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ICHUSHI Igaku Chuo Zasshi Bt Rtk

IDF International Diabetes Federation EE¥ERFES

INESSS Institut national d'excellence en santé et services sociaux

IQWIG Institut fur Qualitat und Wirtschaftlichkeit im Gesundheitswesen

ISPOR International Society for Pharmacoeconomics and Outcomes Research
EfEEEEFT7 INMLHARESR

JAMA Journal of American Medical Association KX EEESHE

JDS Japan Diabetes Society BA#ERRFFESR

JIRE JJ risk engine JJYRIITU DY

LTPA Leisure-time physical activity RIRFED F{KEE)

MACE Major cardiovascular events FEHZLME ARk

MeSH Medical Subject Headin E¥ZRIER R

MET Metformin Ak7RJLEY

METs Metabolic equivalents XH&=

MHLW Ministry of Health, Labour and Welfare B4 5 @4

MI Myocardial infarction 1D AF1EE

N/A Not applicable 7L

NHS EED NHS Economic Evaluation Database

NICE National Institute for Health and Care Excellence

NMA Network meta-analysis fyrT—IAFF7F1)L R

OAD Oral antidiabetic drug #O¥ERFEZE

OR Odds ratio v Xtk

PBAC Pharmaceutical Benefits Advisory Committee

PICOS Population, interventions, comparisons, outcomes, and study design
SHREM. FAL LB, 7oL, RBRT YA

PMDA Pharmaceuticals and Medical Devices Agency EZEmEEEFLEHEE

PSA Probabilistic sensitivity analysis #RHRE DT

PVD Peripheral vascular disease FRiEMERKE

PYE Patient-years of exposure BZEENDEEF

QALY Quality adjusted life year BHBE4AESE

QD Once daily 1 B 1 A

QOL Quality of life &£;EFDE

Qw Once weekly & 1 @]

RCT Randomised controlled trial >4 Lt L &xt B EAE&

RE Random effects U4 LXHER

SBP Systolic blood pressure YXfaEAINE

s.C. Subcutaneous BT

SD Standard deviation {Z#{R=

SEM Standard error {Z#8%E

SGLT-2i Sodium-glucose co-transporter-2 inhibitor FkJry -4 )La—X %K
2MEE

SLR Systematic literature review Y XTIT4vIXELE 21—

SMC Scottish Medicines Consortium

SNAC Sodium N-[8-(2-hydroxylbenzoyl) amino] caprylate ¥ /)Lh7OH—rFk

)y L




Su Sulfonylurea RJLR=JLFR%

T2DM Type 2 diabetes mellitus 2 ¥R &H

TEAE Treatment-emergent adverse event JAERER S TFICRBRLE-AEER
TSD Technical support document Tz iEE& #

TTO Time trade-off

TZD Thiazolidinedione F7VJo o4

UKPDS UK Prospective Diabetes Study

VBA Visual Basic for Applications

WTP Willingness to pay X$LE R%8

a-Gl alpha-glucosidase inhibitor a-7 )Las 4 —EHEA



















O BREIRHDVIEREFb

500 BM/QALY LI F

500 FF/QALY #hD 750 FA/QALY LI
750 FFA/QALY #A D 1000 FM/QALY LLF
1000 A M/QALY &
DENPEFBHHNEEY) M DOERALEL

N

DR ERERC): FFI 7 mg vs GLP-1 ZRIKEFEE CE5HI)
Y EREIEHDLIEREF U

500 AH/QALY LL'F

500 5 FA/QALY #h D 750 FH/QALY LT

750 FF/QALY #A D 1000 FMA/QALY LT

1000 FM/QALY #2

MELPRFBHDHNELY) hOBERLSL

oooood

BESHAOXMRER: A&7 mgvs ¥425)7FF> 100 mg
O ZREIBHALIEFETFUR

500 FH/QALY LL'F

500 5 F/QALY #MD 750 FM/QALY LU

750 FM/QALY #MD 1000 FMA/QALY LT

1000 FF/QALY #2

DENPEFBHHNEEY). M OERALEL

o I R NV

AMNOG, Arzneimittelmarkt-Neuordnungsgesetz; BMI, ;RT4<X$5%; CADTH, Canadian Agency for
Drugs and Technologies in Health; DTR-QOL, #REABEBEDEEDE; GBA: Gemeinsamer
Bundesausschuss; HAS, Haute Autorité de Santé; HRQoL, f#EEREE QOL; INESSS, Institut national
d’excellence en santé et services sociaux; IQWIiG, Institut fir Qualitat und Wirtschaftlichkeit im
Gesundheitswesen; NICE, National Institute for Health and Care Excellence; NMA, Rk —9AZF7F

1) R ; PBAC, Pharmaceutical Benefits Advisory Committee; SMC, Scottish Medicines Consortium
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1. NBLLEIEES ERBIEOMH
1.1 &%

