QOL EDRL D
BFRERELz, —MREAICHLT 2 2ERBOKREEBESEERYMNEICLS QOLEZE
BBl BREEILTOS7EEATHATEDEHATE.1 A 1 B4RV ig51EE 1 Bl
A5 LA 0.095 ® QOL EAFADLIzCEMTRESNT=,

4.2.1.3 BEDVZILI—ILRIETURIZEDZHHEEL QOL DR

SHHARS /> 8.2 HiTIE QOL B ARIZHE T —REFMDRIFHARBEN-HD . BAE
MR EQ-5D-5L #E—BIRETHIL, 8.3 M THERNRERANEETHIENFRESIT
LV 3 [16]. 1=, 8.8 HiTIEAAER EQ-5D-5L # ALV TIREL-HDEBEMIHEAT 5
LESNTWVS,

zot=-o. #iERxz2E S - = o= - T
NT—5%EANTT2D EEIHH5 1 B 1 BOZHFIZELE 1 BEHFIRETO QOL fE

oemeRzL: [75]. NG
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% 4-24: [ =515 5858E - QOL DR

N* QOL f& (SD)
18 1 EEs [ I
B 1 EEst ] I
5 1 ]

*2019 &£ 2024 FTERELTRHBEINTVDBERXEELD 2024 FOT—H2EFERATHIL

ELT=,

I 00! Quality of life, SD: Standard deviation.

bl 18510128145 QOL EnELELY . HHsh-|llc 1 8 1m0

SIFIEFERT B0 QOL DHAELTERADITICRBEE DL, £1=. BHiahi-]

B> QOL iEDiE A 1 Boye et al. 2011 OFER (1 B 1 BEO:E5%FIE 0.023 ® QOL
DiFL) ELFELULERRTHY . AR LA HIHEEZ DN T,

162



4.2.2 QOL Em &

ROMTEALEARA—ZF/VEO QOL {E%E X 4-25 [T7RLT=.

% 4-25: R—ZX5(> QOL {E

BIELT
THE HI%E = FRALE-RE | Al%E&ES | QOL{E | reference
EHDOHME
2 BIEFRIR FERREE
DR—RS (2 B FERIR
EES EQ-5D-5L | n=4963 |0.901 |[24]

A42® QOL 93.1%)
E T EE 64 %

B&EE:EQ-5D-5L: EuroQolL 5 dimensions 5 levels, QOL: Quality of life.

FREKREDFHL QOLEIX. BEIC 2 HEREICHT2EAMMRTMATHOAIT Y
ADTEFMTHREZERUAR—RS4/0ND QOL {EMSE X ELTHERALT- Takahara et al.
2018 MSEIFALT- (5 4-26), QOL ELELTHIAMEEASSETU Sy ODRENTRES

#=SHLT-,
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& 4-26: FREFIKED QOL fE

Rk QOL f& SE Xk
MIMEREE | BEE | SEEEE I
I
I
]
I
]
]
I
4 4 AR N
HBTIE I
EBRIE S TE 4 I
3
EEENEE I
TGRS | EREmEEE I
RIEIARA .
I
]
TR I
T B D B I
BHE | METFILIIVUR I
I
]
G ILIIVR I
FYPEFE I
K ErEE R MR B I
I
I
|
N

DR #I%

DEEE 9% OB
TBEH

DEEE (B%)

g




iE9E 3N

o
)

,_
=

SE X

DAFEE (2 BLLE)
DEEER

fizEeh #%

fkizerp #1% OBEE
BH

fdizeep (F%)

BizEsh (2 @LLE)
DEEEER

DFE

FE (10mL)

it

MEFRREEHAM (10
FIE)

BIKE (BMI 25 LL
+)

AE (TEV—FZ&)

- {Emn#E

FEEDEMYE

EE O

B&EE: AE:Adverse event, BMI:Body mass index, QOL:Quality of life.
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4.2.3 BRA®O/ISA—2D
4.2.3.1 HHrx&ER (b) EXIER

EBMEEAMEOFFEIZENT, STt RER (b) (X ONWARDS 3

HEBOT—2ZER:

M. ONWARDS 3 HERICIZBARAERITEEN TGO XREALRIETHD
ONWARDS 1 HBOBARAERTUASN=AVR)Y A AT IRVLEBEBRMHFTOAUR
Yy GIIIF2 UL00 D5 2. FREOEE. WAHEIEZLEICEREBEREELL-,

FREICOVWTIH. ANXELOVASEEZSRL. RRAZEH—BLTVLEMESEL .

EHNAFBEEERICOVTIEE. v orODERMMRTM CEASNERA R VITHT
PUEEFMIRS (BRFBEARZEFLE) 12,454 5 (2022 &) 2HHLI-2H
HME R ORFTOZERBMARERNTELLE,

R 4-27: SHREH (b) XHERA

& 0.2mg

IHH Had nrHE B nAEEE ast (%)
OZUDE L
422y 7945070 | R 2081 7= 7| R TN
VoA | vIREYTFHRE DAa)BETLY
74 300 Efi VREYFHRE
300 B0
)
Araon | anknzosis | TR 10.4 A/%t Il
=3 500mgMT#z
SuU gurvys:r | TR 5.9 M/ I e
2. SmgfE
sam2i |7 + 4 o &% | R 149.9 M/4 I
100mg
ppr4i | Enssu7Fy | TR 18.4 /8% I
£ 50mglJG]
FFVY|EXTUEI UG I 11.7 M/ I I
2% | 15mgliDSEP)
>
a-G1 | ®Kyux—= oo | | IEIEIHIN 10.4 FM/4t Il e
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I5H Had nrHE B nHEEE ast (%)

HY=K |=F45Y=F Ca- ] 8.3 A/%& I I
OD #& 10mg
r1G,

GLP-1 |ESr—¥ET:E 8,430 /& I

% & K| 18mg

L(FIES

= H | - 1 T~ - I

A B E

ZH

HeE T BR L AT ¥

4vz2y|5v8z2xREve | N | 1007/~ | R TN

v U3 | RE— VAZ XREVA

) AA—DEMES

U300 i)

s | arknsoeists | TR 10.4 F/4¢ Il

=V 500mgMT&E

su su~vsszr | TR 5.9 A/8 I ]
2. SmgfE

satr2i (A2 + 7 o & R 149.9 m/4 I
100mg

ppr4i | Enssu7Fy | TR 18.4 /8% Il e
#E 50mglJG]

FFVY|EXTUEI U ] 11.7 M/ I I

2% | 15mgliDSEP)

>

a-c1 |Roux—z oo | | 10.4 A/ I
$£ 0.2mg

JY=K |3IFFY=F Ca- ] 8.3 /4t I I
OD % 10mg
r1G,

GLp-1 | esr—vETE| R 8,430 F/A I

% B K| 18mg

L(FIES
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EH oL n5g M nEEE | B (F)
= F 0 - - A
% B &

5

#&:&: DPP4i: Dipeptidyl Peptidase 4 inhibitor, GLP-1: Glucagon-like peptide-1. SGLT2i:

sodium glucose cotransporter 2 inhibitor. SU: Sulfonylurea. o -GIl:a-glucosidase

inhibitor.

4.2.3.2 7T HREH (c) EHER

PHARER (c) 2XHRELI-AVA)Y 4aATHDEEREE ONWARDS 2 D BAAEM
TUAEEINI=AVR)Y AATHIRVEBEHBRERHOAR)Y TTLTIOHRSERVHE

EDFEHE. LAEEZLEICEREREEH L,

FRERICOVTIK. AIXELOLAEEZSREL. RRAZEHRIRVEMESREL

EHNFREEERISOVTIE. o orODERMMRFTM CHEASNERA R VITHT
PUEEFMIARS (BRFLBEARZEFLEL) 12,454 5 (2022 &) 2HHL-25
HMIE R ORFTOZERBMRBERAVTELLE,

R 4-28: SHREKH (c) EFER

I5H Had niEE [E13 nAEEE ait ()
AVR)Y AT
122y | 7oz | R | 2081 0/% (7 I
= atv] LyDREYF J47)FILvY
8 300 B ZByFHE 300
B OFEMES
arans | 2ransvik | R 10.4 /4 B
> E£1E 500mgM
T
su syrvsszk | R 5.9 A/8& [ I
2. SmgfE
sat2i |p+ v | R 149.9 M/ I e
100mg
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I5H Had niEE [E13 nAEEE AFt (%)
DPP4i erssu77 | R 18.4 M/ ] ]
U8 50mglJ
Gl
Fryue exguavy | R 11.7 M/ [ B
% e 15mg
[DSEP)
@-GI #£sux—2| R 10.4 F/5 I
OD #g 0.2mg
S TFHY=R ] 8.3 M/ I N
Ca - OD f#%
10mgllG]
clr-1 2 | eor—+ET | R 8,430 F/A I
A& %EE | X 18mg
EHEL | - - =
BEE M
He gt BB AT ¥
122y [5242 xR | I | 1.0108/% (5 I
J3IL¥y | yARE— VAZ XREVAR
U300 A—DEMESR)
Armns | 2wz | R 10.4 A/4t ] ]
> B£1E 500mgM
T
su gy~v535zF | R 5.9 M/ ] ]
2. SmgiE
SGLT2i | hFF sk I 149.9 M/4# I
100mg
DPP4i ersgs077 | R 18.4 M/%& I I
v & 50mg
r1G,
Frvue | ®Kyukr—op | IEB 11.7 M/t e I
Y & 0.2mg
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I5H Had niEE [E13 nAEEE AFt (%)
@-GI #£sux—2| R 10.4 F/5 I
OD %&£ 0.3mg
gu=¢ |z¥su=r| IR 8.3 /%t N N
Ca - OD f#&
10mgliG]
Gr-1 2 | Es—+4ET | R 8,430 F/& Il
AX%EE | X 18mg
= H K | - - e I
BEE A

B&E& : DPP4i: Dipeptidyl Peptidase 4 inhibitor. GLP-1: Glucagon-like peptide-1. SGLT2i:

sodium glucose cotransporter 2 inhibitor. SU: Sulfonylurea. a-GI: a-glucosidase

inhibitor.

4.2.3.3 ARVIYEIRORFAER

BEUVYEZZROER - BINAVRYVEERISOVWTOEFERE. /Ay 1aTIDERK
;B ONWARDS 4 O BAAEH TRASN LB BEFOSC R FFILF2 UL00 &
AR FRNICOEBEERUVHAREDEE. LABIEEZLLCERERZEHL-.
BRAEIIODVWTH. RMIXELOLSEZSRL, BREREZEHRITVEMESHELT-,

AL AEEE RSOV T, T U v AN B AN P RIFHCHASN - ERAL RULICHT
BOEEEMORN (BRFESEARESERL) 12,454 & (2022 £8) £EHLIBH
SRENTE B O B DB BB A ME AL TEE L,

BE. AR AT IVRRVLEEMBRREMHELLLRLERZATIN .

R 4-29: ARUVEZRORAER

IHH ER L nrEE EE% wmHEE | AF (F)
1vz2yvl4vzyvysn | R o410/ | TR
TI0L¥y | FUBSEIUAR

U 100 DDA

avzyv|qvzuvrzzA | R 237 R 1 TE
FA/Lh | JLRBSE 100
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fi/mLNRT /2
11

anzy | AvksoiEss | | 1040/ ] I
500mgMT#E

su gu~vosst| R som/% ] I
2. SmgfE

satr2i |» + 7 1 % | 1409 A/ Il
100mg

DPP4i ersgsu77y | R 1847/ ] I
£ 50mglJGy

FFIUS |EAXTURI R B ] ]

% 15mglDSEP]

@-GI RHUR—R OD B 04m/5 I I
#& 0.2mg

Jy=K | 3FHY=F Ca- Bl s ] I
OD #& 10mg
rGj

r-1 2 | eor—vTx| | s430m/% I

BREH | 18mg

5 H W | - - | |

REE A F

iZ:DPP4i: Dipeptidyl Peptidase 4 inhibitor, GLP-1: Glucagon-like peptide-1. SGLT2i:

sodium glucose cotransporter 2 inhibitor. SU: Sulfonylurea. a-GIl:a-glucosidase

inhibitor.

4.2.3.2 & EH (d) OEFIEA
PHMRER (d) ZRBELFEAVR)Y 41 ATHDERZE ONWARDS 4 DBAAEH
TUAEEINI=AVR)Y AATHIRVEBEHBREHTOAR)Y THTLTIOHRSERVHE
BRI, WABSEZLEICERBEREEH L,

7. ONWARDS 4 BHER CIIX LB BEMICAR)Y TF)LF> U100 ZERALTLYS
A BHROMREFADBEANER DT —E2MEFELLL=6H, ONWARDS 4 HED AR

0¥ U100 DIREEEZAVR)Y T5ILF2 U300 OE5EELTERLT=,
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FREICOVWTH. AAXELOVAEEZSEL. RRAZEORIRMLEREMESRL=.

RFNFEEERICOVTIE, v orONE AN RTM THEASNER AR VITHYT
HMFEEFMIARS (BRFLEBEAREZEFE) 12,454 5 (2022 &) 2R HLI-2H
HMIER DRFTOZERBEMABERANTELL,

K 4-30: S HREKH (d) EFHEA

IEH Hms WH=E B nAEEE ast (§)
AVR)Y [(ATFHE
42292 | 7o499%:7 | IR | 2.0810/% (7 I e
= halv] LYy OREYF 249V)FEILYY
#a= 300 Efx A2yF#E 300
B OFEMES
1)
142y | 14vz2ur72 | | R | 213 0/% I
FZ/ULk | /LR BS
100 B f
JMLNRI4/2
11
Armns | 2wz | R 10.4 A/4t ] ]
> E£1E 500mgM
T
su YOLOZSF N @ 5.9 FA/%t ] N
2. SmgiE
sctm2i |2+ 4 1| R 149.9 [/t I
100mg
DPP4i erssu77 | TR 18.4 A/8 I ]
g 50mglyJ
Gl
Fryus | exgv4svy | R 11.7 M/% I I
% fE 15mg
[DSEP]
-Gl wxouk—=z | R 10.4 F/4# I I
OD #& 0.2mg
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IHH HE% nAE B nAENE AFt (%)
UES SF4H YR e 8.3 M/ I I
Ca - OD f#%
10mglliG]
Ge-1 2 | evr—+vET | R 8,430 A/ ] ]
BAIXEH | E18mg
ZHLA |- - - I
BAEE A
L8 BB AT ¥
AVRYY | SUAR XR E 1,910 A/% (5 I
JIILF¥Y | VERE— VAZXXREVAR
U300 82— E(fiz5R)
qvz2yy 1220072 | R | 213 B/% I
FA/8Lk | X)Lk BS 3E
100 B {I
JMLNRT 4 /7
1]
srms | Arkonzvis | R 10.4 /4t ] ]
N 18 500mg
MTHE
su gy~v5sr | R 5.9 M/4¢ ] ]
2. 5mgfE
satr2i | pF+ 7 | TR 149.9 M/4 Il e
100mg
DPP4i erssu77 | IR 18.4 A/%& I I
i€ 50mglyJ
G
Fryue  exsusvy | R 11.7 A/% ] [
oFY 3 15mg
DSEP]
a-GI xoux—z2| | R 10.4 A/%¢ I I
OD #g 0.2mg
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B e w5 & e nAEE | A (F)
gu=r |z¥sv=¢r| IR 8.3 M/t ]
Ca - OD f#%
10mglliG]
GLr-1 2 | evr—vETF | IR 8,430 /% N
A EE | i 18mg
ﬁ
RALT - - s
AHEEMA

#&Z&: DPP4i: Dipeptidyl Peptidase 4 inhibitor, GLP-1: Glucagon-like peptide-1, SGLT2i:

sodium glucose cotransporter 2 inhibitor. SU: Sulfonylurea. a-GI: a-glucosidase

inhibitor.
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4.2.3.4 BRAFICEETSIREHARUCRURRREIZHRSIEA

ARETILTIE, TRATOMNMOEEHFERVETREBRMERESFKELZEFITHL. ARUE
BERLBRREICRIBRAZEETHENAEETH S, BL. ANVNERIT, ANV NFEER
1 ERYVELIERTHY (DAHEERUVBEZESZRC). BEKREICRIEREEYA1IL
TRETIERTHD. OIS FEBRELTCENEDBBRICHNLIERETEEL. EES
RIZTDWTIEARUNEBRAOAEELT=,

1t AHH CRABELRBOMEICHLT, AHMIRU MRS A BERUABERDT
AO—FoTBA (RERECHIER) & AR TREVRECRSBRICRAL,
BB EEDBOEREL A BHEC DV TIEA R M AEEBLTLAEL,

Fh, RHFIZELTIE. DeSC AL RT PHA KM AEET 5. RMBBEOL LTFF—4
RURHRS T —35ETL LT — AN TR ANHE T o1 KRB TILA
7 9.4 ERHZRALE,

RO TERELE ARVNER, BERREICRIBEARVAEEEREMAEZR 4-31 ITRLE=,

= 4-31: SHHEICEETSER

o - n BRI (R D s
®A (%R)

= SR W mEsY I ;;:r::f:
R I ;:z\:_:ﬁ_% I ;;jf:;l
BHITIE M| mEsY o ;;jfl;;;g
AREE & LT T —5% L7 —3
i W —
EERANE M| mEsy I ;;;:;9
Zﬁi'ﬁ?ﬁ%ﬂﬁ B | s — ;;j:;a
FAYBIARE B W mEsY o ;;::7:

175


Idehara, Koki
「比較的定常的な費用が掛かる合併症の健康状態に係る費用」でお願いします - 狭心症などは急性期イベントを伴うことがあるため


REIREICRD

A AR gt 27 (=) 3
TRy I ;:Z\Z:;_% I ;;:z;a
1;1%7»75‘/ B mEsy I ;;Z::;g
f_jl‘i?)b?‘sy W sy . ;;jf’;;;g
KB 2 MW | mEsy I ;;::;a
gnizoss | I ;ii:ﬁ_% I I;;j:;:
opEE oz | I ;T\Z:ﬁ_% I ;;j:*;@
CHEE (B LT F—5% DERE T3
;;h i — ;L\T:és\:ﬁ — :':U&ii
Bz I ;ii:ﬁ_% I ;;j:;;g
we (mx) | N ;T\Z:ﬁ_% I Tﬁ:ﬁjﬁ: i
Ve ] ;:Z\ZZ;_% I ;;:;:;9
i};ifi@ﬁﬁu B mesy B 5Esy
BEOEMYE I e M| mEsy

(XHI5THT) &Y
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5. SiTHER

5.1 EXSH (ERAANRIMEEFEMAEB TRESA-STREAHITEL5T) OHER
AMAREH (a) 1 RBERFESE

- LS4

O BRDRST (EBIERMDRLZELT )

O ZRARMESH GIRERFLLTEREZLET D)

B ZOfh (3.9 HICEARLIZEBY. ENLLIENCEAXNMESNTIEERELEZLY)

PMHRREH (b) 2 BERREEDIS. A1VRIVEEDRBRENIVES
- LS4

B ERUMRST (BrERMRLEELT D)

O BES/MESH (DRIRAELLTERAZLERKTS)

O Zohit

AMHRREH (c) 2 BERKREEDSS, ERAVRVEEDBERENHLEE
- LS4

B ERUMRST (BrERAMRLEELT D)

O BES/MESH (DRIRAELLTERAZLEEKTS)

O 0t

IHAREH (d) 2EBRHRBEDSE. BR-EBMA RV REDBRENDHLHEE
- RELE=S24

O ZERMEST (BLrERAMRLZEEHTD)

B EAS/NMEST GHRERFELTEREZLET D)

O 20 (3.9 FICEERLI-BY. RMLHENCERMDRITIEIRRLEL)

5.1.1 EXHFOEHSER. 7R EHSEAURLE (ICER)
5.1.1.1 SRR ER (b) 2 EERFEFDIB. IV AV EEDARBRENGZNESE

ERXDTDERADESTOERER 5-1 ITRLI. AVA)Y AT IIH/HTEHAVRYY
JZIL¥2 U300 D 1 FlHp=YDiESE (QALY) 1% 0.039. A EMIX-28,415 ATH
Y. AVR)Y 4aATIIEAVRY 5% U300 [TRL T, RSFUMNAEBRTH =, Th
FhOERDOARIEE 5-2 [TRLT=,

177




£ 5-1: SHrRKEA(b) SHHROER

N AR BHrERH ICER
R (QALY) ZR (A)
(QALY) () (F/QALY)
ST o R F Al 14.484 0.039 | 19,086,832 -28,415 (NS aa
Eb 8t BR 3 A 14.445 19,115,247

B&E&: ICER: Incremental cost-effectiveness ratio. QALY: Quality Adjusted Life Year.

& 5-2: 2 HKRKEE(b) EAOA

%Ilﬁl
S
P|-'|'-l':

fH

STl ot R AT

H gt BR Rl

WERAARER

1€ 1fn 4

REE

TH&E

BRE

RE I DR B

DTS

fibi 27

DFE

BAAH

5.1.1.2 S HEREH (c) 2 BRRFBEDSE, (VR BREDERENHLEE

ERDHOBRAMRSMDFERER 5-3ITRLIz. VR AT IITHTHAVRY Y
JZ)L¥> U300 @ 1 fidHT=Y D QALY X 0.044. 5 EFIE 73,066 ATHY. ICER &
1,670,627 F/QALY THoT=. ENENDERDARIFTER 5-4 [TRLT=,

—
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£ 5-3: SITHRKH (c) SHFEROERH

HE o E ICER
A (H) |#2EAR (M)
(QALY) (QALY) (FH/QALY)
Sl o R AT 13.605 0.044 | 18,511,268 73,066 1,670,627
He 8t BB B AT 13.561 18,438,202

B&E& : ICER:Incremental cost-effectiveness ratio. QALY:Quality Adjusted Life Year.

£ 5-4: SARER(c) BRORROHH

STIM o R A EE B BB A
HEPRAR ] ]
{E 3 I I
RS I ]
THRS ] ]
B PR ] ]
D EE ] ]
[P I I
DS I I
BERAE ] ]

5.1.1.3 4 HNEREH (d) 2 BRRKRBEDSS ., EfE-BMAVRYVEEDBRELSH
HBE

SHRAREH (d) ITBEHFLERARMEDHORERETRT (X 5-5).

& 5-5: STHRKHE(d) STEROEH

1 4 4

—
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MERE RERE B8R BERARNMS
(M) (M) (M) GIOEES

248,439 993,757 17,455 & FEm

ATl % R 4% At

Eb B ot BE 5 £ 244,075 976,302

5.1.2 FEESF

AT, BESTELTOTAARSAVIZEI—RITBEEST. OFIVF DT RUHE
R EEDTEIT oIz PITAW/ISSA—EAR UM THEREZUTICRHE L,

—REBESTOE/NTA—FDEEEHE (L. B ATHELIEE (L 95% CI Z#EMAL. 95%
CI AFIATELANE A XL /NSA—EDEN+10%E EBEHEE L=, HH. BFIRIZDINT
X PHHARSAVIZEDETER. TORILEBIZ 0%D5 4% DEFEELEEEFELT-
[16]. MABMRULERBRTFCTRCAEDR (RABREALNE) 2FEALTLS1L0
[CEALTIE. M CRILENMERAShSZENREAITHS 2. —TRESNMRUERNRES
FOxHNELT=,

Fl=. O FIVARTELT4.2.1.2 IBTEHRBALI- Boye et al. 2011 OfEZEFEAL-1 8 1
BD;ESHFIA QOL EZ 0.023 HASEHIEERMLUI-AEERLI: [69],

—RABESTRVOIFTIADWTIZETEENFTA—EDEEGHEE KRS ICER ~DZEEXR
5-6. & 5-1, & 5-7 IZ7RLT=,

ST REME(b)

—RTEBEMTOHER. FEAED/SSA—EDEEIHLT ICER [RTRIF UM OFET
Hot=. TD=6H. PR RER (b) IZEFAMA—REATISLFE|ZE LT, [FSF k]
TIFLEWERNFON-DIE. MABOUIYBZFTARICEITAERMIRN, LLEFEHEOUIYEZ
ALAEICHBITHAERIRN, LLBBEOUYEZFLAEIZH TS HbALC ~DHME. T AFE DY
BZTARICETS HbALC ADHR . RUR—Z51> HbALC (%) £LV5 5 DM/(54—%
DHTHoT=. BEWICER L. MABDOUIYBZFNAEICHITSEMAR N LIREIZERTE
L1=3B&0 1,937,714 F/QALY TH-oT=A'. CD#EETH ICER (% 500 5FH/QALY T E
ot (% 5-6).

Fl= AT, B/ISA—RZDWTHON O RELEEES MO E/INTA—EDESE
SUSLIZHETAIEICKY, 1,000 BIDUIaL— a3 EERLTETIILOREEEZ T
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Lizo FINFA—RZRFELIRMIIEK 5-6. RUBIREK 9-16 5 WShi=, F-. TLETID
INGA—RICE T DHERSMIIER P ERELT=.

HENRESTOEBAMRTFELICTOVNBARER 5-2 (TRLF, . BAXH
RZBMBER 5-4 [TRLFz, Y3aL—2aVfERIE 85 QALY A1 0.03 - 0.05. R EHA
A-10 A - 8 FHDEHEAEIZHHLTHEY. F 1 KRIRGHRDLIXLBEM RUVE 4 RIR 3
FIXEM, IRAMETBN) 122D RAMBEFRL TV =, CODFIE MADLLERBEFISHLT—EL
THROEMZEL -5 EERLTRY . ERNEMT 7 —REBDTETr—ADEANE
HEL= HIZE 4 RIRICHE T 5 ROFEEIX. MADTRIF U (BRAMNMEC HIRABLY) &4
DFAREMEAVRIE SN T=, ICER DE{EZ 500 BFA/QALY ELFIHEICE,. AV RYY ATTION
RRSNDHERT 100%THo1=,

SHREREHE(C)

—REBESTOFER. ICER [CHTHHENKREN > LA 10 D/FA—FEFLR—F
HATTFLELTHE 5-1 [TRLT, ICERICRDRELFEEEEZ 1-/\FA—2F. N AFEDY]
WEZARDERICETHERIRN, ERBEOYYBEZTARICE THEMIRN, LBEOUYE
ARLARICETSH HbALC ~DIR A=/ DEFE (). UKPDS68 ETILIZEITHID
T2EZH (o). ERHDEISIFE, A—XF4> HbAlc (%). UKPDS68 ETILIZEITHLFE
BmE (1), DROBEIE, RUNABOUYEZFAEICE TS HbALlc ~DHRTH -1,
WIFhOFERTH ICER (X 500 BFA/QALY ZFRE->TEHEY. ERAXNMREDORZLMNTERSN
fzo mbH@ELY ICER (X AABOYYBZFARICE THEMIRNE LIRIBEICRELEZSEED
3,865,869 F/QALY THo1-H. COELREEZBASZ LT M o1,

T RO TIE, FNSGA—RII OV THoMNLORELI-EEIMALB/NFTA—E2DEE
FURLICHETSHIEIZEY, 1,000 BDL2aL—2avERELTET IILOTRHEER4Z ST
Lfze ENSA—RZRELBIICONTIER 5-7. RURBREK 9-17 25BEInt-y, Ff:-
ENENDNFA—EDEERSFIIERD T EREL =,

HENBRESTOEAMRFELICTOVNBHARER 5-3 (TRLFz . BAXH
RZRMIRER 5-5ITRLIz. Y3ab—2a iER(1E, 5 QALY 41 0.03 - 0.06. IBHER
M-57MA - 20 GAOEBEICHHLTEY. BLRE GIRLIRMLEBM) (220 RMEF
LTV — 8D RIEETRE (IRLIRMBET) ITHELTEY. 1VR)Y 13TIHFR
FUNETRB T —ANEET HRTREME A RIZ SN T=, ICER DEfEZ 500 BFA/QALY &LT-1HE
S AVRIY AATINZRRSNDHERIF 100%THo1=.
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R 5-6: —RABEIMOBROEN HHFARER(b)

EARDH
AVR)Y A2TY vs. BB - Es
ERMRL FF2b
—RETBRED

185 A—BDEEH ICER #iE (F3/QALY)

TRSFURITIHGEVMERDGEONT/ATA—S — . EXE DR ML INTGA—BDTRIEZ | NFA—5DLRIEZE
ERALEES ERALEES

NABOUYEZITARICE T HEMIRE e B 10%60%E) NP 1,937,714

i
LEHOYYBZRLARICE T HERIRE e B 10%0ZH 1,813,076 NP

i
LB EHOIYBZFLARICE TS HbALlC ~AD e B | o5%{s3EXRE 236,429 Rk
g
NAEDOYUYEZITARIZE TS HbALlc ~AD e B | o5%{siEXFE NP 210,681
EyES
AR—254> HbA1c(%) ] Bl 10%nZE 47,755 R34k
T AEfT, LB BEMT THEDERARD/ATA—
gugzkoig - amsoryrExzsT | R
SEMaXE | B 10%60%E) RSF2bh NPT
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PV B A DOFERFAEED HbAlc ~DEE

HE e | 0% ZE NSy NSy
IR

BERCHMEDEIGIR I - IEELE RIFok RIFobk
Boye et al. 2011 ® QOL{E (1 H 1 E®DF Boye et al.

§i#IA QOL fE% 0.023 M EE5) I 2011, -0.023 NSPRYIN
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B%5& : HbAlc: Hemoglobin Alc. ICER: Incremental cost-effectiveness ratio. QALY:
Quality Adjusted Life Year.

5-1: —REBEI: FLR—FFALTHSL SagER(c)

Icodec vs. Glargine U300
ICER (payer perspective)

Intervention, Treatment Step 1: Yearly Cost 1670627 J_ 3865869

Comparator 1, Treatment Step 1: Yearly Cost 258221 __ 3083033
Comparator 1, Treatment Step 1: HbAlc Effect 587267 __ 3159431

Age (Years) 1141082 [N 2146946
UKPDS68 HF Coefficient Rho 1524398 [ 2131843
Costs Discount Rate (%) 1408122 -- 1857534
2153890
Baseline HbA1c (%) 1824
UKPDS68 HF Coefficient Lambda 1556733 [ 1921283
Health Discount Rate (%) 1484352 [ 1833929
771381
Intervention, Treatment Step 1: HbAlc Effect 108894
0 500,000 1,000,000 1,500,000 2,000,000 2,500,000 3,000,000 3,500,000 4,000,000 4,500,000

Incremental Cost Effectiveness Ratio (Cost per QALY Gained, ¥)

M Lower B Upper

B& £&2 : HbAlc: Hemoglobin Alc . HF: Heart failure ., ICER: Incremental cost-
effectiveness ratio, QALY: Quality Adjusted Life Year.
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R 5-7: —RaBESTOBROEN SHFAREKH(c)

AR

AVRYY 42ATY vs. BN - B85
ERMRL

1,670,627 A/QALY

—RUBED

ICER ~DEENRZRILREN STz LA 10 /154

INTA—RDERFH

ICER DB (F/QALY)

% E DIRHL INGA—BDTRIE | NFA—2DLRIE

— TBR LR
ZHEALGE EALSE

NABOUYEZITARICE T HEMIRE e B 10060 ZF RSk 3,865,869
HEBOYYEZRTARICE T SFERIRE e B 100%60%F) 3,083,033 258,221
LEB B DYIYE X ATARIZE TS HbALe ~ D% e Bl | o5%{53EXMM 3,159,431 587,267
R
R—RSLDEE () [ B 10%0%E 1,141,082 2,146,946
UKPDS68 ETILICHITBLFLEH (p) [ ] Bl o5% XA 1,524,398 2,131,843
ERDE5|= [ ] | IEELEA 1,408,122 1,857,534
R—R54> HbA1c(%) [ Bl 10%0%E 2,153,890 1,731,824
UKPDS68 EFILIZHIT BT LEE(N) e B | o5 fEERE 1,556,733 1,921,283
ORI B [ ] | IEELEEP 1,484,352 1,833,929
NABEOYIYE ZATEEIZH TS HbALc ~DF) ] B | o5°%=iEXR 771,381 1,088,944
S

T AB . B BRERM THRDRBED/NFTA—4
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VBZZOERE - BIMAUR)UEE 5 176 575 L 164679
[2&B+ZEMaRE I B | 100 %E S T
VB ABROHERREEED HbAlc ~DAE

e — B | 00z 1,601,361 1,738,386
SFIF S

BRLMBDE|EIR I - IR EE 1,251,116 2,039,106
Boye et al. 2011 ® QOL{E (1 BH 1 E®D:F5f Boye et al.

#IA QOL g% 0.023 WA EE3) — 2011, -0.023 1,825,044
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B% &5 : HbAlc: Hemoglobin Alc. ICER: Incremental cost-effectiveness ratio. QALY:
Quality Adjusted Life Year.

5-2: ERMDRTFEOHAR SrREM(b)

Cost Effectiveness Plane (payer perspective)

100,000
80,000
60,000
40,000
20,000

0

0 0.01 0.02 0.06 0.07

-20,000

Incremental Cost (¥)

-40,000

-60,000

-80,000 ° %

-100,000
Incremental QALY's

$&:QALY: Quality Adjusted Life Year.

5-3: EAMRTEOHRTE SFiraREH(c)
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Cost Effectiveness Plane (payer perspective)

200,000
150,000
100,000

50,000

Incremental Cost (¥)

0 0.01 0.02 0.07

-50,000

-100,000
Incremental QALY's

$&:QALY: Quality Adjusted Life Year.

5-4: EAMRZFMER FHTAREH(b)

Cost Effectiveness Acceptability Curve (payer perspective)
1.0

0.8

0.7
0.6
0.5
0.4
0.3

Probability Cost Effective

0.2
0.1

0.0

Willingness to Pay (¥)
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5-5: EAMRZFMR FITHREH(c)

Cost Effectiveness Acceptability Curve (payer perspective)
1.0

0.9

0.8

0.7

0.6

0.5

0.4

0.3

Probability Cost Effective

0.2
0.1
0.0

Willingness to Pay (¥)
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A7 TIL. ONWARDS 2. 3 HEBRO e AREHDT—42%EALT-, — A T. SR O,
o NIzt dF LS A o7z Lingvay et al. 2025 Tl 7o 7 AERHDHEREZHRELT
V3 (SR DEFHEA ANIRA 2025 4 2 A, Lingvay et al. 2025 A& A 2025 &
3 A)I[76].

Lingvay et al. 2025 Tl ONWARDS HEBRO7CT7EETOHRREZHMEL TSN,
ONWARDS 3 FHERTI&, 26 BRRDOR—ZXZ4Mo® HbAlc BILEFAVRYY 43TH
T-1.39%. 1V AYY THLTHIT-1.11%TH>1=, ETD [£-0.29% (95% CI -0.53 - -
0.04).FEICAVRIY 4aTIMHbALCZERASIETEY . £AREHLRKRDIERIMN RSN
1= [76].

ONWARDS 2 HAEBRDT7O7EFTHOREIX, 26 BARFADR—XS4h D HbAlc EiLE
AV R)Y 4379 T-0.91%. AVR)Y THILTIT-0.66%THo1=, ETD (X-0.25%
(95% CI -0.48 - -0.02)EHEIZTAVARYY AT UM HbALC EFRADSETHEY., 24K
LERIBDIERMNTREINTINS[76],

DFHIARHELT. FTOTERADBEMRERANTICER 2EHT5HILELTz, UT. EA S
MEYEBLIZ/N\SA—FIZD\TEE TS (X 5-8. % 5-9),

R 5-8: VFUXHH AHAREH (b) TEALL/NSA—4

EHE & Reference
HbAlc ~DAEME

AR 4aTY -1.39 | Lingvay et al. 2025
HeBg et BR AT -1.11 | Lingvay et al. 2025

TAEAT, LB B cHEDBEDR
ABYIVEBZRORERKBARE
® HbAlc ~MDABEME

IRFEHME (mmHg) B A/ TROREBER
PEEEHAIME (mmHg) Bl R/ LT RONEE R
faLzxFa—)L (mmol/L) Bl | R T ROREEH
LDLaLXFA—JL (mmol/L) Bl | AR/ TFARIREE
HDL aLXF8—)L (mmol/L) Bl A/ TROREER
TG (mmol/L) Bl AL TARIREE R
BMI (kg/m2) W | A/ LTAROMEER
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15H B Reference
eGFR (ml/min/1.73m?2) Bl A/ TRONEER
BFEER (NEHTZY)

FEEDRIMKE 0.06 | Lingvay et al. 2025
EEDRME 0.00 | Lingvay et al. 2025

B&E&:BMI:Body mass index, CTR: Clinical Trial Report, eGFR:Estimated glomerular

filtration rate. HbAlc:Hemoglobin Alc. HDL:High-density lipoprotein. HR:Heart rate.
LDL:Low-density lipoprotein, TC:Total cholesterol. TG:Triglyceride., WBC:White blood

cell.

R 5-9: VFVASH SHHREKH (c)TERLENTA—4

HH & Reference

HbAlc ~DEEMR

AR ATy -0.91 | Lingvay et al. 2025

He B xt BR AT -0.66 | Lingvay et al. 2025

LDLaLx7a—/L (mmol/L) ~DaER

ARy 42Ty Bl A/ TeROREER

Lb 85 ot BB B AT Bl | R/ LTAROREEN

BMI ~DaEHE

AVRYY 4374 B AR/ TaROREBER

HeBg et BR AT Bl AT ROREER

T AFAM . BRI cHBOAEMNERE

AR A B O RERA A BUE I | .

D HbALc ~DABME ]
I
|

IRFEHME (mmHg) Bl A/ TaROREER

PEEEHAIME (mmHg) Bl AT ROREER

#aLx70—)L (mmol/L) Bl AR/ TAROREER

HDL aLXFA—/L (mmol/L) Bl A/ LT RIREBEH

TG (mmol/L) Bl AL TARIREE R

eGFR (ml/min/1.73m?2) Bl AR/ LTARIREE R

FEER (ANEHTY)
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15H & Reference

EEEDOEMKE 0.17 | Lingvay et al. 2025

EEMQKMYE 0.00 | Lingvay et al. 2025
#&:E:BMI: Body mass index. CTR: Clinical Trial Report, eGFR: Estimated glomerular

filtration rate. HbAlc: Hemoglobin Alc. HDL: High-density lipoprotein. HR: Heart rate.
LDL: Low-density lipoprotein, TC: Total cholesterol. TG: Triglyceride. WBC: White

blood cell.

FOTEFADBREBEDEERANIEED ICER (MR ER (b)TRIF UM S REM
(c) T 1,039,535 F/QALY TH>1=,

5.1.3 S OZUEDRES

AW TITEMER I TRESNE=OFREAE SO THEMBRMICOTXNRER (a)
BFIUSHHRER (d) TIVRYY FF)LFX2 U300 + EBMARYDEE] SR E
(b) BEURRHEER (c)TIVRYY FFILF2 U300 AERESNT-, HiTRiEAHT
RBHEINEAROEY. /2R FSILFY U300 EAMVRYY THLTITIIEDMN. RE
HOB RN oEEICHBLGEGNESNT, TDT=5H . BIMNMEAMEORIEIC DOV TIFAU R
)Y THLTIRVADRIY TZILF2 U300 DRESEFTHDIELT,

PHRERER (b) IZBITEAVRIY AATHEAV R TFILF U300 MEMIE F
T£(%. ONWARDS 3 GHERDFERZ AL TFHEiL - ONWARDS 3 &ERTIE,. 1R 43
TOEAVAR)Y TUNTOEERLRLTEY . TET7IMATHS 26 BRRDA—RTA
oD HbALC EILEIFAVR) Y 42AT9T-1.6% . AVR)Y TUITIT-1.4%TH»
1=, ETD (Estimated treatment difference) [&£-0.2% (95% CI -0.3 - -0.1,
p=0.002):LFEIZTAV R 4aTIH HbAlc ERDSET=,

F1=. Lingvay et al. 2025 TlZ ONWARDS RO 7 T7EFATORREFHEL TLVEHS,

ONWARDS 3 B TlE. 26 B RDR—XFAU MM HbAlc BLEIFAV R 42T
9T-1.39%. ARy THILTFHT-1.11%THo1=. ETD [£-0.29% (95% CI -0.53 -
-0.04)EHBEICAVRYY 42T UM HbALc ZFEADSETHY . 2REHLRKDOERA TS
nit- [76].

DHRRER () ITBFEIAVRYY 1ATVEAVRY)Y F5ILFL U300 DEMHE R

1L, ONWARDS 2 B D#ERZ ALV TETfiL 7= ONWARDS 2 HEETIE. 1> RX1J> 43
TOEAVAR)Y TUNTOEERLRLTEY . TET7IMATHS 26 BRFRDA—XTA
b HbALC EALEIFAV R Y 4279 T-0.93%. /2Ry THILTHT-0.71%T
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o1z, ETD [£-0.22% (95% CI -0.37 - -0.08, p=0.0028) LBEICAVR)Y 4aATY
A HbAlc ZiEdEtE =,

F1-. Watada et al. 2024 Tl ONWARDS 2 HEBENDBARAELFHD post-hoc EfiER%E
|ELTULSH, 26 BRERDA—ZXS54h 50D HbAlc ELEXAVR)Y 43T T-
0.83%. AV A)Y THITHT-0.89%ThHo1= [14], ETD I£ 0.55% (95% CI -0.22 -
0.33) LREFMETIVRIY AATIDHIERNBESNIA BT LY A XIFAUR)
Y AATHTSLBlL AVR)Y THILTHITE fllé, 2RERDHRFIDLERDZEH 1/5D
HETHONBRTH T BB, B FESNTUOARRERICET 8T E T3 i
. NEBICKBEBRIZUA LMEIERBESATEST . BAANEHOHERITFEBITNDOHERT
0, FERIZDULT Watada et al. 2024 TlE. BERMAEIRPREEIILRERDERE
—HBLTHEY., ST A XD N ITHENEREADRT B LIzE R [14],

ONWARDS 3 stE&Rl4%. Lingvay et al. 2025 Tl& ONWARDS 2 B 7 7 EMTOH#E
BEREL TS, 26 BERADR—RSAU MM HbALc BLEIFAV AU 42TV T-
0.91%. 4> R)Y THILTHIT-0.66%TH>1=, ETD [£-0.25% (95% CI -0.48 - -
0.02)EHEITAVRYY 43T HbALc ZRASETHEY. 2ARKEHALEKROERA RS
T3 [76].

BE.7TOTEREADEBRDRERANOTHERICETH ICER I RER (b)TREF
Vb IRERER (c) T1,039,535 A/QALY THot=, ELLDERIZHINTE ICER (&
500 B M/QALY LIT THYFRDIERIEN RSN =,

REIHRDER AR N EBERET IO, B—EZRE5EZTEEICL-E LSS
THD. F=. REIECESF B OV L HEERLZTTHEL HITEHOB D IS OEEN
HLOVEHAEICHLT, B 1 EIRS TOARBRNATEELLY ., BEPREDARAENERTS
LTSNS ICENERAEMENEEIN TS, ZDH. ETIL T, EBERESDHE.
BEHHEEER (STHRER (b) TF 3 FHTIEE . #THRER (c) Tl 2 £MTIE
&5t) LLT.QOLEDFEAEERE LI, F5HEE L QOL EDERIZDULITIL, Valentine et
al. 2022 ® SREZTICE#H TS TSREZEMKL (4.2.1 IBSR) AARZTRALTEFHODOER
®BE(L3E 1 EES5&YE QOL EAEA T BIEMNRENT-[68]. Stewart et al. 2024, Xie
et al. 2024, Boye et al. 2011 T 2 #ERFEBEERRIHAHWARISEIFHOER RS
LB 1 EREICQOLIEDENHAHIEMN RSN [68, 72, 74].

CNBDIETURESELL DD, WERFEE T, BAAD 2 HBERFEREDTHHEEL
QOL {EDE®RZE. UFZILT—ILRIETUREFERALTHAELE: (4.2.1.31B58R), HFREL
<. xs5tnEasLE 1 RS e T9EoERB I TEN, SHHIRS
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A2 TlE, BAREER EQ-5D-5L Z#HAWNTIRELI=ED ., F-BRIZEITHHEERALEEL
riboERTEEHEsnTWS D COIlE SR cERTBoLLLE [16].75
B, A B EEEICETAREICOVNTIE. Yo TS A XD BN EER#EEEZ SN
f= (Boye et al. 2011 THESIN=SD M 0.158 ZFHL=HE . HZ IV TILHFA XD

o

—AT4.2. 1 EHICREBEDRY., OFI)F 2 TIL Boye et al. 2011 OFERZEFEAL. ICER &
BHIL [69]. BRELT. 2 RER (b) FIFUM 2 REH (c) 1,825,044 H
/QALY &, EBLMEMITHELTE 500 FHA/QALY ZRLTHYHERDERIEMNRENT=,

BRSSOV TIIARERASMBEREBEICHERREEZICHLTHESNIZBLUDOEHEIC
%5&M (Fukuda et al. (2016) [77]. UNJLHR HTA (2895 47) [78]. Ishii et al.
(2018) [79]. Y>> +A HTA (%45 #7) [80]. Kamae et al. (2015) [81]. Eguchi et
al. (2022) [82]) # &Ltz REHANHTHEINERIL. RHHARUFERIZDONT
FBEOHREBREEHTH 1=,

QOL fEIZDWTIF, AL 2 #ERFBEICHLTOERAMMRFMEL T OvODHESE
AHESNTNS [24] COERAMRSITRHERICERASh Tz QOL EXAMSTHTOLE1—
2. EFEBTRESN LD TH S, BZ%ET/ILO QOL fEIZEALTIX, QOL fEELLTH
AR B AT O ONEESTHEENSFIAT HLEL =, Ff-. ZDHD QOL fEE
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LTHRALT- Takahara et al. 2018 I(FEAANDHERFEEE (2 B¥ERKBESE 93.1%) Xt
% &L= EQ-5D-5L M) QOL {EZMELI-METHY. pFHAESAUHNEDH S QOL EDNEE
EIZBEWTEIL—FDEVWWIETVREEZS [16].