BR5E4 JRILY R EE 3mg. [ 7mg. [ 14mg
— &G 2T ILFRGEEFHEERZ)

1.2 RIREEME
YRV REE 3mgl §E: 143.20 [
7mgl £g: 334.20 M (1 BE(fi:334.20 M)
14mgl ££: 501.30 A
1.3 BEDROAN=XL
YT IIVFRGEEFHREZ) (X, ERNT VAT UBRRTFR-1(GLP-1) & 94% D& MER 1E%E

E9 5 GLP-1 Z2BAFREFHE (GLP-1RA) THS (H 1), RTFREREIZFAMEINE=7IIILEIZKY .,
YT IFRGEGFHEREZ) OEFEHAINERSN., B 1 EDHREFTTHEIZLTINS,

H 1 95 LFFRGEEGFHEZ) OmER
GLP-1 [, /MDD L HRaN S SN B ILF o THY . NN TELESNDZBERTFRTHS,
CORIVEVIFT I A—REERENICADR) D MERETHEELICEED T VAT gl

#95.

2 BERRBAETIIRRERME AV ILF (GLP-1 RUF DD S )L a—RKFE A2 A2 5 5 Fl 3
RYRTFR(GIP)) [T BRIGHEINBETITEM, FEBEEFLESED GLP-1 %59 5&. M
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W TERMATRSNS, GLP-1RA (L. SRR RV BB EFEL . ZRBEEMHTLILIZLY, T
IWE—EREZRLSE REZRDESE D,

DRLHRE LT KEDIZEFNS IV IILFRGEBEFRIRR) DLSGRTFRARENREOE
BIZIXREERMICKEF+0GRI, ROFV NI D RRERICEDINEREVSIKRELGERELNH S,
CNODEEZNRMICRRL T BORS THEUMRLG/N\ATTAASEVTAZERT D=DIZIL,
RAEERDERVBETH D,

HILATOF =R LT TSNACH [E. RV IILFROEILE LRICE T HRIVR EERA
ERIDEMERZERTHS. SNAC [FREERERH OO, BH TORMMZERNIREICE TS
pH ZEHAHET R pH TEEILTEIRTIUIZEL @M YT IILFREREL TS, F=,
SNAC (B LR DOMEICERL. BHERERENLTOHEELRIZEITS IV LFrORNE
RET D, 2FY . BOLEIN-ETVIILFRIE, BTRIRENS(E 2),

wRTIVFREEDIEHE TV IILE GLP-1 7+ 05 (2lFA)IY—4BA T HEANEHONTE
Y. HEMGR ERBESENAESNDAEEMELNH L. EXTILFRORBEE—EICLEZEHTT
SNAC REZEMSELE. A)ITI—REDEITILFENE/ I —BAELT HL5%, RMNTDH
FEDROMNTRENT, SNAC &, EXTILFROATT—HEEBEET 5T NEMTRERE
EXFEEERBRLTLS(E 2),
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(A)

(B)

©

(D)
(E)

(F)

2 FHFBTHEITVFFREFERR) OBRIRAD=X L

B TRINENSEAETTILFF (RIURERITHS SNAC ERFELI=ETTILFF)
DERE,

BOEEHEBRIEIRNTIOUTHE RTVVIEBRDE pH EHETTRI /=4

UHBEBRINTERIND,

BOETTILFREMN RO ICHIEER. BIRED SNAC ABAMICKEEINTER

D pHEREIEL. RTV/—F ORI UADEREY T5, BT ILFREEE

RELTRAIN LS, SNAC DEEERIFBRICLLBEN YT ILFIER

ElESED—H. A7 O+ HEERELHFT S,

SNAC (ZFECE2&HEEER%EMEMNIZED. EXJIILFREE/I—LSE S,

SNAC (£ B L RHRAMEICHFEMICEAL., ERBIEICEEEZRITTH, 2/ v

Lavizxd AERIEROHLNEL,

SNAC D#ZHARIMEEERIZELY., XY IILFRIEE LEZEBLTHRERICAS,
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LML, BLDBEICENTIE, HARSA U THESA TS GLP-1 ZRERKEBEFICLHAERE
EDFFRAZREGEA T, BOMBERTEOHDBRICETHEVIHRELHY. TDELFRRAELT,
TR THAHEVSBREAFZCER. BMERANETFONTSA).