RESMOBERIZOVT, —TREST RV FIARFICEONTERHHARER (b) RV
AHRRER (c) OFERELIZICER A 500 FAUTETES>TEY ., ERDTOBEREME
RSNz, FERHNBRESTOBRRTIHARER (b) RUSHHREH (c) &bI,
ICER MEifE% 500 BFA/QALY (LB EICE. AVAR)Y AATINZREESNSFERT
100%T&HoT=,

5.1.4 SHEROER
ERNMBESNOERDOMBIRESR 5-11. K 5-12. & 5-13 IZEHLT=,

K 5-11: SFEROMIR HSirREH (b)

D RER 2 RIRFEEREDSIL, AVR)VEEDBBEENGINEE
Eb 8%t BR H i AVRYY FZ)LF2 U300
ICER ME#(E B EF0RE O BENVELGE
B F3ro b
O MEHLRZE. M DOERADLBEIE
O HEARZE. M OERLRE
O 200 AM.QALY Xi&
0 200 AM. QALY LIk 500 M.~ QALY ki
_ (200 FA.~QALY LIt 750 AH.QALY Xi#)
ICER MR A=
o _ 0 500 5M.~QALY LIt 750 5.~ QALY ki
AEtEWLWCEZDLX

(750 5FH./QALY Bt 1,125 FMH. QALY ki)
[J 750 FM./QALY LIt 1,000 5FH. QALY ki
(1,125 FM./QALY LIk 1,500 5MH.~ QALY %)
[J 1,000 FM. QALY kLt
(1,500 FM./QALY L)
O BERARZE (HBLNEEY) . ADBEEANEM
D1t ( )

i
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ZDRSIH|EL -
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BEARDWOER. AVR)Y AATIIEA2R)Y F35)LF2 U300 [TxL
T.RFEFUMNTBETH 1=, SHI2, —REBREAITRUEERMNEREST
DIE-EETHL—BELTAUR)Y /1aTIDERMNDEDZLUEIIFREFINT
L\%T:&)o

B&EE&:ICER: Incremental cost-effectiveness ratio. QALY: Quality Adjusted Life Year.

R 5-12: SFEROBR SHREH (c)

f&l

PR ERER 2 BBERBEEDSL, HMA VR UEEDAEENAHIEE
Eb Bt BR 3 Al AR FZ)LF> U300
ICER DA #(E B EFE0MRE O BENAVRELLE

O KFs5ub

O $HEHLARZF. hDOERAHLHEIE

O MELARZE. MOERISEZE

B 200 5. 7QALY ki

0 200 AM.~ QALY LIk 500 BM.~ QALY ki

_ (200 BFA. QALY Ll E 750 BM.“QALY *i#)

ICER DR SHE [0 500 AM.”QALY Lk 750 5.~ QALY k&
RERLENLEZ DR Q Q '

(750 FMH.QALY LLE 1,125 FM. QALY ki)
[J 750 FM./QALY LIt 1,000 5. QALY %%
(1,125 M./ QALY LLE 1,500 M.~ QALY i)
[J 1,000 5M.QALY Lk
(1,500 /5.~ QALY LLt)
O $HENFRE (HBLIEBY)  hOBENEM
ZT DAt ( )

ZDRSITH|EL -
==

HEARPFOHEER.ICER £ 1,670,627 FA/QALY THot=, SHIZ. —RTT
BREMBUOERMNRESTORERTE—BELTIVARYY /12TI/0E
A ROZ LU HEFREEFIN TS0,

B&:&:ICER: Incremental cost-effectiveness ratio. QALY: Quality Adjusted Life Year.

# 5-13: SFEROMBR SR ER (d)

T RREM

2 BIBERREEDSD, - BMAVR) VEREDBRERNHIESE
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Lo gt BR S 1l

AR FS5ILF U300 + BinA R S

ICER OE#(E B EF0RE O BENVELLB
O K=ok
O hEAREZE. hOERHLHIE
O HEARZE. M OERLRE
O 200 AM.QALY Xi&
0 200 AM. QALY LIk 500 M.~ QALY k&
_ (200 FA./QALY LIt 750 FH.QALY ki)
ICER MR 3 AR
o _ 0 500 5M.~QALY LIt 750 5.~ QALY kil
AEtEWLWCEZDLX

i

(750 5. QALY Bt 1,125 FFH. QALY ki)
[J 750 FM./QALY LIt 1,000 FFH. QALY ki
(1,125 FM./QALY LLE 1,500 5MH.~ QALY %)
[J 1,000 FM. QALY kLt
(1,500 FM./QALY Ll L)
B HEHNRE (HAHWLILEY) . hDOERAHIEMN
D1t ( )

ZDRSITH|EL 1=
==

NMA DFERLYAVR) Y 4 aATF0IFAV AR 55)LE U300 2B
BAE RN EWNETRESNT, 2. BERAR/MESTOHKRA R 40T
HlEAR)Y F)LFL U300 KYEREMTHERENT-,

§&:. ICER: Incremental cost-effectiveness ratio, NMA: Network meta-analysis.
QALY: Quality Adjusted Life Year.

5.1.5 [[RABREDEH [BZRAUTHEADH]

ARSI TIE PAHREH (Q)ITOVTIET I LN LEEMBEMELERTE S EHHSh,
ERARSDROSMIIRELENEGSTCEMD, AHREER (b) . () KRUV(d) DOIEEHA

BROEHERFIL

AR AATVIEAVR)BBEOLGWVEE BB UYE R EiE-EmM
AVRYVEEDUYEZ L EROUNYBEZDOEIRBATFET S, £ OIYBRICELTET
RTOBENRRELGDIDITTIILEL TRETFSUADHE. EEBR. B, BEEFICIEL
THRELGVYBZDBRMIZERINA TS, 20O, LT T 2L ETEEEEZES
95T TR, LRUYBADEREMIERBROEAICKBRTELGL,

ZD=8H. BERFTEETIE. AVR)Y AATVICEATEHNYEZDREFLIETSEMEL
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w s R).

Blz>55 12y 1a7oounsgBLrHLER e cho1-. 20S5sEENELN
- e 5EE 1 AARIZSELEAVRYY 413T90REFD 2 BERFEEEDHR.
YUBEZEAORRIcETIEMIcEEE S R 0B Lot BRI EHIT—FT
25 e ERICLzA Ry 12T OEFREALLBERAE58.0%! THY. HiEA
DRNUMBAVA) Y AATIPADYYEZ (X 30.8%2 THot=, 1=, EHE-BMAR)Y
BEICBITBAEERAVR)UMNAVRA) Y AATI~NDEYVEZIL 11.2%3 THo1=,
CNODBEBNEESMHAZER (b) ENWHEER (). SHHAZER (d) DEIEGELT
ERALE, S AERDEAER 5-14 [TFT,

I 1 BOMBERTENMDAVRA)VHREAE 1 BIR5 0D GLP-1 RRAKESRITHHF
PoDAVRA)VHRBA EYREBDHIZHT IRV FHREADEE

F 20 BRAVR)FENODYIVER ., FHE AR RAE GLP-1 RBEREBRDES
ENCDUIYEZ

F 3 BIEAVRUYVEEICE T HERA VRV HEIDYIYEZ

K 5-14: HERABERDEH

i3 EffFEEICKS
H&g*E ICER )
AR LR Hd (F1/QALY) RERYE | TEHLUM@ESE
(B) REx
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VRVUBREDRERN | TILFY
TONEE U300
(c) | 2 BUBERIRBZEDS>L . & 1,670,627 1.25 30.8%
BAUR)EEDRE
BEhHdEE
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4% EMMAEIZLD
HE xR ICER

ST RER ARFRYM | THEHL M
Bl (F1/QALY) )
(8) AR

) E
I
At - - - 100%

ICER: Incremental cost-effectiveness ratio, QALY: Quality adjusted life year.

5.1.6 liHED5IELIT [ZRUTIIEADH]

(1) @3 EIFOEFH~DZEY
AEIEHER (b) RU () [THBWTEHE S| EIFOFRBICHRAT SO ULTIZEHERT,

(1-1) SirxdREH (b)

AF ORI ERER (D) IERMEEDREEIZOVTIITRESNS, FEFU LD RBIZEITS
fit&5IZE EIFDOEHICERET S,
&SI LIFDEE (TEMEEOEEICOVTIFR 13.2(1) 1 1)

AR RICEVNT. RO (D) RT( D)W hiZbzHddmE 1.5

(=) R B ORI LLE S BEM I LIEMEIRFTHS L
M ARBIF ROV ATITAYILE 1—ZR<EERFABRICLYRSATINSIE,
(=) MR mEDEBEEREN LB BEMEZEL(RLGDHL,
FH(—)~DRAH:

ONWARDS 3 iRER[E. 1RV ABEDLE L 2 HERBEEETRELIAVR) U EBRGE
RFABREDHATTOAURIY 42778 1 ABRERVAVR)Y TILTYV1H1H
BREDHEMMRUVREMEDORAZLRRFALIHBRTHS.

FEFHIEE THS HbAlc DR—RSAUH5 26 BETOEILEIZEWNT. ATV T-
1.6% (-17.2mmol/mol), T4 LT 58 T-1.4% (-14.9mmol/mol)THY . 1R A
AFIDAVR)Y FHILTFIIZHTBEL M (P<0.0001) RUEHMM (P<0.002) AR
Eht=, (ETD, -0.2%; 95% CI, -0.3 - -0.1)

L&Y, REIOHREN LB BRI LIBME IR FTHAH LA, BRRARICKYRS
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nTWS. EWVZ 5,

EH (D) ~DEZLHE:

AHF B 1BORTRETERAVRAVVBEEZ 1 BEIH->TREICHTET HLEH
MELTHRZEEIN- AN RBRMFRTOHRDIRI 7O THY . AV RYVHF|T
FHADDE 1 ERAITHS,

WERFARODIELGEHMIT. BRBEHEERAICIHC=OICMBEELZEREILT S, HHLE
ERBIGEDTHIETHD EEMLGIHEEFEECREERFFR(ADA)ZEL)ITLDE,
HbAlc ' 7%RETHNITMIE IR DAV BRIFESN TS, HRIREFICHTHROE
B HHE R UH/NILE & BHE D RIECETDIRIZER T H1-DIZ1E. &L HbAlc fEZEHF
FTRIENBOHTEETHS [85] BIFICIX. 2 BMERFEERY 1 HHERFEENZDERZ
EEZERTIDEHLL AVRYEBANDTRETIVANT R CTEHZEEZZERL TULRLEE
RIFBENEARDE 3 0D 1(2FT S [26, 85-88], [V RUVEBBADTRET SV ANDFE
EN HbAlc ETNEELRFHRFTHAZENREIN TS, THBMBET RO AV ENEDS
NEWERIZIE, BIRFLDEMERUVHFER BROM/ NN NESHERVRKNESHEEZ
21)DYRINEE S, Diabetes Control and Complications Trial Tlk, MFE<T R A+
D58IEIZEY 35~70% LU LDBERBEEICEVWTHERFBIRE RO BENTREZET).
HERFEBERUVERFEHEESORERVETEDRMICESELENTELIEMN RSN
1= [89]. EHDARENHDICEANDLT  BLDEFICEVLTHMEIRD AV D REL
(FIKARELTHETHD

ERAVR)VEBREVELTDMRABETIE ERAOR)EERDEIENKEL, AR
AEEFICEHLTHRAGEENDETHAEICMAT, MBEIRDAV N HIFT EH-DICE
BELSZLDEFEITOIDLENH D ERAVR)ODATREFD 2 HERBEETE., &
%.18 1EUEDIHVBETH f=. ERE-EMA RV FETHERDD 2 HBERREE
XiF 1 BEERFEETE O EHEREIESOHITEZ. 1 B 4 @AUEEGDH(ERAVRY0E 1|
ULRUVEMAAY % 3 ELLE) HEENADESEMARIL, 2 BRERRBIZEITE1
DAY BADEELGHATREMEAHY . BECEMDRELLOTNNS [26], AEI<HT51E
EGRBIIBRTFETSVADETLERKNEZFOTRR., HFEEE. ABRRDEM, ETHE,
BDRNAFNVESIESRITAREMELNHIN, FHEHAZ NSV RYVAEDEERIZEST,
MFEIRCAEAFRTHBICEMNDLT ARV BANENSZEMN DL [90,
91],
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D=, FUBEINDHMERDOBVERFARISITETUAYNATA AN =Z—ZADEFET S,
B 1 EOHREGETHNIETERA R OFFEHIEDEES 1 F/RIC 365 BALH 52 (S
W, BUGMBEBIRANERDOICEFDLETRETSVRANRETHY. B 1 BIOER
AR UIEZLDEFEPEMD=—XITiR>1AEEICEY 55,

AENE. AR VEFITHHTODE 1 BAFRE5HAITHS.
B1EORTRETERA AV VBEEE 1 BREICHE>TREICHIE I HIELEEZBAMELT
FRShi=. ERAARBRBFER T OTFHROARIT7FOT THS.
FHEINTFREBREEHBRESTAENSLEENFTHY. FRFRIEOEFIZEVNTIE, it
DERAR VBB LA R TREZROFHEHGREDES XMW /YR 43T
DX BHOKBLERIE. EICTLITIVEDBATHYLGMNSAIFEHLEREEICESEDTH S,
CHITEY BERHICTFETHEIAV R (ATI/DFBAENBRILERVEEI /-
AURRIKICHEEN, ZIOORHRMN DBERICTHEEING, . 1VRYY 42TIDORT
FRERIZEITS 3 BOTI/BOBERIE. D FORERESDH . (VR VRBREOHESE
TRUVITSVADETIZHEEL. EDER. FRBOEREL=5T,
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DTHOT. EBREDERAOR) VHBNELRLTEFERZE R LT &KLY, BEDEE
AERL. BEOTFETIVANM LT S ETHRERELTHRRMEIREZRE T S ENHAFE
3 [64, 92], AFIDEKRHRT, AFKRER 1 BREICHI>TERMN R S TR
Sh, BR#£RE I HEBROBESE,NS 2 RERFBEERY 1 RERBEETNTNICES
(FEEEMNRENT=,

AEDBEEBREELICTEITAHEBREBRICEVTH, RO KSLEFHELN TSN TINS,

MERREIGLE T TS DONT AV AV VRZICEVWTESE#RDORBDIC K5 aRAEOER
AEFSNDIEND B 1 BREDAVRYVEAIL, 1 BBERBFBEEZED., 1VRA)UE
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ULDIEEREMIZER T D& AFRIDOBEHMMN DOF-EREFICEY ., METRDAY
FOREDE-OREFFLEFEN-BA 1 EREA VR OHFLERF LA T, AFI OB/
AHFFERABEMESCREDA RV HEIEELIERS, ELVDTENTES,

(1-2) SHrxgEM (c)
AFID A HFRER (o) (FTEMEEDEEIZDNTIITRENSICER A1200 HH/QALY
KmDMBITHTAMESIELEITORBICHAET S,

&5 LFOEHE (TEMEEDOELEIZDONTI, BlE 13.2(1)Q7 i)

ICER A% 200 BH/QALY REDME THHOT. MR AERRICEVT,. RO (—) RY
(D)DOVFhIZEEZETHED 1.25

(=) HRMEBITRDAIEMBR UV RATIFVILE 2 —EBR<EGRIAR

BLROVWTNICHEZEETIHIE,

(7) HRamEIROIFROERAEIZET H5m XA, impactfactor

( Clarivate analytics #t®“ InCites JournalCitation Reports”IZ&VYiR

HEN TS impact factor #UL\5, ) DFHIE (LR XD ZFE R ILHH I

HEANSBESFERMDTHME)A 15.0 THALFMEICRAER/XELTZHE

SINTWAIE, L MO EHEET R THEIZTEDD, limpact factor A

15.0 ZBABIEVOIFHITOVT REBEOFHFICKYE-TEHE
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ONWARDS?2 #HER (&, ERAVR) U TEHEEFRD. BRAZEUHA 2 BERFEEEZHR
ELT= AV R VEBRCERFAREOHA FEHATTOXRRDHRRUVREMRE(VRY)
Y TUNTOELBLI-ARIDE 3 HERHBRTHS. FHBROBERABIITIUTTHS,

Philis-Tsimikas A et al. Lancet Diabetes Endocrinol 2023;11(6):414-425

B & THH The Lancet Diabetes & Endocrinology @ InCites JournalCitation
Reports [ZHITBA /89007945 — (2025 F 8 ArmiER) L 41.8 TH 5,
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& FHZEIZ £ 55| LIFEE(ICER200 M. QALY KEDHE) CDOLTIE, LT O LERATE
HHNTNS,

M FAREICKSF| LIFEED LR (TEREZEEDEEIZOVTI. AIEK 13.2(1)QD)
@7 i DIFEIZHENT, MEFARICKD51E LIFEEITOLTIE.

. A& SR B BT D& D 5%% LEISEEE, D
. DIHREFD ICER A 200 BH/QALY LITELSHER

AF DR ITHREM (O 12H T 5 MR AEZRDOMIEE, 2,097 ATH->T, 5| LIFEEF 16 A
(= 2097 — 2081) CEEFAEADMIED 0.8%I[=HT-5 L. MEAZERMDMED
5%%Z TE>TL S,

F-. ERFARRDOMEETHS 2,097 HEAVWTHOTHIRERER c [TEITHERXMER
ZaML=&CA ICER 1% 1,861,816 F.7QALY &2l 200 A ~QALY = FE>1=,

&Ko T, fHEFABEZDOMIETHS 2,097 AlE, LD 2 DOLROVTIIZELZREET . B
REERBRDMIBETHD. ELVA D,

5.2 PHNER CEERBRREZSOES [ZHTIBEDH]5.3 TOHMOSH [Z=

205



THEEDH]
ZLLiL

206



6. BRAWADT—4

FERLEYIRY7

N—o3y

T71IL%

REAT4T

Microsoft Excel

Office 365

NNPL_Icodec_H#ixt&&EMH
(b)_20250808_v1.0

NNPL_Icodec_##rxtg&EM
(b)_20250808_v1.0_PSA

NNPL_Icodec_##rxtg&EM
(c)_20250808_v1.0

NNPL_Icodec_H#ixtg&EMH
(c)_20250808_v1.0_PSA

NNPL_Icodec_##rxt&&EM
(b)_20250808 v1.0

BEFA—I

207




7. S s il

ZuEL

208



8. BEXHE

1.

Russell-Jones D, Babazono T, Cailleteau R, Engberg S, Irace C, Kjaersgaard
MIS, et al. Once-weekly insulin icodec versus once-daily insulin degludec as
part of a basal-bolus regimen in individuals with type 1 diabetes (ONWARDS
6): a phase 3a, randomised, open-label, treat-to-target trial. The Lancet.
2023;402(10413):1636-47.

Russell-Jones D, Babazono T, Cailleteau R, Engberg S, Irace C, Kjaersgaard
M, et al. Efficacy and Safety of Once-Weekly Insulin Icodec Versus Once-
Daily Insulin Degludec in Type 1 Diabetes: Onwards 6. Canadian journal of
diabetes. 2023;Vo0l.47(7):599-S100p.

Russell-Jones D, Babazono T, Cailleteau R, Engberg S, Irace C, Kjaersgaard
MIS, et al. Efficacy and safety of once-weekly insulin icodec versus oncedaily
insulin degludec in type 1 diabetes: ONWARDS 6. Diabetologia. 2023;66:57-
S8.

Russell-Jones D, Babazono T, Cailleteau R, Engberg S, Irace C, Kjaersgaard
M, et al. EFFICACY AND SAFETY OF ONCE-WEEKLY INSULIN ICODEC
VERSUS ONCE-DAILY INSULIN DEGLUDEC IN TYPE 1 DIABETES: ONWARDS
6. Canadian Journal of Cardiology. 2023;39(10):5128-S9.

Lingvay I, Asong M, Desouza C, Gourdy P, Kar S, Vianna A, et al. Once-
Weekly Insulin Icodec vs Once-Daily Insulin Degludec in Adults With Insulin-
Naive Type 2 Diabetes: The ONWARDS 3 Randomized Clinical Trial. JAMA.
2023;330(3):228-37.

Bajaj HS, Asbjornsdottir B, Bari TJ, Begtrup K, Vilsboll T, Rosenstock J.
Once-weekly insulin icodec compared with daily basal insulin analogues in
type 2 diabetes: Participant-level meta-analysis of the ONWARDS 1-5 trials.
Diabetes, Obesity and Metabolism. 2024;26(9):3810-20.

Li Y, Kar S, Li C, Liu M, Luan Z, Yuan G, et al. Once-Weekly Insulin Icodec
Versus Once-Daily Insulin Degludec in Insulin-Naive Chinese Participants
with Type 2 Diabetes: A Post Hoc Analysis of ONWARDS 3. Diabetes Therapy
Research, Treatment and Education of Diabetes and Related Disorders.
2025;16(4):685-99.

Belal H, Gandhi GY. In T2DM uncontrolled with noninsulin glucose-lowering
agents, weekly icodec reduced HbA1lc vs. daily degludec at 26 wk. Annals of
internal medicine. 2023;Vo0l.176(10):JC112p.

Lingvay I, Asong M, Desouza C, Gourdy P, Kar S, Vianna A, et al. Better

209



10.

11.

12.

13.

14.

15.

16.

17.

glycaemic control with once-weekly insulin icodec versus once-daily insulin
degludec in adults with insulin-na&iuml;ve type 2 diabetes (ONWARDS 3).
Diabetologia. 2023;66:2023-10.

Lingvay I, Asong M, Desouza C, Goldenberg R, Gourdy P, Kar S, et al.
BETTER GLYCEMIC MANAGEMENT WITH ONCE-WEEKLY INSULIN ICODEC
VERSUS ONCE-DAILY INSULIN DEGLUDEC IN INSULIN-NA&Iuml;VE TYPE 2
DIABETES (ONWARDS 3). Canadian journal of diabetes.
2023;V0l.47(7):S117p.

Lingvay I, Asong M, Desouza C, Gourdy P, Kar S, Vianna AG, et al. Better
Glycemic Control with Once-Weekly Insulin Icodec vs. Once-Daily Insulin
Degludec in Insulin-Na&iuml;ve Type 2 Diabetes (ONWARDS 3). Diabetes.
2023;72:2023-06.

Lingvay I, Asong M, Desouza C, Goldenberg R, Gourdy P, Kar S, et al.
BETTER GLYCEMIC MANAGEMENT WITH ONCE-WEEKLY INSULIN ICODEC
VERSUS ONCE-DAILY INSULIN DEGLUDEC IN INSULIN-NA&#xcf;VE TYPE 2
DIABETES (ONWARDS 3). Canadian Journal of Cardiology.
2023;39(10):5147-S8.

Philis-Tsimikas A, Asong M, Franek E, Jia T, Rosenstock J, Stachlewska K, et
al. Switching to once-weekly insulin icodec versus once-daily insulin
degludec in individuals with basal insulin-treated type 2 diabetes (ONWARDS
2): a phase 3a, randomised, open label, multicentre, treat-to-target trial.
The Lancet Diabetes & Endocrinology. 2023;11(6):414-25.

Watada H, Asbjornsdottir B, Nishida T, Nishimura R, Yamamoto Y, Yamauchi
T, et al. Efficacy and safety of once-weekly insulin icodec versus once-daily
basal insulin in Japanese individuals with type 2 diabetes: A subgroup
analysis of the ONWARDS 1, 2 and 4 trials. Diabetes, Obesity and
Metabolism. 2024;26(12):5882-95.

Correction to Lancet Diabetes Endocrinol 2023; 11: 414-25. Lancet Diabetes
Endocrinol. 2023;11(7):e9.

REERZZFIEAR L 2—. PRUSRERERBERICETHEAXNNRFTED 5
MHARS42 2024 FERR. 2024.

Mathieu C, Asbjérnsdéttir B, Bajaj HS, Lane W, Matos ALS, Murthy S, et al.
Switching to once-weekly insulin icodec versus once-daily insulin glargine
U100 in individuals with basal-bolus insulin-treated type 2 diabetes

(ONWARDS 4): a phase 3a, randomised, open-label, multicentre, treat-to-

210



18.

19.

20.

21.

22.

23.

24.

25.

26.

27.

target, non-inferiority trial. The Lancet. 2023;401(10392):1929-40.

Riddle MC, Bolli GB, Ziemen M, Muehlen-Bartmer I, Bizet F, Home PD. New
insulin glargine 300 units/mL versus glargine 100 units/mL in people with
type 2 diabetes using basal and mealtime insulin: glucose control and
hypoglycemia in a 6-month randomized controlled trial (EDITION 1).
Diabetes care. 2014;37(10):2755-62.

Eastman RC, Javitt JC, Herman WH, Dasbach EJ, Copley-Merriman C, Maier
W, et al. Model of complications of NIDDM. II. Analysis of the health benefits
and cost-effectiveness of treating NIDDM with the goal of normoglycemia.
Diabetes Care. 1997;20(5):735-44.

Eastman RC, Javitt JC, Herman WH, Dasbach EJ, Zbrozek AS, Dong F, et al.
Model of complications of NIDDM. I. Model construction and assumptions.
Diabetes Care. 1997;20(5):725-34.

Clarke PM, Gray AM, Briggs A, Farmer AJ, Fenn P, Stevens RJ, et al. A model
to estimate the lifetime health outcomes of patients with type 2 diabetes:
the United Kingdom Prospective Diabetes Study (UKPDS) Outcomes Model
(UKPDS no. 68). Diabetologia. 2004;47(10):1747-59.

Tanaka S, Langer J, Morton T, Hoskins N, Wilkinson L, Tanaka-Mizuno S, et
al. Developing a health economic model for Asians with type 2 diabetes
based on the Japan Diabetes Complications Study and the Japanese Elderly
Diabetes Intervention Trial. BMJ Open Diabetes Res Care. 2021;9(1).
Takahara M, Katakami N, Shiraiwa T, Abe K, Ayame H, Ishimaru Y, et al.
Evaluation of health utility values for diabetic complications, treatment
regimens, glycemic control and other subjective symptoms in diabetic
patients using the EQ-5D-5L. Acta Diabetol. 2019;56(3):309-19.
BARA—Z04))— 8 HXEtt. T2 OvORTE(FIVE/NAFR)ICET 5E Axtsh R
2023. https://c2h.niph.go.jp/results/C2H2212/C2H2212 Company.pdf.

Hosomura N, Malmasi S, Timerman D, Lei V], Zhang H, Chang L, et al.

Decline of insulin therapy and delays in insulin initiation in people with
uncontrolled diabetes mellitus. Diabet Med. 2017;34(11):1599-602.

Peyrot M, Barnett AH, Meneghini LF, Schumm-Draeger PM. Insulin adherence
behaviours and barriers in the multinational Global Attitudes of Patients and
Physicians in Insulin Therapy study. Diabet Med. 2012;29(5):682-9.
Matsuhisa M, Koyama M, Cheng X, Takahashi Y, Riddle MC, Bolli GB, et al.

New insulin glargine 300 U/ml versus glargine 100 U/ml in Japanese adults

211


https://c2h.niph.go.jp/results/C2H2212/C2H2212_Company.pdf

28.

29.

30.

31.

32.

33.

34.

35.

with type 1 diabetes using basal and mealtime insulin: glucose control and
hypoglycaemia in a randomized controlled trial (EDITION JP 1). Diabetes,
Obesity and Metabolism. 2016;18(4):375-83.

Ratner RE, Gough SCL, Mathieu C, Del Prato S, Bode B, Mersebach H, et al.
Hypoglycaemia risk with insulin degludec compared with insulin glargine in
type 2 and type 1 diabetes: a pre-planned meta-analysis of phase 3 trials.
Diabetes, Obesity and Metabolism. 2013;15(2):175-84.

Terauchi Y, Koyama M, Cheng X, Takahashi Y, Riddle MC, Bolli GB, et al. New
insulin glargine 300 U/ml versus glargine 100 U/ml in Japanese people with
type 2 diabetes using basal insulin and oral antihyperglycaemic drugs:
glucose control and hypoglycaemia in a randomized controlled trial (EDITION
JP 2). Diabetes, Obesity and Metabolism. 2016;18(4):366-74.

Sterne JAC, Savovic ], Page MJ, Elbers RG, Blencowe NS, Boutron I, et al.
RoB 2: a revised tool for assessing risk of bias in randomised trials. Bm)j.
2019;366:14898.

Rosenstock ], Bain SC, Gowda A, Jodar E, Liang B, Lingvay I, et al. Weekly
Icodec versus Daily Glargine U100 in Type 2 Diabetes without Previous
Insulin. New England Journal of Medicine. 2023;389(4):297-308.

Mathieu C, Asbjbrnsdéttir B, Bajaj HS, Lane W, Matos ALSA, Murthy S, et al.
Switching to once-weekly insulin icodec versus once-daily insulin glargine
U100 in individuals with basal-bolus insulin-treated type 2 diabetes
(ONWARDS 4): a phase 3a, randomised, open-label, multicentre, treat-to-
target, non-inferiority trial. The Lancet. 2023;401(10392):1929-40.

Bajaj HS, Aberle ], Davies M, Donatsky AM, Frederiksen M, Yavuz DG, et al.
Once-Weekly Insulin Icodec With Dosing Guide App Versus Once-Daily Basal
Insulin Analogues in Insulin-Naive Type 2 Diabetes (ONWARDS 5) : A
Randomized Trial. Ann Intern Med. 2023;176(11):1476-85.

Fulcher GR, Christiansen ]S, Bantwal G, Polaszewska-Muszynska M,
Mersebach H, Andersen TH, et al. Comparison of insulin degludec/insulin
aspart and biphasic insulin aspart 30 in uncontrolled, insulin-treated type 2
diabetes: a phase 3a, randomized, treat-to-target trial. Diabetes Care.
2014;37(8):2084-90.

Fulcher G, Mehta R, Fita EG, Ekelund M, Bain SC. Efficacy and Safety of
IDegAsp Versus BIAsp 30, Both Twice Daily, in Elderly Patients with Type 2
Diabetes: Post Hoc Analysis of Two Phase 3 Randomized Controlled BOOST

212



36.

37.

38.

39.

40.

41.

42,

43.

44,

Trials. Diabetes Ther. 2019;10(1):107-18.

National Library of Medicine. Comparison of NN5401 With Biphasic Insulin
Aspart 30 in Type 2 Diabetes (BOOST™) 2018.
https://clinicaltrials.gov/study/NCT01009580.

Yang W, Ma J, Hong T, Liu M, Miao H, Peng Y, et al. Efficacy and safety of

insulin degludec/insulin aspart versus biphasic insulin aspart 30 in Chinese
adults with type 2 diabetes: a phase III, open-label, 2: 1 randomized, treat-
to-target trial. Diabetes, Obesity and Metabolism. 2019;21(7):1652-60.
National Library of Medicine. Comparing Efficacy and Safety of Insulin
Degludec/Insulin Aspart and BIAsp 30 in Subjects With Type 2 Diabetes
(BOOST) 2019. https://clinicaltrials.gov/study/NCT02762578.

Kaneko S, Chow F, Choi DS, Taneda S, Hirao K, Park Y, et al. Insulin

degludec/insulin aspart versus biphasic insulin aspart 30 in Asian patients
with type 2 diabetes inadequately controlled on basal or pre-/self-mixed
insulin: a 26-week, randomised, treat-to-target trial. Diabetes Research and
Clinical Practice. 2015;107(1):139-47.

National Library of Medicine. A Pan Asian Trial Comparing Efficacy and Safety
of NN5401 and Biphasic Insulin Aspart 30 in Type 2 Diabetes (BOOST™)
2018. https://clinicaltrials.gov/study/NCT01059812.

Taneda S, Hyllested-Winge J, Gall MA, Kaneko S, Hirao K. Insulin

degludec/insulin aspart versus biphasic insulin aspart 30 twice daily in
insulin-experienced Japanese subjects with uncontrolled type 2 diabetes:
Subgroup analysis of a Pan-Asian, treat-to-target Phase 3 Trial. J Diabetes.
2017;9(3):243-7.

National Library of Medicine. Comparison of a New Formulation of Insulin
Glargine With Lantus in Patients With Type 2 Diabetes Mellitus on Basal Plus
Mealtime Insulin (EDITION I) 2022.
https://clinicaltrials.gov/study/NCT01499082.

Riddle MC, Bolli GB, Home PD, Bergenstal RM, Ziemen M, Muehlen-Bartmer

I, et al. Efficacy and Safety of Flexible Versus Fixed Dosing Intervals of
Insulin Glargine 300 U/mL in People with Type 2 Diabetes. Diabetes Technol
Ther. 2016;18(4):252-7.

Riddle MC, Yki-Jarvinen H, Bolli GB, Ziemen M, Muehlen-Bartmer I, Cissokho
S, et al. One-year sustained glycaemic control and less hypoglycaemia with

new insulin glargine 300 U/ml compared with 100 U/ml in people with type 2

213


https://clinicaltrials.gov/study/NCT01009580
https://clinicaltrials.gov/study/NCT02762578
https://clinicaltrials.gov/study/NCT01059812
https://clinicaltrials.gov/study/NCT01499082

45.

46.

47.

48.

49,

50.

51.

52.

diabetes using basal plus meal-time insulin: the EDITION 1 12-month
randomized trial, including 6-month extension. Diabetes Obes Metab.
2015;17(9):835-42.

Roussel R, d'Emden MC, Fisher M, Ampudia-Blasco FJ, Stella P, Bizet F, et al.
Glycaemic control and hypoglycaemia in people with type 2 diabetes
switching from twice-daily basal insulin to once-daily insulin glargine 300
U/mL or insulin glargine 100 U/mL (EDITION 1 and EDITION 2 subgroup
analysis). Diabetes Obes Metab. 2018;20(2):448-52.

Aso Y, Takada Y, Tomotsune K, Chiba Y, Matsumura M, Jojima T, et al.
Comparison of insulin degludec (IDeg)/insulin Aspart (IAsp) co-formulation
therapy twice-daily with free combination of GLP-1 receptor agonist
liraglutide plus insulin degludec in Tochigi: IDEAL trial. International journal
of clinical practice. 2021;75(4):e13734.

ASO Y, JOJIMA T, SAKURAI S, IIJIMA T, TOMARU T, USUI I. 2186-PUB:
Comparison of Insulin Degludec (IDeg)/Insulin Aspart (IAsp) Coformulation
Therapy Twice Daily with Free Combination of GLP-1 Receptor Agonist
Liraglutide plus Insulin Degludec in Tochigi: IDEAL Trial. Diabetes.
2020;69(Supplement_1).

Aso Y SM, Jojima T, Iijima T, Tomaru T, Usui I. Comparison of insulin
degludec/insulin aspart co-formulation therapy twice-daily with free
combination of liraglutide plus IDeg. DIABETOLOGIA. 2020;63(1):S333-54.
Belal H, Gandhi GY. In uncontrolled T2DM treated with a basal-bolus insulin
regimen, weekly icodec was noninferior to daily glargine for HbAlc at 26 wk.
Annals of internal medicine. 2023;Vo0l.176(8):1JC94p.

Mathieu C BH, Lane W, Matos AL, Murthy S, Stachlewska K, Rosenstock J.
DTM 2022 Abstracts. Journal of Diabetes Science and Technology.
2023;17(2):533-5.

Nicola B, Mathieu C, Asbjornsdottir B, Bajaj HS, Lane W, Murthy S, et al.
Once-Weekly Insulin Icodec vs Once-Daily Insulin Glargine U100 in
Combination with Bolus Insulin in Individuals with Type 2 Diabetes on Basal-
Bolus Regimens (ONWARDS 4). Diabetologie und stoffwechsel.
2023;18:2023-05.

Rodriguez P, Breslaw N, Xiao H, Bena J, Jenkins K, Isaacs D, et al. De-
intensification of basal-bolus therapy by replacing prandial insulin with once-

weekly subcutaneous semaglutide in individuals with well-controlled type 2

214



53.

54.

55.

56.

57.

58.

59.

60.

diabetes: A single-centre, open-label randomised trial (TRANSITION-T2D).
Diabetes, Obesity and Metabolism. 2025;27(2):642-51.

Dias S WN, Sutton AJ, Ades AE. NICE DSU Technical Support Document 2: A
Generalised Linear Modelling Framework for Pairwise and Network Meta-
Analysis of Randomised Controlled Trials. National Institute for Health and
Clinical Excellence; 2011. p. 98.

Riddle MC, Bolli GB, Ziemen M, Muehlen-Bartmer I, Bizet F, Home PD. New
insulin glargine 300 units/mL versus glargine 100 units/mL in people with
type 2 diabetes using basal and mealtime insulin: glucose control and
hypoglycemia in a 6-month randomized controlled trial (EDITION 1).
Diabetes Care. 2014;37(10):2755-62.

Bagust A, Hopkinson PK, Maier W, Currie CJ. An economic model of the long-
term health care burden of Type II diabetes. Diabetologia.
2001;44(12):2140-55.

Tanaka S, Tanaka S, Iimuro S, Yamashita H, Katayama S, Akanuma Y, et al.
Predicting macro- and microvascular complications in type 2 diabetes: the
Japan Diabetes Complications Study/the Japanese Elderly Diabetes
Intervention Trial risk engine. Diabetes Care. 2013;36(5):1193-9.

Sone H, Tanaka S, Tanaka S, Iimuro S, Oida K, Yamasaki Y, et al. Serum
level of triglycerides is a potent risk factor comparable to LDL cholesterol for
coronary heart disease in Japanese patients with type 2 diabetes:
subanalysis of the Japan Diabetes Complications Study (JDCS). ] Clin
Endocrinol Metab. 2011;96(11):3448-56.

Ampudia-Blasco FJ], Rossetti P, Ascaso JF. Basal Plus Basal-Bolus Approach in
Type 2 Diabetes. Diabetes Technology & Therapeutics. 2011;13(S1):S-75-S-
83.

BABRRER. BRBZEAIRSM42 2024. BRBERKRFESR, editor: BILE;
2024.

Davis HA SE, Cryer PE, et al. Hypoglycemia During Therapy of Diabetes.
[Updated 2024 Jul 7] 2024. Feingold KR, Ahmed SF, Anawalt B, et al.,

editors. Endotext [Internet]

South Dartmouth (MA): MDText.com, Inc.; 2000-. Table 1. [Classification of

Hypoglycemia in Diabetes ()]].
https://www.ncbi.nlm.nih.gov/books/NBK279100/table/hypoglycm-thrpy-

diab.T.classification of/.

215


https://www.ncbi.nlm.nih.gov/books/NBK279100/table/hypoglycm-thrpy-diab.T.classification_of/
https://www.ncbi.nlm.nih.gov/books/NBK279100/table/hypoglycm-thrpy-diab.T.classification_of/

61.

62.

63.

64.

65.

66.

67.

68.

69.

70.

71.

Evans M, Khunti K, Mamdani M, Galbo-Jgrgensen CB, Gundgaard J, Bggelund
M, et al. Health-related quality of life associated with daytime and nocturnal
hypoglycaemic events: a time trade-off survey in five countries. Health and
Quality of Life Outcomes. 2013;11(1):90.

Hayes AJ, Leal J, Gray AM, Holman RR, Clarke PM. UKPDS outcomes model
2: a new version of a model to simulate lifetime health outcomes of patients
with type 2 diabetes mellitus using data from the 30 year United Kingdom
Prospective Diabetes Study: UKPDS 82. Diabetologia. 2013;56(9):1925-33.
=ik 5h, =48 O, EK B, T B, BR b, A &, et al. BRFRIEEDHR
REBREFORET. BARREEREEFRE. 2019;4:1-4,

Polonsky WH, Fisher L, Hessler D, Bruhn D, Best JH. Patient perspectives on
once-weekly medications for diabetes. Diabetes, Obesity and Metabolism.
2011;13(2):144-9.

Bellary S, Barnett AH. Insulin icodec: evolution or revolution in diabetes
therapy? The Lancet Diabetes & Endocrinology. 2023;11(6):379-80.

Chong K, Chang JK-J, Chuang L-M. Recent advances in the treatment of type
2 diabetes mellitus using new drug therapies. The Kaohsiung Journal of
Medical Sciences. 2024;40(3):212-20.

Polonsky W, Benamar M, Carstensen L, Davies M, Meller Donatsky A, Franek
E, et al. Improved treatment satisfaction with once-weekly insulin icodec
compared with once-daily basal insulin in individuals with type 2 diabetes:
An analysis of patient-reported outcomes and participant interviews from
ONWARDS 2 and 5 and a physician survey from ONWARDS 1. Diabetes Res
Clin Pract. 2024;217:111885.

Valentine W, Norrbacka K, Boye KS. Evaluating the Impact of Therapy on
Quality of Life in Type 2 Diabetes: A Literature Review of Utilities Associated
with Treatment-Related Attributes. Patient Relat Outcome Meas.
2022;13:97-111.

Boye KS, Matza LS, Walter KN, Van Brunt K, Palsgrove AC, Tynan A. Utilities
and disutilities for attributes of injectable treatments for type 2 diabetes.
The European Journal of Health Economics. 2011;12(3):219-30.

Rajan N, Boye KS, Gibbs M, Lee Y], Davey P, Ball M, et al. Utilities for Type 2
Diabetes Treatment-Related Attributes in a South Korean and Taiwanese
Population. Value in Health Regional Issues. 2016;9:67-71.

Matza LS, Cutts KN, Stewart KD, Norrbacka K, Garcia-Pérez LE, Boye KS.

216



72.

73.

74.

75.

76.

77.

78.

79.

80.

81.

Health state utilities associated with treatment process for oral and
injectable GLP-1 receptor agonists for type 2 diabetes. Qual Life Res.
2021;30(7):2033-43.

Stewart KD, Matza LS, Schapiro D, Boye K, Gelsey F. PCR88 Patient
Preferences and Health State Utilities Associated With Frequency of Basal
Insulin Administration for Type 1 and Type 2 Diabetes. Value in Health.
2024;27(12):5S521-S2.

McEwan P, Baker-Knight J, Asbjérnsdéttir B, Yi Y, Fox A, Wyn R. Disutility of
injectable therapies in obesity and type 2 diabetes mellitus: general
population preferences in the UK, Canada, and China. Eur J Health Econ.
2023;24(2):187-96.

Xie S, Liu X, Wu J. PCR263 Health Utility Decrement of Treatment-Related
Attributes for Type 2 Diabetes Patients in China. Value in Health.
2024;27(6):S345.

Medilead. KiREEHT—2—X Medilead MarketPlace 2025.

https://www.medi-l.com/landing/.

Lingvay I, Bache JK, Desouza CV, Fragao-Marques M, Navarria A, Shaikh SS,
et al. Efficacy and Hypoglycemia Profile of Once-weekly Insulin Icodec vs
Once-daily Comparators Across Demographic Subgroups. The Journal of
Clinical Endocrinology & Metabolism. 2025:dgaf168.

Fukuda H, Ikeda S, Shiroiwa T, Fukuda T. The Effects of Diagnostic
Definitions in Claims Data on Healthcare Cost Estimates: Evidence from a
Large-Scale Panel Data Analysis of Diabetes Care in Japan.
Pharmacoeconomics. 2016;34(10):1005-14.

EIRBEERMNFR REBEEABRFFEMATE L 2—. [C2H2007] T IILFR(INIL
H#X). https://c2h.niph.go.jp/results/C2H2007.html.

Ishii H, Madin-Warburton M, Strizek A, Thornton-Jones L, Suzuki S. The cost-
effectiveness of dulaglutide versus insulin glargine for the treatment of type
2 diabetes mellitus in Japan. J Med Econ. 2018;21(5):488-96.
ENREEERMNZR REERZFTMEAT L 2—. [C2H2212] FILENFF (ZoP
+0). https://c2h.niph.go.jp/results/C2H2212.html.

Kamae I, Hashimoto Y, Koretsune Y, Tanahashi N, Murata T, Phatak H, et al.
Cost-effectiveness Analysis of Apixaban against Warfarin for Stroke
Prevention in Patients with Nonvalvular Atrial Fibrillation in Japan. Clin Ther.
2015;37(12):2837-51.

217


https://www.medi-l.com/landing/
https://c2h.niph.go.jp/results/C2H2007.html
https://c2h.niph.go.jp/results/C2H2212.html

82.

83.

84.

85.

86.

87.

88.

89.

90.

91.

Eguchi S, Morita Y, Mitani H, Kanegasaki A, Iwasaki K, Yoshikawa T, et al.
Burden of Repeated Hospitalizations on Patients with Heart Failure: An
Analysis of Administrative and Claims Data in Japan. Drugs Real World
Outcomes. 2022;9(3):377-89.

Fukuda H, Ikeda S, Shiroiwa T, Fukuda T. The Effects of Diagnostic
Definitions in Claims Data on Healthcare Cost Estimates: Evidence from a
Large-Scale Panel Data Analysis of Diabetes Care in Japan.
PharmacoEconomics. 2016;34(10):1005-14.

Nishimura R, Kato H, Kisanuki K, Oh A, Hiroi S, Onishi Y, et al. Treatment
patterns, persistence and adherence rates in patients with type 2 diabetes
mellitus in Japan: a claims-based cohort study. BMJ Open.
2019;9(3):e025806.

Standards of Medical Care in Diabetes—2018. Diabetes Care.
2017;41(Supplement_1):5S1-S159.

Ceriello A. The glucose triad and its role in comprehensive glycaemic
control: current status, future management. Int J Clin Pract.
2010;64(12):1705-11.

Donnelly LA, Morris AD, Evans JM. Adherence to insulin and its association
with glycaemic control in patients with type 2 diabetes. Qjm.
2007;100(6):345-50.

Wood IR, Miller KM, Maahs DM, Beck RW, DiMeglio LA, Libman IM, et al.
Most youth with type 1 diabetes in the T1D Exchange Clinic Registry do not
meet American Diabetes Association or International Society for Pediatric
and Adolescent Diabetes clinical guidelines. Diabetes Care.
2013;36(7):2035-7.

Nathan DM, Genuth S, Lachin ], Cleary P, Crofford O, Davis M, et al. The
effect of intensive treatment of diabetes on the development and
progression of long-term complications in insulin-dependent diabetes
mellitus. N Engl J Med. 1993;329(14):977-86.

Ali SN, Dang-Tan T, Valentine W], Hansen BB. Evaluation of the Clinical and
Economic Burden of Poor Glycemic Control Associated with Therapeutic
Inertia in Patients with Type 2 Diabetes in the United States. Adv Ther.
2020;37(2):869-82.

Hauber AB, Johnson FR, Sauriol L, Lescrauwaet B. Risking health to avoid

injections: preferences of Canadians with type 2 diabetes. Diabetes Care.

218



92.

2005;28(9):2243-5.
Jain AB, Ali A, Gorgojo Martinez JJ, Hramiak I, Kavia K, Madsbad S, et al.
Switching between GLP-1 receptor agonists in clinical practice: Expert

consensus and practical guidance. Int J Clin Pract. 2021;75(2):e13731.

219



9. A&
A% 9.1, ERALEBRERR
#)E SR

Ali#xF* 9-1: Search strategy for Embase <1980 to 2021 Week 38>
Accessed on: 30/9/2021

No Search string Hits

1 | exp diabetes mellitus/ 1,026,141

2 | diabet$. ti,ab. 1,000,226

3 | mellitu$. ti,ab. 296,693

4 | IDDM.ti,ab. 7,885

5 | MODY.ti,ab. 2,352

6 | NIDDM.ti,ab. 8,045

7 | (TIDM or T2DM or ((T1 or T2) adj1l DM)).ti,ab. 51,923

8 | (insulin$ depend$ or insulin?depend$ or noninsulin$ or 36,902
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14 | or/12-13 14,238
15| 1or11 1,090,907
16 | 15 or (2 not (14 not 11)) 1,205,185
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18 | (Type* adj3 ("2" or "II" or two*) adj3 (diabete* or 252,654

diabetic*)).ti,ab.
19 | ((adult or ketosis-resistant or matur* or late or non- 268,967

insulin depend* or noninsulin depend* or non-insulin* or
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20 | ("niddm" or "t2dm"). ti,ab. 51,430
21 | or/17-20 349,951
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22 | 16 or 21 1,205,208
23 | exp long-acting insulin/ 2,033
24 | insulin derivative/ or ((basal or long-act* or long act*) 18,902
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or to?jeo or abasaglar or Lantus OptiClik Cartridge or

Lantus Solostar Pen or basaglar or hoe901 or hoe 901 or

lantus solostar or "ly 2963016" or "ly2963016" or
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47 | single blind$.tw. 27,280
48 | double blind$.tw. 216,405
49 | ((treble or triple) adj blind$).tw. 1,394
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51 | Prospective Study/ 713,533
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56 | Letter.pt. 1,159,856
57 | Note.pt. 866,206
58 | or/53-57 3,234,374
59 | exp animal/ not (exp human/ and exp animal/) 4,460,406
60 | 58 or 59 7,629,413
61 | 52 not 60 2,950,255
62 | 22 and 32 and 61 7,360
63 | limit 62 to english language 7,105
64 | limit 63 to conference abstracts 2,532
65 | limit 64 to yr="2019 -Current" 344
66 | 63 not 64 4,573
67 | 65 or 66 4,917

#&E&:IDDM:Insulin dependent diabetes mellitus, IDeg:Insulin Degludec,
IGlar:Insulin Glargine. MODY:Maturity-onset diabetes of the young.

NIDDM:Non-insulin dependent diabetes mellitus. TIDM:Type 1 diabetes mellitus.

T2DM:Type 2 diabetes mellitus. RCT:Randomized controlled trial.

Ali#F® 9-2: Search strategy for Medline: Ovid MEDLINE(R) and Epub
Ahead of Print, In-Process, In-Data-Review & Other Non-Indexed
Citations and Daily <1946 to 2021 Week 38> Accessed on: 30/9/2021

No Search string Hits
exp Diabetes Mellitus/ 455,730
2 | diabet$.ti,ab. 683,414
3 | mellitu$.ti,ab. 207,755
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4 | IDDM.ti,ab. 6,863

5 | MODYVY.ti,ab. 1,363

6 | NIDDM.ti,ab. 6,942

7 | (TIDM or T2DM or ((T1 or T2) adjl DM)).ti,ab. 29,176

8 | (insulin$ depend$ or insulin?depend$ or noninsulin$ or 31,270
noninsulin?depend$).ti,ab.

9 | ((matury or late) adj onset$ adj6 diabet$).ti,ab. 394
10 | (typ$ adj6 diabet$).ti,ab. 218,887
11 | or/3-10 358,600
12 | exp Diabetes Insipidus/ 8,065
13 | insipid$.ti,ab. 9,132
14 |12 or 13 11,365
15(1or11 578,673
16 | 15 or (2 not (14 not 11)) 740,509
17 | exp Diabetes Mellitus, Type 2/ 146,645
18 | (Type* adj3 ("2" or "II" or two*) adj3 (diabete* or 163,644

diabetic*)).ti,ab.
19 | ((adult or ketosis-resistant* or matur* or late or non- 178,002

insulin depend* or noninsulin depend* or non-insulin* or

slow or stable* or "type 2" or "type II" or lipoatrophic)

adj3 (diabete* or diabetic*)).ti,ab.
20 | ("niddm" or "t2dm").ti,ab. 31,772
21 | or/17-20 218,818
22 | 16 or 21 740,530
23 | exp Insulin, Long Acting/ 4,263
24 | ((basal or long-act* or long act*) adj3 insulin*).ti,ab. 9,267
25 | exp Insulin Glargine/ 2,022
26 | ((insulin adj2 glargine*) or glargine* or abasria or lantus 2,868

or to?jeo or abasaglar or Lantus OptiClik Cartridge or

Lantus Solostar Pen or basaglar or hoe901 or hoe 901 or

lantus solostar or "ly 2963016" or "ly2963016" or

optisulin or trujeo or IGlar U100 or IGlar U300).ti,ab.
27 | (degludec* or tresiba or "IDeg" or "nn 1250" or 689

"nn1250").ti,ab.
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28 | exp Insulin Detemir/ 567
29 | ((insulin* adj2 detemir*) or detemir* or insulin detemir 943

recombinant or levemir or levemir flexpen or levemir

flextouch or levemir innolet or levemir penfill or "nn 304"

or "nn304").ti,ab.
30 | icodec.mp. 9
31 | or/23-30 12,673
32 | Randomized Controlled Trials as Topic/ 148,633
33 | randomized controlled trial/ 545,235
34 | Random Allocation/ 105,945
35 | Double Blind Method/ 167,391
36 | Single Blind Method/ 30,941
37 | clinical trial/ 531,221
38 | clinical trial, phase i.pt. 22,405
39 | clinical trial, phase ii.pt. 35,916
40 | clinical trial, phase iii.pt. 19,143
41 | clinical trial, phase iv.pt. 2,192
42 | controlled clinical trial.pt. 94,436
43 | randomized controlled trial.pt. 545,235
44 | multicenter study.pt. 304,579
45 | clinical trial.pt. 531,221
46 | exp Clinical Trials as topic/ 364,225
47 | or/32-46 1,461,898
48 | (clinical adj trial$).tw. 412,572
49 | ((singl$ or doubl$ or treb$ or tripl$) adj (blind$3 or 183,220

mask$3)).tw.
50 | PLACEBOS/ 35,687
51 | placebo$.tw. 229,037
52 | random$.tw. 1,256,727
53 | (allocated adj2 randoms$).tw. 35,436
54 | or/48-53 1,623,170
55|47 or 54 2,358,311
56 | 22 and 31 and 55 3,177

#&:&:IDDM:Insulin dependent diabetes mellitus, IDeg:Insulin Degludec,
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IGlar:Insulin Glargine. MODY:Maturity-onset diabetes of the young.
MEDLINE: Medical Literature Analysis and Retrieval System On-Line,

NIDDM:Non-insulin dependent diabetes mellitus, TIDM:Type 1 diabetes mellitus,
T2DM:Type 2 diabetes mellitus.

Al#F® 9-3: Search strategy for Cochrane Central Register of Controlled
Trials (CENTRAL) Accessed on: 30/9/2021

No Search string Hits

1 | exp Diabetes Mellitus/ 33,241

2 | diabet$.ti,ab. 100,752

3 | mellitu$.ti,ab. 30,594

4 | IDDM.ti,ab. 592

5 | MODY.ti,ab. 30

6 | NIDDM.ti,ab. 1,089

7 | (T1DM or T2DM or ((T1 or T2) adjl DM)).ti,ab. 8,127

8 | (insulin$ depend$ or insulin?depend$ or noninsulin$ or 3,875

noninsulin?depend$).ti,ab.

9 | ((matury or late) adj onset$ adj6 diabet$).ti,ab. 24
10 | (typ$ adj6 diabet$).ti,ab. 50,945
11 | or/3-10 64,360
12 | exp Diabetes Insipidus/ 73
13 | insipid$.ti,ab. 136
14| 12 or 13 160
15|1or11 73,086
16 | 15 or (2 not (14 not 11)) 103,437
17 | exp Diabetes Mellitus, Type 2/ 18,847
18 | (Type* adj3 ("2" or "II" or two*) adj3 (diabete* or 42,600

diabetic*)).ti,ab.
19 | ((adult or ketosis-resistant* or matur* or late or non- 44,057
insulin depend* or noninsulin depend* or non insulin* or
slow or stable* or "type 2" or "type II" or lipoatrophic)
adj3 (diabete* or diabetic*)).ti,ab.
20 | ("niddm" or "t2dm").ti,ab. 8,286
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21 | or/17-20 48,050
22 |16 or 21 103,438
23 | exp Insulin, Long-Acting/ 1,297
24 | ((basal or long-act* or long act*) adj3 insulin*).ti,ab. 3,341
25 | exp Insulin Glargine/ 0
26 | ((insulin adj2 glargine*) or glargine* or abasria or 2,775

lantus or to?jeo or abasaglar or Lantus OptiClik

Cartridge or Lantus Solostar Pen or basaglar or hoe901

or hoe 901 or lantus solostar or "ly 2963016" or

"ly2963016" or optisulin or trujeo or IGlar U100 or IGlar

U300).ti,ab.
27 | (degludec* or tresiba or "IDeg" or "nn 1250" or 827

"nn1250").ti,ab.
28 | exp Insulin Detemir/ 0
29 | ((insulin* adj2 detemir*) or detemir* or insulin detemir 662

recombinant or levemir or levemir flexpen or levemir

flextouch or levemir innolet or levemir penfill or "nn

304" or "nn304").ti,ab.
30 | icodec.mp. 24
31| or/23-30 5,566
32 |22 and 31 5,052

#&:&:IDDM:Insulin dependent diabetes mellitus, IDeg:Insulin Degludec.

IGlar:Insulin Glargine. MODY:Maturity-onset diabetes of the young.

NIDDM:Non-insulin dependent diabetes mellitus. TLDM:Type 1 diabetes mellitus.

T2DM:Type 2 diabetes mellitus.

2 [EH SR

Al7FFT 9-4: Search strategy for Embase <October 2021-December
2022> Accessed on: 23/12/2022

No Search string Hits
1 | exp diabetes mellitus/ 11,64,758
2 | diabet$.ti,ab. 11,26,297
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3 | mellitu$.ti,ab. 3,35,078

4 | IDDM.ti,ab. 7,962

5 | MODY.ti,ab. 2,669

6 | NIDDM.ti,ab. 8,078

7 | (TLDM or T2DM or ((T1 or T2) adjl DM)).ti,ab. 61,036

8 | (insulin$ depend$ or insulin?depend$ or noninsulin$ or 38,578

noninsulin?depend$).ti,ab.

9 | ((matury or late) adj onset$ adj6 diabet$).ti,ab. 563
10 | (typ$ adj6 diabet$).ti,ab. 3,77,988
11 | or/3-10 5,96,223
12 | exp Diabetes Insipidus/ 14,856
13 | insipid$.ti,ab. 11,279
14 | or/12-13 16,577
15(1or11 12,35,760
16 | 15 or (2 not (14 not 11)) 13,63,344
17 | exp non-insulin dependent diabetes mellitus/ 3,18,171
18 | (Type* adj3 ("2" or "II" or two*) adj3 (diabete* or| 2,83,193

diabetic*)).ti,ab.
19 | ((adult or ketosis-resistant or matur* or late or noninsulin | 3,00,825
depend* or noninsulin depend* or noninsulin* or slow or
stable or "type 2" or "type II" or lipoatrophic) adj3 (diabete*
or diabetic*)).ti,ab.
20 | ("niddm" or "t2dm").ti,ab. 59,407
21 | or/17-20 3,90,980
22 | 16 or 21 13,63,372
23 | exp long-acting insulin/ 2,254
24 | insulin derivative/ or ((basal or long act* or long act*) adj3 20,667
insulin*).ti,ab.
25 | exp insulin glargine/ 12,092
26 | ((insulin adj2 glargine*) or glargine* or abasria or lantus or 6,591

to?jeo or abasaglar or Lantus OptiClik Cartridge or Lantus
Solostar Pen or basaglar or hoe901 or hoe 901 or lantus
solostar or "ly 2963016" or "ly2963016" or optisulin or trujeo
or IGlar U100 or IGlar U300).ti,ab.
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27 | exp insulin degludec/ 2,083
28 | (degludec* or tresiba or "IDeg" or "nn 1250" or 1,805
"nn1250").ti,ab.
29 | exp insulin detemir/ 4,179
30 | ((insulin* adj2 detemir*) or detemir* or insulin detemir 1,996
recombinant or levemir or levemir flexpen or levemir
flextouch or levemir innolet or levemir penfill or "nn 304" or
"nn304").ti,ab.
31 | icodec.mp. 59
32 | or/23-31 30,942
33 | Clinical Trial/ 10,63,215
34 | Randomized Controlled Trial/ 7,57,776
35 | controlled clinical trial/ 4,67,776
36 | multicenter study/ 3,58,923
37 | Phase 3 clinical trial/ 66,565
38 | Phase 4 clinical trial/ 5,198
39 | exp RANDOMIZATION/ 97,853
40 | Single Blind Procedure/ 49,664
41 | Double Blind Procedure/ 2,04,526
42 | Crossover Procedure/ 73,119
43 | PLACEBO/ 3,95,146
44 | randomi?ed controlled trial$.tw. 3,09,694
45 | rct.tw. 51,021
46 | random*.tw. 18,97,237
47 | single blind$.tw. 30,603
48 | double blind$.tw. 2,39,669
49 | ((treble or triple) adj blind$).tw. 1,742
50 | placebo$.tw. 3,58,652
51 | Prospective Study/ 8,32,302
52 | or/33-51 36,87,015
53 | Case Study/ 94,625
54 | case report.tw. 5,13,757
55 | Editorial.pt. 7,52,375
56 | Letter.pt. 12,75,650
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57 | Note.pt. 9,14,535
58 | or/53-57 35,32,540
59 | exp animal/ not (exp human/ and exp animal/) 50,88,015
60 | 58 or 59 85,48,516
61 | 52 not 60 33,10,122
62 | 22 and 32 and 61 7,981
63 | limit 62 to (english or japanese) 7,725
64 | limit 63 to dd=20211001-20221231 194
65 | limit 63 to dc=20211001-20221231 494
66 | limit 63 to em=202140-202252 459
67 | 64 or 65 or 66 533
68 | limit 67 to conference abstracts 161
69 | 67 not 68 372

#&:&:IDDM:Insulin dependent diabetes mellitus, IDeg:Insulin Degludec,

IGlar:Insulin Glargine. MODY:Maturity-onset diabetes of the young.

NIDDM:Non-insulin dependent diabetes mellitus. TLDM:Type 1 diabetes mellitus.
T2DM:Type 2 diabetes mellitus. RCT:Randomized controlled trial.

Ali#3%* 9-5: Search strategy for Medline: Ovid MEDLINE(R) and Epub

Ahead of Print, In-Process, In-Data-Review & Other Non-Indexed

Citations and Daily <October 2021-December 2022> Accessed on:

21/12/2022
No Search string Hits
1 | exp diabetes mellitus/ 4,95,765
2 | diabet$.ti,ab. 7,45,370
3 | mellitu$.ti,ab. 2,27,858
4 | IDDM.ti,ab. 6,887
5 | MODY.ti,ab. 1,497
6 | NIDDM.ti,ab. 6,954
7 | (T1DM or T2DM or ((T1 or T2) adjl DM)).ti,ab. 35,052
8 | (insulin$ depend$ or insulin?depend$ or noninsulin$ or 31,633
noninsulin?depend$).ti,ab.
9 | ((matury or late) adj onset$ adj6 diabet$).ti,ab. 421
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10 | (typ$ adj6 diabet$).ti,ab. 2,42,117
11 | or/3-10 3,92,647
12 | exp Diabetes Insipidus/ 8,293
13 | insipid$.ti,ab. 9,538
14 | or/12-13 11,803
15|1or11 6,25,863
16 | 15 or (2 not (14 not 11)) 8,03,840
17 | exp Diabetes Mellitus, Type 2/ 1,65,541
18 | (Type* adj3 ("2" or "II" or two*) adj3 (diabete* or| 1,82,205
diabetic*)).ti,ab.
19 | ((adult or ketosis-resistant or matur* or late or noninsulin | 1,96,804
depend* or noninsulin depend* or noninsulin* or slow or
stable or "type 2" or "type II" or lipoatrophic) adj3 (diabete*
or diabetic*)).ti,ab.
20 | ("niddm" or "t2dm").ti,ab. 37,017
21 | or/17-20 2,40,375
22 | 16 or 21 8,03,864
23 | exp Insulin, Long-Acting/ 4,506
24 | ((basal or long act* or long act*) adj3 insulin*).ti,ab. 9,696
25 | exp insulin glargine/ 2,185
26 | ((insulin adj2 glargine*) or glargine* or abasria or lantus or 3,052
to?jeo or abasaglar or Lantus OptiClik Cartridge or Lantus
Solostar Pen or basaglar or hoe901 or hoe 901 or lantus
solostar or "ly 2963016" or "ly2963016" or optisulin or trujeo
or IGlar U100 or IGlar U300).ti,ab.
27 | (degludec* or tresiba or "IDeg" or "nn 1250" or 784
"nn1250").ti,ab.
28 | exp insulin detemir/ 579
29 | ((insulin* adj2 detemir*) or detemir* or insulin detemir 980
recombinant or levemir or levemir flexpen or levemir
flextouch or levemir innolet or levemir penfill or "nn 304" or
"nn304").ti,ab.
30 | icodec.mp. 13
31| or/23-30 13,279
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32 | Randomized Controlled Trials as Topic/ 1,59,899
33 | randomized controlled trial/ 5,84,891
34 | Random Allocation/ 1,06,900
35 | Double Blind Method/ 1,74,061
36 | Single Blind Method/ 32,430
37 | clinical trial/ 5,36,877
38 | clinical trial, phase i.pt. 24,527
39 | clinical trial, phase ii.pt. 39,133
40 | clinical trial, phase iii.pt. 21,290
41 | clinical trial, phase iv.pt. 2,381
42 | controlled clinical trial.pt. 95,158
43 | randomized controlled trial.pt. 5,84,891
44 | multicenter study.pt. 3,29,623
45 | clinical trial.pt. 5,36,877
46 | exp Clinical Trials as topic/ 3,79,771
47 | or/32-46 15,46,816
48 | (clinical adj trial$).tw. 4,61,601
49 | ((singl$ or doubl$ or treb$ or tripl$) adj (blind$3 or| 1,94,171
mask$3)).tw.
50 | PLACEBOS/ 35,924
51 | placebo$.tw. 2,42,701
52 | random#$.tw. 13,84,411
53 | (allocated adj2 random$).tw. 38,984
54 | or/48-53 17,82,835
55|47 or 54 25,44,963
56 | 22 and 31 and 55 3,375
57 | limit 56 to (english or japanese) 3,224
58 | limit 57 to dt=20211001-20221231 174
59 | limit 57 to ed=20211001-20221231 204
60 | 58 or 59 265

B&:&:IDDM:Insulin dependent diabetes mellitus. IDeg:Insulin Degludec.

IGlar:Insulin Glargine. MODY:Maturity-onset diabetes of the young.

MEDLINE: Medical Literature Analysis and Retrieval System On-Line,

NIDDM:Non-insulin dependent diabetes mellitus. TIDM:Type 1 diabetes mellitus.
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T2DM:Type 2 diabetes mellitus.

Ali#F+® 9-6: Search strategy for Cochrane Central Register of Controlled
Trials (CENTRAL) <October 2021-December 2022> Accessed on:

21/12/2022
No Search string Hits

1 | exp diabetes mellitus/ 35,829

2 | diabet$.ti,ab. 1,04,695

3 | mellitu$.ti,ab. 31,820

4 | IDDM.ti,ab. 591

5 | MODY.ti,ab. 33

6 | NIDDM.ti,ab. 1,120

7 | (T1DM or T2DM or ((T1 or T2) adjl DM)).ti,ab. 8,549

8 | (insulin$ depend$ or insulin?depend$ or noninsulin$ or 3,909

noninsulin?depend$).ti,ab.

9 | ((matury or late) adj onset$ adj6 diabet$).ti,ab. 12
10 | (typ$ adj6 diabet$).ti,ab. 53,365
11 | or/3-10 67,106
12 | exp Diabetes Insipidus/ 76
13 | insipid$.ti,ab. 132
14 | or/12-13 156
15|1or11 76,474
16 | 15 or (2 not (14 not 11)) 1,07,578
17 | exp Diabetes Mellitus, Type 2/ 20,385
18 | (Type* adj3 ("2" or "II" or two*) adj3 (diabete* or 44,645

diabetic*)).ti,ab.
19 | ((adult or ketosis-resistant or matur* or late or noninsulin 46,001
depend* or noninsulin depend* or noninsulin* or slow or stable
or "type 2" or "type II" or lipoatrophic) adj3 (diabete* or
diabetic*)).ti,ab.
20 | ("niddm" or "t2dm").ti,ab. 8,712
21 | or/17-20 50,254
22 |16 or 21 1,07,578
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23 | exp Insulin, Long-Acting/ 2,101
24 | ((basal or long act* or long act*) adj3 insulin*).ti,ab. 3,278
25 | exp insulin glargine/ 1,255
26 | ((insulin adj2 glargine*) or glargine* or abasria or lantus or 2,919
to?jeo or abasaglar or Lantus OptiClik Cartridge or Lantus
Solostar Pen or basaglar or hoe901 or hoe 901 or lantus
solostar or "ly 2963016" or "ly2963016" or optisulin or trujeo
or IGlar U100 or IGlar U300).ti,ab.
27 | (degludec* or tresiba or "IDeg" or "nn 1250" or 941
"nn1250").ti,ab.
28 | exp insulin detemir/ 285
29 | ((insulin* adj2 detemir*) or detemir* or insulin detemir 718
recombinant or levemir or levemir flexpen or levemir flextouch
or levemir innolet or levemir penfill or "nn 304" or
"nn304").ti,ab.
30 | icodec.mp. 54
31 | or/23-30 5,824
32 | limit 31 to yr="2021 -Current" [Limit not valid in DARE; 544
records were retained]
33 | remove duplicates from 32 537

FEZ:IDDM:Insulin dependent diabetes mellitus, IDeg:Insulin Degludec.

IGlar:Insulin Glargine. MODY:Maturity-onset diabetes of the young.

NIDDM:Non-insulin dependent diabetes mellitus. TIDM:Type 1 diabetes mellitus.

T2DM:Type 2 diabetes mellitus.

A&+ 9-7: Search strategy for ICHUSHI Accessed on: 27/12/2022

FILTY/TA

No Search string Hits
¥EFRHE/TH or #EPRE-1 BY/TH or ¥EFRKR-2 B/TH or #ERME/TA 362,475
2 | Insulin/TH or Insulins/TH or Insulin/TA or 41> X)) /TA 104,240
"Insulin Glargine"/TH or "Insulin Glargine"/TA or 41> X5 35)L 2,613
FU/TA
4 | " Insulin Degludec"/TH or " Insulin Degludec"/TA or 1> R)>T 436
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5| " Insulin Detemir"/TH or " Insulin Detemir"/TA or A2 RY>FT 136
SJ)L/TA
#2 or #3 or #4 or #5 104,240
#1 and #6 61,312
(#7) and ((FT=Y) AB=Y (PT=JE#l#RE - E4IBR<) AND (PT=[RE& 353
X, 2E&FIRC) RD=75 LALLLEEAER, 57 LEHLEEER CK=Ek
k)

9 | (#8) and (LA=HA:E) 187

3 EA SR

Ali#F* 9-8: Search strategy for Embase <January 2023-Febuary 2025>
Accessed on: 28/2/2025

No Search string Hits

1 | exp diabetes mellitus/ 1,374,092

2 | diabet$.ti,ab. 1,282,427

3 | mellitu$.ti,ab. 385,178

4 | IDDM.ti,ab. 8,076

5| MODY.ti,ab. 3,130

6 | NIDDM.ti,ab. 8,148

7 | (TIDM or T2DM or ((T1 or T2) adjl DM)).ti,ab. 75,542

8 | (insulin$ depend$ or insulin?depend$ or noninsulin$ or 39,785

noninsulin?depend$).ti,ab.

9 | ((matury or late) adj onset$ adj6 diabet$).ti,ab. 637
10 | (typ$ adj6 diabet$).ti,ab. 435,436
11 | or/3-10 681,341
12 | exp Diabetes Insipidus/ 16,780
13 | insipid$.ti,ab. 12,425
14 | or/12-13 18,543
15| 1or11 1,447,362
16 | 15 or (2 not (14 not 11)) 1,587,382
17 | exp non-insulin dependent diabetes mellitus/ 397,308
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18 | (Type* adj3 ("2" or "II" or two*) adj3 (diabete* or 328,622
diabetic*)).ti,ab.
19 | ((adult or ketosis-resistant or matur* or late or non-insulin 346,917
depend* or noninsulin depend* or non-insulin* or slow or
stable or "type 2" or "type II" or lipoatrophic) adj3 (diabete*
or diabetic*)).ti,ab.
20 | ("niddm" or "t2dm").ti,ab. 72,115
21 | or/17-20 473,049
22 |16 0or 21 1,587,413
23 | exp long-acting insulin/ 2,573
24 | insulin derivative/ or ((basal or long-act* or long act*) adj3 22,763
insulin*).ti,ab.
25 | exp insulin glargine/ 13,754
26 | ((insulin adj2 glargine*) or glargine* or abasria or lantus or 7,339
to?jeo or abasaglar or Lantus OptiClik Cartridge or Lantus
Solostar Pen or basaglar or hoe901 or hoe 901 or lantus
solostar or "ly 2963016" or "ly2963016" or optisulin or trujeo
or IGlar U100 or IGlar U300).ti,ab.
27 | exp insulin degludec/ 2,695
28 | (degludec* or tresiba or "IDeg" or "nn 1250" or 2,210
"nn1250").ti,ab.
29 | exp insulin detemir/ 4,639
30 | ((insulin* adj2 detemir*) or detemir* or insulin detemir 2,100
recombinant or levemir or levemir flexpen or levemir
flextouch or levemir innolet or levemir penfill or "nn 304" or
"nn304").ti,ab.
31 | icodec.mp. 247
32 | or/23-31 34,866
33 | Clinical Trial/ 1,092,835
34 | Randomized Controlled Trial/ 867,095
35 | controlled clinical trial/ 445,043
36 | multicenter study/ 413,819
37 | Phase 3 clinical trial/ 81,700
38 | Phase 4 clinical trial/ 8,941
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39 | exp RANDOMIZATION/ 100,685
40 | Single Blind Procedure/ 58,211
41 | Double Blind Procedure/ 228,902
42 | Crossover Procedure/ 81,324
43 | PLACEBO/ 423,710
44 | randomi?ed controlled trial$.tw. 370,398
45 | rct.tw. 61,635
46 | random*.tw. 2,172,542
47 | single blind$.tw. 34,855
48 | double blind$.tw. 259,262
49 | ((treble or triple) adj blind$).tw. 2,357
50 | placebo$.tw. 391,083
51 | Prospective Study/ 960,075
52 | or/33-51 4,148,869
53 | Case Study/ 105,680
54 | case report.tw. 602,573
55 | Editorial.pt. 828,527
56 | Letter.pt. 1,348,801
57 | Note.pt. 1,000,422
58 | or/53-57 3,865,201
59 | exp animal/ not (exp human/ and exp animal/) 5,723,274
60 | 58 or 59 9,507,444
61 | 52 not 60 3,721,138
62 | 22 and 32 and 61 8,862
63 | limit 62 to (english or japanese) 8,583
64 | limit 63 to dd=20230101-20250228 979
65 | limit 63 to dc=20230101-20250228 1,031
66 | 64 or 65 1,034
67 | limit 66 to conference abstracts 433
68 | 66 not 67 601

FEZ:IDDM:Insulin dependent diabetes mellitus, IDeg:Insulin Degludec.
IGlar:Insulin Glargine. MODY:Maturity-onset diabetes of the young.
NIDDM:Non-insulin dependent diabetes mellitus. TIDM:Type 1 diabetes mellitus.
T2DM:Type 2 diabetes mellitus. RCT: Randomized controlled trial.
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A&+« 9-9: Search strategy for Medline: Ovid MEDLINE(R) and Epub
Ahead of Print, In-Process, In-Data-Review & Other Non-Indexed

Citations and Daily < January 2023-Febuary 2025> Accessed on:

28/2/2025
No Search string Hits

1 | exp diabetes mellitus/ 543,268

2 | diabet$.ti,ab. 847,301

3 | mellitu$.ti,ab. 260,715

4 | IDDM.ti,ab. 6,918

5 | MODY.ti,ab. 1,709

6 | NIDDM.ti,ab. 6,982

7 | (T1DM or T2DM or ((T1 or T2) adjl DM)).ti,ab. 45,381

8 | (insulin$ depend$ or insulin?depend$ or noninsulin$ or 32,234

noninsulin?depend$).ti,ab.

9 | ((matury or late) adj onset$ adj6 diabet$).ti,ab. 472
10 | (typ$ adj6 diabet$).ti,ab. 280,493
11 | or/3-10 448,262
12 | exp Diabetes Insipidus/ 8,547
13 | insipid$.ti,ab. 10,065
14 | or/12-13 12,381
15|1or11 697,708
16 | 15 or (2 not (14 not 11)) 907,032
17 | exp Diabetes Mellitus, Type 2/ 187,724
18 | (Type* adj3 ("2" or "II" or two*) adj3 (diabete* or 213,119

diabetic*)).ti,ab.
19 | ((adult or ketosis-resistant or matur* or late or non-insulin 228,117
depend* or noninsulin depend* or non-insulin* or slow or
stable or "type 2" or "type II" or lipoatrophic) adj3
(diabete* or diabetic*)).ti,ab.
20 | ("niddm" or "t2dm").ti,ab. 46,295
21 | or/17-20 274,959
22 |16 or 21 907,056
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23 | exp Insulin, Long Acting/ 4,774
24 | ((basal or long-act* or long act*) adj3 insulin*).ti,ab. 10,410
25 | exp insulin glargine/ 2,362
26 | ((insulin adj2 glargine*) or glargine* or abasria or lantus 3,349

or to?jeo or abasaglar or Lantus OptiClik Cartridge or

Lantus Solostar Pen or basaglar or hoe901 or hoe 901 or

lantus solostar or "ly 2963016" or "ly2963016" or optisulin

or trujeo or IGlar U100 or IGlar U300).ti,ab.
27 | (degludec* or tresiba or "IDeg" or "nn 1250" or 961

"nn1250").ti,ab.
28 | exp insulin detemir/ 592
29 | ((insulin* adj2 detemir*) or detemir* or insulin detemir 1,016

recombinant or levemir or levemir flexpen or levemir

flextouch or levemir innolet or levemir penfill or "nn 304"

or "nn304").ti,ab.
30 | icodec.mp. 103
31 | or/23-30 14,239
32 | Randomized Controlled Trials as Topic/ 178,834
33 | randomized controlled trial/ 632,703
34 | Random Allocation/ 108,141
35 | Double Blind Method/ 182,849
36 | Single Blind Method/ 34,661
37 | clinical trial/ 541,119
38 | clinical trial, phase i.pt. 27,052
39 | clinical trial, phase ii.pt. 43,054
40 | clinical trial, phase iii.pt. 24,179
41 | clinical trial, phase iv.pt. 2,617
42 | controlled clinical trial.pt. 95,682
43 | randomized controlled trial.pt. 632,703
44 | multicenter study.pt. 364,936
45 | clinical trial.pt. 541,119
46 | exp Clinical Trials as topic/ 403,860
47 | or/32-46 1,655,959
48 | (clinical adj trial$).tw. 544,429
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49 | ((singl$ or doubl$ or treb$ or tripl$) adj (blind$3 or 211,993
mask$3)).tw.
50 | PLACEBOS/ 36,068
51 | placebo$.tw. 264,638
52 | random$.tw. 1,603,400
53 | (allocated adj2 random$).tw. 44,694
54 | or/48-53 2,055,555
55|47 or 54 2,849,939
56 | 22 and 31 and 55 3,696
57 | limit 56 to (english or japanese) 3,540
58 | limit 57 to dt=20230101-20250228 320
59 | limit 57 to ed=20230101-20250228 251
60 | 58 or 59 339

#&:&:IDDM:Insulin dependent diabetes mellitus, IDeg:Insulin Degludec.

IGlar:Insulin Glargine. MODY:Maturity-onset diabetes of the young.

MEDLINE: Medical Literature Analysis and Retrieval System On-Line,

NIDDM:Non-insulin dependent diabetes mellitus, TIDM:Type 1 diabetes mellitus,
T2DM:Type 2 diabetes mellitus.

Al#FT 9-10: Search strategy for Cochrane Central Register of Controlled
Trials (CENTRAL) <January 2023-Febuary 2025> Accessed on:

26/2/2025
No Search string Hits
1 | exp diabetes mellitus/ 46,261
2 | diabet$.ti,ab. 118,904
3 | mellitu$.ti,ab. 36,598
4 | IDDM.ti,ab. 590
5 | MODY.ti,ab. 44
6 | NIDDM.ti,ab. 1,137
7 | (T1DM or T2DM or ((T1 or T2) adjl DM)).ti,ab. 10,253
8 | (insulin$ depend$ or insulin?depend$ or noninsulin$ or 4,009
noninsulin?depend$).ti,ab.
9 | ((matury or late) adj onset$ adj6 diabet$).ti,ab. 12
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10 | (typ$ adj6 diabet$).ti,ab. 61,230
11 | or/3-10 76,647
12 | exp Diabetes Insipidus/ 86
13 | insipid$.ti,ab. 157
14 | or/12-13 182
15|1orl1l1 88,987
16 | 15 or (2 not (14 not 11)) 122,489
17 | exp Diabetes Mellitus, Type 2/ 26,417
18 | (Type* adj3 ("2" or "II" or two*) adj3 (diabete* or| 51,378
diabetic*)).ti,ab.
19 | ((adult or ketosis-resistant or matur* or late or non-insulin | 52,729
depend* or noninsulin depend* or non-insulin* or slow or
stable or "type 2" or "type II" or lipoatrophic) adj3 (diabete*
or diabetic*)).ti,ab.
20 | ("niddm" or "t2dm").ti,ab. 10,302
21 | or/17-20 58,117
22 |16 or 21 122,489
23 | exp Insulin, Long Acting/ 2,417
24 | ((basal or long-act* or long act*) adj3 insulin*).ti,ab. 3,686
25 | exp insulin glargine/ 1,488
26 | ((insulin adj2 glargine*) or glargine* or abasria or lantus or 3,208
to?jeo or abasaglar or Lantus OptiClik Cartridge or Lantus
Solostar Pen or basaglar or hoe901 or hoe 901 or lantus
solostar or "ly 2963016" or "ly2963016" or optisulin or trujeo
or IGlar U100 or IGlar U300).ti,ab.
27 | (degludec* or tresiba or "IDeg" or "nn 1250" or 1,133
"nn1250").ti,ab.
28 | exp insulin detemir/ 320
29 | ((insulin* adj2 detemir*) or detemir* or insulin detemir 729
recombinant or levemir or levemir flexpen or levemir flextouch
or levemir innolet or levemir penfill or "nn 304" or
"nn304").ti,ab.
30 | icodec.mp. 131
31| or/23-30 6,442
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32

limit 31 to yr="2023 -Current"

479

33

remove duplicates from 32

472

FEZ:IDDM:Insulin dependent diabetes mellitus, IDeg:Insulin Degludec.

IGlar:Insulin Glargine. MODY:Maturity-onset diabetes of the young.

NIDDM:Non-insulin dependent diabetes mellitus. TIDM:Type 1 diabetes mellitus.

T2DM:Type 2 diabetes mellitus.

Ali#F+® 9-11: Search strategy for ICHUSHI Accessed on: 28/2/2025

No Search string Hits
FEFRJA/TH or #ERK-1 B/TH or #ERK-2 B/TH or ¥ERFK/TA 384,762
2 | Insulin/TH or Insulins/TH or Insulin/TA or 41> R1)2/TA 109,061
"Insulin Glargine"/TH or "Insulin Glargine"/TA or />R 45 35)L 2,745
F/TA
4 | "Insulin Degludec"/TH or " Insulin Degludec"/TA or 12> R)>T 1,487
TJILTY/TA
5 | "Insulin Detemir"/TH or " Insulin Detemir"/TA or /1> RYFT3 664
JL/TA
#2 or #3 or #4 or #5 109,061
#1 and #6 64,018
(#7) and ((FT=Y) AB=Y (PT=4E#I#RE-EHIBR<) AND (PT=IRZE 373
X, 2#EERC) RD=5U% LILLLEEER, ESUF LMeLBRER CK=E
k)
9 | (#8) and (LA=B A 196
10 | (#8) and (PDAT=2022/12/28:2025/2/28) 5
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A& 9.2. NMA O—F

In meta-analyses involving continuous outcome data, the analysis relies on the
sample means, yik, and their corresponding standard errors, seix. Provided the sample
sizes are sufficiently large, the Central Limit Theorem justifies the assumption that
the sample means are approximately normally distributed, and the likelihood can be

written as:
Vie~N (O, sefi)

The key parameter of interest is the mean value, Bi representing this continuous

outcome measure.

The likelihood for the mean change from baseline in arm k of trial /i, y#, with change

variance yj can be assumed normal such that:

yiAIc~N(9ik! Viﬂ)

Inputs used to run analyses for continuous outcomes are presented in the below

tables.

Here, t[,1] and t[,2] are the treatment arms; y[,1] and y[,2] are the mean change
from baseline for their respective arms; and se[,1] and se[,2] are the standard errors
for their respective means. Also, each row represents one trial and na[] represents

the number of arms in that trial.

The coding for treatment numbering is same for all analyses, where treatment 1, 2,

and 3 represent Glargine 100, Icodec and Glargine 300, respectively.

The initials for fixed and random effects models for dichotomous outcomes are

provided in the below:
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Inputs for CFB - HbA1lc outcome

Fixed effect and random effects models used for analyses are presented in the below:

2

o~

3
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Inputs used to run analyses for dichotomous outcomes are presented in the below

tables.

Here, r[,1] and r[,2] are the number of events occurring in treatment arms; n[,1]

and n[,2] are total number of patients for their respective arms. Also, each row

represents one trial and na[] represents the number of arms in that trial.

The coding for treatment numbering is same for all analyses, where treatment 1, 2,

and 3 represent Glargine 100, Icodec and Glargine 300, respectively.

The initials for fixed and random effects models for dichotomous outcomes are

provided in the below:

Inputs for overall hypoglycemia

Fixed effect and random effects models used for analyses are presented in the below:
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Bl 9.3, EFEE L QOL fEICBAL T Search strategy

Al#F+| 9-12: Search Strategy - Database: Embase 1974 to 2025 March 5

# Searches Results

1 | exp non insulin dependent diabetes mellitus/ or (diabetes adj5 464,466
('type 2' or 'type-2' or 'type ii')).ti,ab. or (diabet* and ('non-
insulin dependent’ or 'type ii' or 'type 2' or 'type-2')).ti,ab.

2 | (((insulin or 'glucagon-like peptide 1' or 'glucagon like peptide 1' 84,949
or ‘glp 1' or 'glucagon-like peptide-1' or 'glucagon-like peptide-1'
or ‘GLP-1") adj4 (inject* or frequency or daily or weekly or day or
week or attribute or attributes)) or ((insulin or 'glucagon-like
peptide 1' or 'glucagon like peptide 1' or ‘glp 1' or 'glucagon-like
peptide-1' or 'glucagon-like peptide-1' or ‘GLP-1") adj3 (syringe
or needle or pen or pump))).ti,ab. or (administration and
frequency).ti. or (administration and frequency).ab. or
(injectable* adj3 treatment*).ti,ab. or (injectable adj3
diabetes).ti,ab. or ((injectable or injection) adj3
medication).ti,ab.

3 | (utility or utilities or disutilities or disutility or SF6D or SF 6D or | 1,085,255

short form 6D or SF-6D or Euroqgol or euro qgol or eq5D or eq 5D
or eq-5D or HUI or HUI-2 or HUI-3 or Health Utilities Index or
standard gamble or time-trade-off or TTO or 15D or Quality of
Well-Being or QWB or quality of life or QOL or HRQOL).ti,ab.

411and?2and3 857
limit 4 to yr="2020 - 2025" (final string for type 2 diabetes) 249
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A%+« 9-13: Search Strategy - Database: Ovid MEDLINE(R) ALL 1946 to
March 5, 2025

#

Searches

Results

1

exp non insulin dependent diabetes mellitus/ or (diabetes adj5
('type 2' or 'type-2' or 'type ii')).ti,ab. or (diabet* and (‘non-
insulin dependent’ or 'type ii' or 'type 2' or 'type-2")).ti,ab.

268,596

(((insulin or 'glucagon-like peptide 1' or 'glucagon like peptide 1'
or ‘glp 1' or 'glucagon-like peptide-1' or 'glucagon-like peptide-1'
or ‘GLP-1") adj4 (inject* or frequency or daily or weekly or day
or week or attribute or attributes)) or ((insulin or 'glucagon-like
peptide 1' or 'glucagon like peptide 1' or ‘glp 1' or 'glucagon-like
peptide-1' or 'glucagon-like peptide-1' or ‘GLP-1") adj3 (syringe
or needle or pen or pump))).ti,ab. or (administration and
frequency).ti. or (administration and frequency).ab. or
(injectable* adj3 treatment*).ti,ab. or (injectable adj3
diabetes).ti,ab. or ((injectable or injection) adj3

medication).ti,ab.

52,487

(utility or utilities or disutilities or disutility or SF6D or SF 6D or
short form 6D or SF-6D or Euroqol or euro qol or eq5D or eq 5D
or eg-5D or HUI or HUI-2 or HUI-3 or Health Utilities Index or
standard gamble or time-trade-off or TTO or 15D or Quality of
Well-Being or QWB or quality of life or QOL or HRQOL).ti,ab.

730,886

1and 2and 3

401

limit 4 to yr="2020 - 2025" (final string for type 2 diabetes)

122
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A%z 9-14: Search Strategy - Database: EBM Reviews - Cochrane Central

Register of Controlled Trials <December 2024>; EBM Reviews - Cochrane
Database of Systematic Reviews <2005 to January 22, 2025>; EBM

Reviews - Cochrane Clinical Answers <January 2025

#

Searches

Results

1

exp non insulin dependent diabetes mellitus/ or (diabetes adj5
('type 2' or 'type-2' or 'type ii')).ti,ab. or (diabet* and ('non-
insulin dependent’ or 'type ii' or 'type 2' or 'type-2")).ti,ab.

56,229

(((insulin or 'glucagon-like peptide 1' or 'glucagon like peptide 1'
or ‘glp 1' or 'glucagon-like peptide-1' or 'glucagon-like peptide-
1' or ‘GLP-1") adj4 (inject* or frequency or daily or weekly or day
or week or attribute or attributes)) or ((insulin or 'glucagon-like
peptide 1' or 'glucagon like peptide 1' or ‘glp 1' or 'glucagon-like
peptide-1' or 'glucagon-like peptide-1' or ‘GLP-1") adj3 (syringe
or needle or pen or pump))).ti,ab. or (administration and
frequency).ti. or (administration and frequency).ab. or
(injectable* adj3 treatment*).ti,ab. or (injectable adj3
diabetes).ti,ab. or ((injectable or injection) adj3

medication).ti,ab.

18,954

(utility or utilities or disutilities or disutility or SF6D or SF 6D or
short form 6D or SF-6D or Euroqol or euro qol or eq5D or eq 5D
or eq-5D or HUI or HUI-2 or HUI-3 or Health Utilities Index or
standard gamble or time-trade-off or TTO or 15D or Quality of
Well-Being or QWB or quality of life or QOL or HRQOL).ti,ab.

179,957

1and 2 and 3

294

limit 4 to yr="2020 - 2025"

88

remove duplicates from 5 (final string for type 2 diabetes)

88
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A%z 9-15: Search Strategy - Database(s): ICHUSHI 2025 March 5

# Searches Results
1| "#ERRIR"/TH or "#ERJE-2 E"/TH or "#EKE"/TA 384,762
2 | "EFEDE"/TH or "£EFDE"/TA or "UA)T4FTSA47"/TA or 102,022
"QOL"/TA or "EifIELEFE"/TH or "EREBLEHFEE"/TA or "QALY"/TA
"EERELEGFE"/TH or "IEFREBLERFE"/TA or "DALY"/TA or (("
$E"/TA or "JEXNA"/TA) and ("@R&"/TA or "X37"/TA or "flifE"/TA
r "HIE"/TA or "RE"/TA)) or "eq 5d"/TA or "eqg-5d"/TA or
"euroqol 5d"/TA or "euroqol-5d"/TA or "euroqol 5 dimensions"/TA
or "qlq"/TA or "sf 36"/TA or "sf-36"/TA or "sf 20"/TA or "sf-20"/TA
or "sf 12"/TA or "sf-12"/TA or "sf 8"/TA or "sf-8"/TA or "sf 6"/TA
or "sf-6"/TA or "shortform 36"/TA or "shortform-36"/TA or
"shortform 20"/TA or "shortform-20"/TA or "shortform 12"/TA or
"shortform-12"/TA or "shortform 8"/TA or "shortform-8"/TA or
"shortform 6"/TA or "shortform-6"/TA or "short form 36"/TA or
"short form-36"/TA or "short form 20"/TA or "short form-20"/TA
or "short form 12"/TA or "short form-12"/TA or "short form 8"/TA

or "short form-8"/TA or "short form 6"/TA or "short form-6"/TA
#1 AND #2 3,911
4 | "EH"/TH OR "X & "/TA OR "frequency"/TA OR "#E"/TA OR 357,741
"Insulin"/TH OR "4 > X1)>"/TA OR “Glucagon-Like Peptide 1
Receptor Agonists”/TH OR “GLP-1"/TA OR "“GLP 1“/TA OR
“GLP1”/TA OR "daily"/TA OR "once-weekly"/TA OR "once

weekly"/TAOR "# 1 [@"/TAOR"1 H1[E"/TAOR"1 B 2 [E"/TA
51| #3 AND #4 1,123
6 | (#5) and (LA=BA:E) 1,049
7 | ("EEFIERE"/TH or "fEFIFRE"/TI) or ((PT=fEfIRke,E61) or (PT=# | 12,435,267
B HRER, BER, QRA, BB R, KB B R, LA— EFIRE R, 2 AV —fR))
8 | #6 not #7 224
(#8) and ((FT=Y) and AB=Y and PT=R&%X and CK=EF}) 154
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A% 9.5. BRESHT

BT 9-16:—RIEBRESTD/ISA—42 SHix&ER(b)

—RTBEED

INTA—HDEH

ICER M#iF (FM/QALY)

INGA—H BEDIRR | NSA—FDOTR | NSA—2D LR
TR LR

Ex@ERALEE | BZEAL-EE
Intervention, Treatment Step 1: Yearly Cost 216,507 264,620 | 10% D EE) Dominant 1,937,714
Comparator 1, Treatment Step 1: Yearly Cost 206,387 252,250 | 10% D EE) 1,813,076 Dominant
Comparator 1, Treatment Step 1: HbA1lc Effect -1.46 -1.26 | 95%{E 8 X 236,429 Dominant
Intervention, Treatment Step 1: HbA1lc Effect -1.67 -1.47 | 95% {53 X Dominant 210,681
Health Discount Rate (%) 0.00 0.04 | HM1FS1M> Dominant Dominant
Baseline HbA1c (%) 7.23 8.83 | 10%NEH 47,755 Dominant
Costs Discount Rate (%) 0.00 0.04 | AAFSA> Dominant Dominant
Comparator 1, Treatment Step 1: QoL -0.006 -0.007 | 10% N ZEE) Dominant Dominant
Simulation Duration (Years) 20.00 40.00 | I&3E Dominant Dominant
Age (Years) 52.97 64.74 | 10%DEH) Dominant Dominant
UKPDS68 HF Coefficient Rho 1.40 2.02 | 95% 15X Dominant Dominant
UKPDS68 HF Coefficient HbAlc 0.05 0.27 | 95%1E%EX 4 Dominant Dominant
UKPDS68 HF Coefficient Lambda -8.82 -7.22 | 95%1EREXE Dominant Dominant
Baseline QoL 0.811 0.991 | 10% N ZEE] Dominant Dominant
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State Cost: Lower Extremity Amputation 3,754,846 | 4,589,256 | 10%NDEH) Dominant Dominant
Diabetes Duration (Years) 11.37 13.89 | 10% M ZEE} Dominant Dominant
Baseline SBP (mmHQ) 117.55 143.67 | 10%NDEE) Dominant Dominant
JIRE Non-CV Mortality: Rho 1.57 1.64 | 95%{5EXM Dominant Dominant
Baseline TC (mmol/L) 4.37 5.35| 10% D% E) Dominant Dominant
JJRE Non-CV Mortality: Lambda 0.00 0.00 | 95%1EEX M Dominant Dominant
UKPDS68 Event Mortality Coefficient: HbA1c 0.01 0.22 | 95%{E X Dominant Dominant
Baseline non-HDL (mmol/L) 3.08 3.76 | 10% D ZEE] Dominant Dominant
UKPDS68 Event Mortality Coefficient: Lambda -3.95 -2.55 | 95% 15X E Dominant Dominant
Background Retinopathy at Baseline 0.22 0.27 | 10% M % E) Dominant Dominant
State Cost: Severe Visual Loss 670,062 818,964 | 10% N EE) Dominant Dominant
UKPDS68 Event Mortality Coefficient: Stroke_Event 0.31 1.78 | 95%EEX [H Dominant Dominant
State Cost: Macular Edema 371,349 | 453,871 | 10%MDZ%EE) Dominant Dominant
UKPDS68 HF Coefficient Age At Diagnosis 0.06 0.12 | 95%1EEXE Dominant Dominant
Exercise (= 3.8 METs-h/week, %) 0.59 0.73 | 10% N EE) Dominant Dominant
State Cost: Proliferative Retinopathy & Macular Edema 495,403 605,493 | 10% D EE) Dominant Dominant
Disutility: History of Lower Extremity Amputation -0.194 -0.238 | 10%NZEE) Dominant Dominant
State Cost: Symptomatic Neuropathy 495,215 | 605,263 | 10%NDEE) Dominant Dominant
UKPDS68 Event Mortality Coefficient: MI_Event 1.98 3.30 | 95%15E X H Dominant Dominant
Baseline UACR (mg/mmol) 0.72 0.88 | 10%DZEH) Dominant Dominant
Event Cost: Lower Extremity Amputation 1,945,778 | 2,378,173 | 10% D% &) Dominant Dominant
Smoker (%) 0.22 0.27 | 10%NDZEE) Dominant Dominant

2568



Disutility: Microalbuminuria -0.016 -0.020 | 10% M ZEE} Dominant Dominant
JJRE BDR Coefficient: Lambda 0.00 0.00 | 95%1E%EX 4 Dominant Dominant
Disutility: History of First Stroke -0.116 -0.142 | 10%NDZEE) Dominant Dominant
Female (%) 0.29 0.36 | 10%NDZEE] Dominant Dominant
UKPDS68 HF Coefficient SBP 0.00 0.22 | 95%1EREX Dominant Dominant
Disutility: Symptomatic Neuropathy -0.040 -0.048 | 10% D EE) Dominant Dominant
JJRE Stroke Coefficient: Lambda 0.00 0.00 | 95%{EREXH Dominant Dominant
Macroalbuminuria at Baseline 0.05 0.06 | 10%DEH Dominant Dominant
State Cost: End Stage Renal Disease 5,297,458 | 6,474,670 | 10% D EE] Dominant Dominant
Baseline HDL (mmol/L) 1.30 1.58 | 10% M % E) Dominant Dominant
State Cost: Peripheral Vascular Disease 463,826 566,898 | 10% D ZEH) Dominant Dominant
Disutility: Severe Visual Loss -0.029 -0.035 | 10%NZEE) Dominant Dominant
Disutility: Lower Extremity Amputation Event -0.194 -0.238 | 10%NZEE) Dominant Dominant
Disutility: Heart Failure -0.097 -0.119 | 10%NZEE) Dominant Dominant
State Cost: Background Retinopathy 555,091 678,445 | 10% D ZEE) Dominant Dominant
State Cost: First Stroke 362,670 | 443,264 | 10%DZ%EE) Dominant Dominant
State Cost: Heart Failure 468,983 573,201 | 10%DEH Dominant Dominant
Subsequent Stroke at Baseline 0.03 0.04 | 10%NDZEE] Dominant Dominant
First Stroke at Baseline 0.03 0.04 | 10%DZEE) Dominant Dominant
Disutility: Ischemic Heart Disease -0.081 -0.099 | 10% M ZEE) Dominant Dominant
JJRE BDR Coefficient: Rho 0.81 0.84 | 95%1EEX 4 Dominant Dominant
JJRE CVD Coefficient: Lambda 0.00 0.00 | 95%{EREXH Dominant Dominant

2569



Baseline BMI (kg/m2) 24.14 29.50 | 10%DZEH) Dominant Dominant
JJRE Macroalbuminuria Coefficient: Lambda 0.00 0.00 | 95%1E%EX 4 Dominant Dominant
JJRE Macroalbuminuria Coefficient: Rho 1.17 1.22 | 95% 15X Dominant Dominant
Disutility: Age (per 10) -0.004 -0.004 | 10%NZEE) Dominant Dominant
Event Cost: Proliferative Retinopathy & Macular Edema 664,703 812,415 | 10% D EE) Dominant Dominant
Subsequent Myocardial Infarction at Baseline 0.01 0.01 | 10% D% E) Dominant Dominant
First Myocardial Infarction at Baseline 0.01 0.01 | 10%DEH Dominant Dominant
Peripheral Vascular Disease at Baseline 0.01 0.01 | 10%DEH Dominant Dominant
State Cost: Proliferative Retinopathy 131,511 160,735 | 10%NDEE) Dominant Dominant
State Cost: Ischemic Heart Disease 186,923 228,461 | 10% D% E) Dominant Dominant
History of Atrial Fibrillation (%) 0.02 0.03 | 10%DEH) Dominant Dominant
Event Cost: First Stroke 1,144,444 | 1,398,764 | 10% D% E) Dominant Dominant
Lower Extremity Amputation at Baseline 0.01 0.01 | 10%NZEE] Dominant Dominant
Event Cost: Proliferative Retinopathy 825,531 | 1,008,983 | 10% D% E) Dominant Dominant
JIRE Stroke Coefficient: Rho 1.14 1.18 | 95% 15X HE Dominant Dominant
Event Cost: Heart Failure 1,235,095 | 1,509,561 | 10% D ZEH Dominant Dominant
Proliferative Retinopathy at Baseline 0.01 0.02 | 10%NZEE] Dominant Dominant
Event Cost: Ischemic Heart Disease 1,443,559 | 1,764,349 | 10%DZEH Dominant Dominant
Disutility: History of Subsequent Stroke -0.116 -0.142 | 10% D% E) Dominant Dominant
Proliferative Retinopathy & Macular Edema at Baseline 0.01 0.01 | 10% D ZEE) Dominant Dominant
Disutility: Macular Edema -0.003 -0.003 | 10% M ZEE} Dominant Dominant
JJRE PDR Coefficient: Rho 0.88 0.93 | 95%1EREXH Dominant Dominant
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State Cost: Microalbuminuria 6,735 8,231 | 10% D ZEH Dominant Dominant
Disutility: Female -0.023 -0.029 | 10% M ZEE} Dominant Dominant
Event Cost: First Myocardial Infarction 1,779,804 | 2,175,316 | 10% D% E) Dominant Dominant
Macular Edema at Baseline 0.01 0.01 | 10%DEH Dominant Dominant
State Cost: Subsequent Stroke 362,670 443,264 | 10%DZEE) Dominant Dominant
Disutility: First Stroke Event -0.116 -0.142 | 10% D ZEE} Dominant Dominant
UKPDS68 HF Coefficient BMI 0.03 0.10 | 95%{EREXH Dominant Dominant
Heart Failure at Baseline 0.01 0.01 | 10%DEH Dominant Dominant
Disutility: Proliferative Retinopathy & Macular Edema -0.003 -0.003 | 10% M % E) Dominant Dominant
Disutility: History of First Myocardial Infarction -0.050 -0.061 | 10% D EE) Dominant Dominant
UKPDS68 Event Mortality Coefficient: Ln(Age_Event) 1.37 4.18 | 95%EE X Dominant Dominant
Event Cost: Subsequent Stroke 1,199,208 | 1,465,698 | 10% D% E) Dominant Dominant
Disutility: End Stage Renal Disease -0.059 -0.072 | 10%NDZEE) Dominant Dominant
Disutility: Macroalbuminuria -0.017 -0.021 | 10% N ZEE) Dominant Dominant
Disutility: Proliferative Retinopathy -0.003 -0.003 | 10% D EE) Dominant Dominant
JIJRE PDR Coefficient: Lambda 0.00 0.00 | 95%1E%EX 4 Dominant Dominant
Disutility: Subsequent Stroke Event -0.116 -0.142 | 10%DZEE) Dominant Dominant
Disutility: Background Retinopathy -0.003 -0.003 | 10%NZEE) Dominant Dominant
Ischemic Heart Disease at Baseline 0.01 0.01 | 10%DZEE) Dominant Dominant
State Cost: Macroalbuminuria 34,921 42,681 | 10% D% E) Dominant Dominant
State Cost: First Myocardial Infarction 40,031 48,927 | 10% D EE) Dominant Dominant
JJRE CVD Coefficient: Rho 1.38 1.42 | 95% 15X Dominant Dominant
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Disutility: First Myocardial Infarction Event -0.050 -0.061 | 10% M ZEE} Dominant Dominant
Event Cost: Subsequent Myocardial Infarction 1,718,491 | 2,100,377 | 10% D ZEH Dominant Dominant
Disutility: History of Subsequent Myocardial Infarction -0.050 -0.061 | 10% M ZEE} Dominant Dominant
Event Cost: Severe 397,845 | 486,255 | 10%MNZ%EE) Dominant Dominant
Disutility: Subsequent Myocardial Infarction Event -0.050 -0.061 | 10% D EE) Dominant Dominant
Event QALY Loss: Non-severe 0.00 -0.01 | 10% D ZEH Dominant Dominant
State Cost: Subsequent Myocardial Infarction 40,031 48,927 | 10% D ZEE) Dominant Dominant
Event QALY Loss: Severe -0.04 -0.04 | 10% D% E] Dominant Dominant
Black (%) 0.00 0.00 | 10%MDZE] Dominant Dominant
Hispanic (%) 0.00 0.00 | 10%DZEH Dominant Dominant
Asian Indian (%) 0.00 0.00 | 10%DZEH) Dominant Dominant
Southern European (%) 0.00 0.00 | 10% D ZEE] Dominant Dominant
Baseline DBP (mmHg) 71.26 87.10 | 10%NEE) Dominant Dominant
Baseline LDL (mmol/L) 2.36 2.88 | 10% D ZEE] Dominant Dominant
Baseline TG (mmol/L) 1.86 2.28 | 10% D% E) Dominant Dominant
Baseline HR (bpm) 70.53 86.21 | 10% M EE} Dominant Dominant
Baseline WBC (1x1076) 5.92 7.24 | 10%DZEE) Dominant Dominant
Baseline eGFR (ml/min/1.73m2) 64.18 78.44 | 10% M ZE &) Dominant Dominant
Severe Visual Loss at Baseline 0.00 0.00 | 10% D ZEE] Dominant Dominant
Symptomatic Neuropathy at Baseline 0.00 0.00 | 10% M EE) Dominant Dominant
Microalbuminuria at Baseline 0.00 0.00 | 10%DZEH) Dominant Dominant
End Stage Renal Disease at Baseline 0.00 0.00 | 10%DEH) Dominant Dominant
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Event Cost: Background Retinopathy 0 0| 10%MDZEE) Dominant Dominant
Event Cost: Macular Edema 0 0| 10%MDZEE) Dominant Dominant
Event Cost: Severe Visual Loss 0 0| 10%NZEH Dominant Dominant
Event Cost: Symptomatic Neuropathy 0 0| 10%MDEH Dominant Dominant
Event Cost: Peripheral Vascular Disease 0 0| 10%MDZEE) Dominant Dominant
Event Cost: Microalbuminuria 0 0| 10%MDZEE) Dominant Dominant
Event Cost: Macroalbuminuria 0 0| 10%NZEH Dominant Dominant
Event Cost: End Stage Renal Disease 0 0| 10%MNDZEE] Dominant Dominant
Event Cost: Non-severe 0 0| 10%NZEE Dominant Dominant
Disutility: Peripheral Vascular Disease 0.000 0.000 | 10%DZEH) Dominant Dominant
Disutility: Diabetes Duration (per 10) 0.000 0.000 | 10%DZEH) Dominant Dominant
Disutility: Overweight (per BMI over 25) 0.000 0.000 | 10% D ZE] Dominant Dominant
Intervention, Treatment Step 1: eGFR Effect -3.47 -1.43 | 95%1EERXM Dominant Dominant
Comparator 1, Treatment Step 1: eGFR Effect -1.87 0.17 | 95%EEXH Dominant Dominant
JJRE CVD Coefficient: Female -0.86 -0.86 | 95%1EREX [ Dominant Dominant
JJRE CVD Coefficient: Age/10 0.33 0.33 | 95%{EEX Dominant Dominant
JJRE CVD Coefficient: HbA1lc % 0.20 0.20 | 95%1EREXH Dominant Dominant
JJRE CVD Coefficient: Disease Duration 0.00 0.00 | 95%1E3EX M Dominant Dominant
JJRE CVD Coefficient: BMI < 18.5 0.00 0.00 | 95%1E3EX M Dominant Dominant
JJRE CVD Coefficient: BMI >= 25 0.00 0.00 | 95%1E3EX M Dominant Dominant
JJRE CVD Coefficient: SBP 0.12 0.12 | 95%1E%EX 4 Dominant Dominant
JJRE CVD Coefficient: Non-HDL-c 0.45 0.45 | 95%1EREXH Dominant Dominant
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JJRE CVD Coefficient: Log (ACR) 0.00 0.00 | 95%1E%E X 4 Dominant Dominant
JJRE CVD Coefficient: Smoker 0.59 0.59 | 95%1E%EX 4 Dominant Dominant
JJRE CVD Coefficient: Exercise 0.00 0.00 | 95%{EREXH Dominant Dominant
JJRE CVD Coefficient: Atrial fibrillation 0.00 0.00 | 95%1E3EX M Dominant Dominant
JIRE Stroke Coefficient: Female -0.80 -0.80 | 95%1EREX i Dominant Dominant
JIRE Stroke Coefficient: Age/10 0.43 0.43 | 95% =X H Dominant Dominant
JJRE Stroke Coefficient: HbAlc % 0.20 0.20 | 95%{EREXH Dominant Dominant
JJRE Stroke Coefficient: Disease Duration 0.00 0.00 | 95%{EREXH Dominant Dominant
JJRE Stroke Coefficient: BMI < 18.5 0.00 0.00 | 95%1E3EX M Dominant Dominant
JJRE Stroke Coefficient: BMI >= 25 0.00 0.00 | 95%1E3EX M Dominant Dominant
JIRE Stroke Coefficient: SBP 0.15 0.15 | 95%1E%EX 4 Dominant Dominant
JJRE Stroke Coefficient: Non-HDL-c 0.32 0.32 | 95%1EREXH Dominant Dominant
JIRE Stroke Coefficient: Log (ACR) 0.00 0.00 | 95%1EEXH Dominant Dominant
JIRE Stroke Coefficient: Smoker 0.00 0.00 | 95%1E3EX M Dominant Dominant
JIRE Stroke Coefficient: Exercise -0.63 -0.63 | 95%1EREX Dominant Dominant
JIRE Stroke Coefficient: Atrial fibrillation 2.49 2.49 | 95%1E%EX 4 Dominant Dominant
JIRE Non-CV Mortality: Female -0.62 -0.62 | 95%{E B8 X Dominant Dominant
JIRE Non-CV Mortality: Age/10 0.89 0.89 | 95% 15X H Dominant Dominant
JJRE Non-CV Mortality: HbA1c % 0.00 0.00 | 95%1EREX 4 Dominant Dominant
JIRE Non-CV Mortality: Disease Duration 0.00 0.00 | 95%1ERE X 4 Dominant Dominant
JJRE Non-CV Mortality: BMI < 18.5 1.09 1.09 | 95% S8 X i Dominant Dominant
JIRE Non-CV Mortality: BMI >= 25 0.17 0.17 | 95%{E 58X Dominant Dominant

264



JJRE Non-CV Mortality: SBP 0.00 0.00 | 95%1E%EX 4 Dominant Dominant
JJRE Non-CV Mortality: Non-HDL-c 0.00 0.00 | 95%1E%EX 4 Dominant Dominant
JIRE Non-CV Mortality: Log (ACR) 0.00 0.00 | 95%{E#E X Dominant Dominant
JIRE Non-CV Mortality: Smoker 0.73 0.73 | 95%1EEXE Dominant Dominant
JJRE Non-CV Mortality: Exercise -0.59 -0.59 | 95%{EFE X Dominant Dominant
JJRE Non-CV Mortality: Atrial fibrillation 0.00 0.00 | 95%1E%EX 4 Dominant Dominant
JIRE Non-CV Mortality: Atrial fibrillation 0.000 0.000 | 95%{E#E X Dominant Dominant

B&EE: ACR:Albumin creatinine ratio, BDR:, BMI:Body mass index. CV:Cardiovascular, CVD:Cardiovascular disease.
DBP:Diastolic blood pressure, eGFR:Estimated glomerular filtration rate, HbAlc:Hemoglobin Alc.
HDL-c:High-density lipoprotein cholesterol,

HF:Heart failure. HR:Heart rate. ICER:incremental cost-effectiveness ratio.

JIJRE:The Japan Diabetes Complications Study/Japanese Elderly Diabetes Intervention Trial risk engine.

LDL:Low-density lipoprotein. Ln:, METs:Metabolic equivalent of task, MI:Myocardial Infarction, PDR:,
QALY:Quality Adjusted Life Year. QOL:Quality of life. SBP:Systolic blood pressure. TC:Total cholesterol. TG: Triglyceride.

UACR:Urinary Albumin creatinine ratio, WBC: White blood cell.

AFR 9-17: —RuEBESMD/INTrA—E FiTREH(c)

RE DIRHL

ICER DB (F/QALY)
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INGA—BDT | NFA—2DL
TR LR FRIEZEMALE: | RiBZEALE
5a 5a
Intervention, Treatment Step 1: Yearly Cost 253,181 309,444 | 10%DEH Dominant 3,865,869
Comparator 1, Treatment Step 1: Yearly Cost 225,357 275,436 | 10% D ZEE) 3,083,033 | 258,221
Comparator 1, Treatment Step 1: HbA1lc Effect -0.83 -0.59 | 95%{E%EXM | 3,159,431 587,267
Age (Years) 56 69 | 10%MDZES) 1,141,082 | 2,146,946
UKPDS68 HF Coefficient Rho 1.40 2.02 | 95% 55X H 1,524,398 2,131,843
Costs Discount Rate (%) 0.00 0.04 | iM1FZ1> 1,408,122 | 1,857,534
Baseline HbA1c (%) 7.24 8.84 | 10%DEH) 2,153,890 1,731,824
UKPDS68 HF Coefficient Lambda -8.82 -7.22 | 95%{EEXH 1,556,733 | 1,921,283
Health Discount Rate (%) 0.00 0.04 | Hi(EZ1> 1,484,352 1,833,929
Intervention, Treatment Step 1: HbA1c Effect -1.03 -0.83 | 95%1E%EXME | 771,381 1,088,944
Simulation Duration (Years) 20 40 | IRE 1,979,551 1,670,627
UKPDS68 HF Coefficient BMI 0.03 0.10 | 95%1ERE X4 1,540,890 1,790,431
Comparator 1, Treatment Step 1: QoL -0.012 -0.014 | 10% M ZEE) 1,802,826 1,556,492
Intervention, Treatment Step 1: BMI Effect 0.31 0.67 | 95% =B X H 1,572,904 1,774,590
State Cost: Lower Extremity Amputation 3,754,846 | 4,589,256 | 10% D ZEH 1,743,327 1,597,927
Baseline BMI (kg/m2) 22.85 27.93 | 10%DZEH) 1,565,792 1,708,236
Comparator 1, Treatment Step 1: BMI Effect -0.18 0.18 | 95%{EEXH 1,681,964 1,574,148
UKPDS68 HF Coefficient Age At Diagnosis 0.06 0.12 | 95% 158X 1,724,692 1,627,701
JIRE Non-CV Mortality: Rho 1.57 1.64 | 95%{= X 1,630,125 1,713,350
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Baseline QoL 0.811 0.991 | 10% D% E) 1,712,328 1,630,909
Background Retinopathy at Baseline 0.36 0.45 | 10%MND%EE) 1,640,431 1,700,855
State Cost: Proliferative Retinopathy & Macular Edema 495,403 605,493 | 10% D ZEE) 1,695,809 1,645,445
JJRE Non-CV Mortality: Lambda 0.00 0.00 | 95%1E%E X A 1,646,862 1,693,893
State Cost: Background Retinopathy 555,091 678,445 | 10% D ZEE) 1,648,232 1,693,022
UKPDS68 Event Mortality Coefficient: Stroke_Event 0.31 1.78 | 95%{558 X i 1,652,021 1,696,177
Baseline SBP (mmHg) 118.15 144.41 | 10% D% E) 1,651,626 1,692,046
UKPDS68 HF Coefficient SBP 0.00 0.22 | 95%{E5EXfH 1,691,653 1,651,334
UKPDS68 Event Mortality Coefficient: Lambda -3.95 -2.55 | 95% {538 X 1,654,102 1,693,735
Exercise (= 3.8 METs-h/week, %) 0.59 0.73 | 10%DZEFH) 1,685,371 1,656,055
State Cost: Symptomatic Neuropathy 495,215 605,263 | 10% D ZEE) 1,684,648 1,656,606
Baseline HDL (mmol/L) 1.26 1.54 | 10% D ZEE) 1,684,316 1,659,428
State Cost: Heart Failure 468,983 573,201 | 10%DZEH) 1,658,248 1,683,006
State Cost: Severe Visual Loss 670,062 818,964 | 10% D EE) 1,682,295 1,658,960
Event Cost: Lower Extremity Amputation 1,945,778 | 2,378,173 | 10%DZEH) 1,682,200 1,659,054
JIRE BDR Coefficient: Rho 0.81 0.84 | 95% =B X 1,659,941 1,681,592
Diabetes Duration (Years) 15.53 18.98 | 10% M ZEE) 1,641,775 1,620,681
Macroalbuminuria at Baseline 0.06 0.08 | 10%DZEFH 1,660,970 1,680,315
UKPDS68 Event Mortality Coefficient: Ln(Age_Event) 1.37 4.18 | 95% {5 8EX 4 1,661,813 1,680,939
Female (%) 0.32 0.40 | 10% D% E) 1,680,074 1,661,122
Baseline TC (mmol/L) 4.20 5.14 | 10%DZEE) 1,661,476 1,679,417
UKPDS68 HF Coefficient HbA1lc 0.05 0.27 | 95%{E5EXfH 1,676,194 1,658,880
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UKPDS68 Event Mortality Coefficient: HbAlc 0.01 0.22 | 95%{E5EXH 1,664,648 1,677,118
Event Cost: Severe 397,845 486,255 | 10% D EE) 1,664,412 1,676,842
State Cost: Peripheral Vascular Disease 463,826 566,898 | 10% D ZEH 1,665,275 1,675,979
Smoker (%) 0.18 0.22 | 10% D% E) 1,665,521 1,675,783
Event QALY Loss: Non-severe -0.00 -0.01 | 10%MDZEFH 1,665,792 1,675,490
Disutility: History of Lower Extremity Amputation -0.194 -0.238 | 10% M ZEE) 1,675,221 1,666,059
State Cost: First Stroke 362,670 443,264 | 10%DEE) 1,675,090 1,666,165
Disutility: Heart Failure -0.097 -0.119 | 10% D EE) 1,666,352 1,674,924
Event Cost: Heart Failure 1,235,095 | 1,509,561 | 10%DZEH) 1,666,488 1,674,766
Baseline UACR (mg/mmol) 0.72 0.88 | 10% M % E) 1,674,654 1,666,525
Event Cost: Proliferative Retinopathy & Macular Edema 664,703 812,415 | 10% D ZEE) 1,674,399 1,666,855
Event Cost: Proliferative Retinopathy 825,531 | 1,008,983 | 10%NEH 1,674,016 1,667,239
JJRE Macroalbuminuria Coefficient: Rho 1.17 1.22 | 95% 158 X 4 1,673,447 1,667,588
Baseline non-HDL (mmol/L) 2.94 3.60 | 10%DEE) 1,673,739 1,667,914
State Cost: Proliferative Retinopathy 131,511 160,735 | 10% D% E) 1,673,388 1,667,866
Event Cost: First Stroke 1,144,444 | 1,398,764 | 10% DEE) 1,673,136 1,668,118
State Cost: Ischemic Heart Disease 186,923 228,461 | 10%MDEE) 1,672,926 1,668,328
Disutility: Microalbuminuria -0.016 -0.020 | 10% M ZEE) 1,672,854 1,668,406
JJRE PDR Coefficient: Rho 0.88 0.93 | 95%1EEXH 1,672,748 1,668,457
Disutility: History of First Stroke -0.116 -0.142 | 10%MDZEE) 1,672,738 1,668,521
State Cost: Macular Edema 371,349 453,871 | 10%MD%EE) 1,672,671 1,668,584
JJRE BDR Coefficient: Lambda 0.00 0.00 | 95%{E5EXH 1,668,677 1,672,686
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Disutility: Symptomatic Neuropathy -0.040 -0.048 | 10% D ZEE) 1,672,502 1,668,756
JIRE Macroalbuminuria Coefficient: Lambda 0.00 0.00 | 95% =B X H 1,672,447 1,668,810
Disutility: Lower Extremity Amputation Event -0.194 -0.238 | 10% M ZEE) 1,672,336 1,668,922
Disutility: Ischemic Heart Disease -0.081 -0.099 | 10% DX 1,672,293 1,668,965
Event Cost: Ischemic Heart Disease 1,443,559 | 1,764,349 | 10% D ZEE) 1,672,245 1,669,009
Event Cost: First Myocardial Infarction 1,779,804 | 2,175,316 | 10%DEE) 1,672,077 1,669,177
Disutility: Age (per 10) -0.004 -0.004 | 10%D%EE) 1,669,192 1,672,065
First Stroke at Baseline 0.03 0.03 | 10%DZEH 1,669,343 1,671,913
Subsequent Stroke at Baseline 0.03 0.03 | 10%DZEH 1,669,343 1,671,913
JIRE Stroke Coefficient: Rho 1.14 1.18 | 95% S (E XM 1,669,448 1,671,866
Proliferative Retinopathy at Baseline 0.02 0.03 | 10% D% E) 1,669,469 1,671,786
UKPDS68 Event Mortality Coefficient: MI_Event 1.98 3.30 | 95%E%EXd 1,672,143 1,669,887
Event QALY Loss: Severe -0.04 -0.04 | 10%MDZEFH 1,669,712 1,671,544
Disutility: Severe Visual Loss -0.029 -0.035 | 10% M EE) 1,671,465 1,669,790
JJRE PDR Coefficient: Lambda 0.00 0.00 | 95%1E4EX 1,671,452 1,669,824
Proliferative Retinopathy & Macular Edema at Baseline 0.01 0.01 | 10% D ZEH) 1,669,846 1,671,408
Subsequent Myocardial Infarction at Baseline 0.01 0.01 | 10%DZEH 1,669,848 1,671,406
First Myocardial Infarction at Baseline 0.01 0.01 | 10% D% E) 1,669,848 1,671,406
State Cost: End Stage Renal Disease 5,297,458 | 6,474,670 | 10% D% E) 1,669,877 1,671,377
JIRE Stroke Coefficient: Lambda 0.00 0.00 | 95%1E$E X [ 1,671,354 1,669,926
JIRE CVD Coefficient: Rho 1.38 1.42 | 95%{= X 1,670,024 1,671,331
Macular Edema at Baseline 0.01 0.01 | 10%DZEH 1,669,998 1,671,256
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State Cost: Microalbuminuria 6,735 8,231 | 10% D% E) 1,671,181 1,670,074
Event Cost: Subsequent Stroke 1,199,208 | 1,465,698 | 10% D ZEE) 1,671,130 1,670,124
Disutility: Female -0.023 -0.029 | 10% D% E) 1,670,205 1,671,050
State Cost: Subsequent Stroke 362,670 443,264 | 10%NDEE) 1,671,023 1,670,232
Disutility: First Stroke Event -0.116 -0.142 | 10%MDZEE) 1,670,905 1,670,349
Disutility: Proliferative Retinopathy & Macular Edema -0.003 -0.003 | 10% D %EF) 1,670,856 1,670,398
Disutility: Background Retinopathy -0.003 -0.003 | 10%DZEE) 1,670,445 1,670,809
Disutility: History of Subsequent Stroke -0.116 -0.142 | 10% M%&) 1,670,785 1,670,469
Ischemic Heart Disease at Baseline 0.01 0.01 | 10% D% E) 1,670,473 1,670,781
History of Atrial Fibrillation (%) 0.01 0.01 | 10% D% E) 1,670,757 1,670,497
JIRE CVD Coefficient: Lambda 0.00 0.00 | 95% =B X H 1,670,751 1,670,517
Disutility: Proliferative Retinopathy -0.003 -0.003 | 10% M ZEE) 1,670,722 1,670,532
Disutility: History of First Myocardial Infarction -0.050 -0.061 | 10% D ZEE) 1,670,711 1,670,544
State Cost: Macroalbuminuria 34,921 42,681 | 10%NDEE) 1,670,702 1,670,553
Disutility: Macroalbuminuria -0.017 -0.021 | 10% D ZEE) 1,670,688 1,670,566
Disutility: Subsequent Stroke Event -0.116 -0.142 | 10% D% 1,670,681 1,670,573
State Cost: First Myocardial Infarction 40,031 48,927 | 10%MDZEE) 1,670,676 1,670,578
Event Cost: Subsequent Myocardial Infarction 1,718,491 | 2,100,377 | 10%DZEE) 1,670,667 1,670,587
Disutility: Macular Edema -0.003 -0.003 | 10% D% 1,670,652 1,670,602
Disutility: History of Subsequent Myocardial Infarction -0.050 -0.061 | 10% D ZEFH 1,670,609 1,670,646
Disutility: First Myocardial Infarction Event -0.050 -0.061 | 10% D %EF) 1,670,646 1,670,609
Disutility: End Stage Renal Disease -0.059 -0.072 | 10% M%&) 1,670,613 1,670,641
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State Cost: Subsequent Myocardial Infarction 40,031 48,927 | 10% D EE) 1,670,618 1,670,636
Disutility: Subsequent Myocardial Infarction Event -0.050 -0.061 | 10% D %EF) 1,670,628 1,670,626
Black (%) 0.00 0.00 | 10% D% E) 1,670,627 1,670,627
Hispanic (%) 0.00 0.00 | 10% D% E) 1,670,627 1,670,627
Asian Indian (%) 0.00 0.00 | 10% D% E) 1,670,627 1,670,627
Baseline DBP (mmHg) 69.34 84.74 | 10% M%&) 1,670,627 1,670,627
Baseline LDL (mmol/L) 2.26 2.76 | 10% M % E) 1,670,627 1,670,627
Baseline TG (mmol/L) 1.54 1.88 | 10%MDZEH 1,670,627 1,670,627
Baseline HR (bpm) 71.69 87.63 | 10% M % E) 1,670,627 1,670,627
Baseline WBC (1x1076) 5.96 7.28 | 10%MDZH 1,670,627 1,670,627
Baseline eGFR (ml/min/1.73m2) 62.33 76.18 | 10% D% E) 1,670,627 1,670,627
Severe Visual Loss at Baseline 0.00 0.00 | 10%DZEH 1,670,627 1,670,627
Symptomatic Neuropathy at Baseline 0.00 0.00 | 10% D ZEE) 1,670,627 1,670,627
Peripheral Vascular Disease at Baseline 0.00 0.00 | 10% D% E) 1,670,627 1,670,627
Lower Extremity Amputation at Baseline 0.00 0.00 | 10%DZEH 1,670,627 1,670,627
Microalbuminuria at Baseline 0.00 0.00 | 10% M ZEH) 1,670,627 1,670,627
End Stage Renal Disease at Baseline 0.00 0.00 | 10%DZEH 1,670,627 1,670,627
Heart Failure at Baseline 0.00 0.00 | 10%DZEFH 1,670,627 1,670,627
Event Cost: Background Retinopathy 0 0| 10%DEH 1,670,627 1,670,627
Event Cost: Macular Edema 0 0| 10%MD%EE) 1,670,627 1,670,627
Event Cost: Severe Visual Loss 0 0| 10%DZEE) 1,670,627 1,670,627
Event Cost: Symptomatic Neuropathy 0 0| 10%NZEE 1,670,627 1,670,627
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Event Cost: Peripheral Vascular Disease 0 0| 10%DZEE) 1,670,627 1,670,627
Event Cost: Microalbuminuria 0 0| 10%D%EF 1,670,627 1,670,627
Event Cost: Macroalbuminuria 0 0| 10%NZEH 1,670,627 1,670,627
Event Cost: End Stage Renal Disease 0 0| 10%MNZEH 1,670,627 1,670,627
Event Cost: Non-severe 0 0| 10%DEE) 1,670,627 1,670,627
Disutility: Peripheral Vascular Disease 0.000 0.000 | 10% M X&) 1,670,627 1,670,627
Disutility: Diabetes Duration (per 10) 0.000 0.000 | 10% D ZEE] 1,670,627 1,670,627
Disutility: Overweight (per BMI over 25) 0.000 0.000 | 10%MDZ 5 1,670,627 1,670,627
JIRE CVD Coefficient: Female -0.86 -0.86 | 95% 5 X 1,670,627 1,670,627
JJRE CVD Coefficient: Age/10 0.33 0.33 | 95%= X 1,670,627 1,670,627
JIRE CVD Coefficient: HbA1c % 0.20 0.20 | 95%E 1B 1,670,627 1,670,627
JIRE CVD Coefficient: Disease Duration 0.00 0.00 | 95%EEE X 1,670,627 1,670,627
JIRE CVD Coefficient: BMI < 18.5 0.00 0.00 | 95%E4E X H 1,670,627 1,670,627
JIRE CVD Coefficient: BMI >= 25 0.00 0.00 | 95%E4E X H 1,670,627 1,670,627
JIRE CVD Coefficient: SBP 0.12 0.12 | 95%E4ER RS 1,670,627 1,670,627
JJRE CVD Coefficient: Non-HDL-c 0.45 0.45 | 95%1EfE X 1,670,627 1,670,627
JIRE CVD Coefficient: Log (ACR) 0.00 0.00 | 95%1E%E X A 1,670,627 1,670,627
JIRE CVD Coefficient: Smoker 0.59 0.59 | 95%E4E X fH 1,670,627 1,670,627
JJRE CVD Coefficient: Exercise 0.00 0.00 | 95%1E4EX 1,670,627 1,670,627
JJRE CVD Coefficient: Atrial fibrillation 0.00 0.00 | 95%1E4EX 1,670,627 1,670,627
JIRE Stroke Coefficient: Female -0.80 -0.80 | 95% =B X 4 1,670,627 1,670,627
JIRE Stroke Coefficient: Age/10 0.43 0.43 | 95% 156X 4 1,670,627 1,670,627
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JIRE Stroke Coefficient: HbAlc % 0.20 0.20 | 95%{E5EXH 1,670,627 1,670,627
JIRE Stroke Coefficient: Disease Duration 0.00 0.00 | 95% =B X H 1,670,627 1,670,627
JIRE Stroke Coefficient: BMI < 18.5 0.00 0.00 | 95%1E%E X 4 1,670,627 1,670,627
JIRE Stroke Coefficient: BMI >= 25 0.00 0.00 | 95%E4E X H 1,670,627 1,670,627
JJRE Stroke Coefficient: SBP 0.15 0.15 | 95%1EEX 1,670,627 1,670,627
JIRE Stroke Coefficient: Non-HDL-c 0.32 0.32 | 95%{=#EX RS 1,670,627 1,670,627
JIRE Stroke Coefficient: Log (ACR) 0.00 0.00 | 95%1E%E X 4 1,670,627 1,670,627
JJRE Stroke Coefficient: Smoker 0.00 0.00 | 95%EEEX 1,670,627 1,670,627
JIRE Stroke Coefficient: Exercise -0.63 -0.63 | 95%EE X H 1,670,627 1,670,627
JJRE Stroke Coefficient: Atrial fibrillation 2.49 2.49 | 95% =X 1,670,627 1,670,627
JIRE Non-CV Mortality: Female -0.62 -0.62 | 95%5HEX Y 1,670,627 1,670,627
JIRE Non-CV Mortality: Age/10 0.89 0.89 | 95%1E%E X 4 1,670,627 1,670,627
JIJRE Non-CV Mortality: HbAlc % 0.00 0.00 | 95%E4E X H 1,670,627 1,670,627
JIJRE Non-CV Mortality: Disease Duration 0.00 0.00 | 95%E4E X H 1,670,627 1,670,627
JJRE Non-CV Mortality: BMI < 18.5 1.09 1.09 | 95% S (E XM 1,670,627 1,670,627
JIRE Non-CV Mortality: BMI >= 25 0.17 0.17 | 95%E#EX Y 1,670,627 1,670,627
JIRE Non-CV Mortality: SBP 0.00 0.00 | 95%1E%E X 4 1,670,627 1,670,627
JIJRE Non-CV Mortality: Non-HDL-c 0.00 0.00 | 95%E4E X fH 1,670,627 1,670,627
JJRE Non-CV Mortality: Log (ACR) 0.00 0.00 | 95%1E4EX 1,670,627 1,670,627
JJRE Non-CV Mortality: Smoker 0.73 0.73 | 95%1EEX 1,670,627 1,670,627
JJRE Non-CV Mortality: Exercise -0.59 -0.59 | 95% 158X i 1,670,627 1,670,627
JIRE Non-CV Mortality: Atrial fibrillation 0.00 0.00 | 95%1E%E X 4 1,670,627 1,670,627
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B&E&: ACR:Albumin creatinine ratio, BDR:. BMI:Body mass index. CV:Cardiovascular, CVD:Cardiovascular disease.
DPS:Diastolic blood pressure., eGFR:Estimated glomerular filtration rate, HbAlc:Hemoglobin Alc.

HDL-c:High-density lipoprotein cholesterol, HF:Heart failure. HR:Heart rate. ICER:incremental cost-effectiveness ratio.
JJRE:The Japan Diabetes Complications Study/Japanese Elderly Diabetes Intervention Trial risk engine.
LDL:Low-density lipoprotein. Ln:, METs: Metabolic equivalent of task., MI:Myocardial Infarction, PDR:.

QALY:Quality Adjusted Life Year. QOL:Quality of life, SBP:Systolic blood pressure, TC:Total cholesterol. TG: Triglyceride,

UACR:Urinary Albumin creatinine ratio, WBC: White blood cell.
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