HEHRDOERARBEICSVT, MBEIVFO—IILOBEEZEBLTOEVICEM M DOL T, JBER
L DEFRELELY 5D GLP-1 ZBREBEDEARVBKKICE. EHETH S EATEEE (FRRAV

1514 : clinical inertia) &> TV,

R, FHEITHS GLP-1 ZRFEBEDABREZ(THIEEDES(X, 2019 F£FF AT, HERAE
BEEEDIL 4.2% (#9330 AAN) ELVSHREELH D,

—7.GLP-1 ZBRKREBREDREEZZTTOSICELANDLLT | M FO—/L D BIRIEZER
LBEVWEBBICEWTIE AR VEANCLDARBIENREFASNDLOO  EMABECHEEEMELN S
FEMERADBZO. BEPRALGELEZBLEACBAOBEGCAERRNDETHSLEEN
5. ZDLEGIEEFELISEED,

1.6.2 BEROBEHAIFSAY

[FEFRIRAEN AR 2020-2021] (5) DIAKBEEOIO—/LIBZIDIEIZIE, /N EED
FAETHOEROINFIZ(X, EMPEEFRCET . HbALc 7.0%KEEZ BT LSIDENTE1EH 5.

F1- THERFBABEAAR 2020-2021]1 (5) IZEWT. AFEZED GLP-1 2ERFEEIEFE XL,
HMEMAEDY RIDDHENEOMBERTEREIDORICGED oA TS (K 4-1),
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H 3 mEavro—)LEE

B 4-1 1 VRA)VEKRFRBEBEDLR
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—7. THRRBRREDRY =27 )L 2021: —#&ZHRA-V)=vIAT I (BABERBFFR - E£EFEE
REL—TUT—FFR) (96) [C&dL. HRFARDFNITE T, GLP-1 ZEKEERER
Tv7T ATEFEAEN IOME D FESATOSM. FFIFRTYT ISHIZ 1 LRE1OFTay
[ZEED o TS (R 4-2),

B 4-2 BRAEDBROFN
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1.6.3 FF|OERKMGEIESIT

AEIDBEREEICIIUTORE I H S,

o [HBI. LTDXIIZEZD, RFNIDEMEIZDONT, BiFD GLP-1 ZRMFREBRLDIES
HEAREINTEY ([7.R.1 BEHEICOVWTINIEEZSE) . REHICOVWTEEEFD GLP-1 %
BIAREBRELLEBRLTHREBROBREROONTLVENTT7.R.2 REEICOVWTINIEZSH),
L= o T RFDOEFERERRIE BXBICEFEUEVIRTIFDOREFED GLP-1 ZHRAKE
BELAKRTHY. ChoDBFITEWVT, AFLEFERKD 1 DIZBYFLHEEZD.

o [HEBI. LTOXIIEZ - XRIDAEMMEICDONT, EfeL-ERRFEBRIZE T, 2 MR
RITH T HAFN DAL TENTEY, £ BIFED GLP-1 XBKEHREDIFL LT
SNTND, REMICDOVTHEIFD GLP-1 EKEBRLLEBRLTHEROBZIIEDLN
TWRWIEZREFADE, AFIDREE-REI2 BMERIKIETHELTRETH S, F=. &
FlDRERMRIT ERWICEFEAEVEVIRTIEFDORED GLP-1 REKEBELRARTH
Y. NoDBEICEVNT, RFILAEERRD 1 2(2RYE5, EFHBEICSVT. UED
HEOHIL, EMRRICKYIFINT, |

F.BEFEICHIIERZREM(TM2F 11 A 17 B [ZIEX LTOLSICEREHESNA TS,
o BRFRKOHAIAUFIZEITSH GLP-1 ZRAEBHREOMEM FTITBEIHEEL. D
ROMBRTEZRSLTORVEEICKFERETIEE L. FFORENDBEEHIETL

IERZEZRERMAMEICRE T S,

UL#RFEZBHE RBI DR EEMITIX, BEFEITHS GLP-1 ZHREEEZELFRIC, B
Am#EE FEETMEI FO—ILATR+ S L BNFESNETLE-EF ITHDENRD,
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1.6.4 ERXHBEIFTMAL- PIONEER RE

FEIDOBEKRABROBE - PIONEER

PIONEER (Peptide InnOvatioN for Early diabEtes tReatment) E&RRBIFE T O S L%, AK|
DEDHEREMETMTIILEEMELT- 10 DFE 3HREBRTEASINTEY ., HLkiFED 2 &
HEPRR B E R T A EMaEARBESIN TS (B 3.% 2),

AFIE, BFIEE. 1~2 HOBROMBERETEADEM. REAVR) D EDO G ABEELTEHES
f1=. PIONEEREHER TIE. T S LG ERIRIRA LR OEEE DSV REL B EL- B
BERERAEENTLVS, PIONEER REETOISLICEVNT, Ak 3 AE(3 mg.7 mg RV 14
mg) TaHfiSi=hS, BRERICH ULV TIE 3 mg MoRAEL. 7 mg WEFREL%E5S, 7 mg ThHEIY
FO—ILDTR+RGEEICHLTIE. 14 mg ITBET S, SEOERAMMNRFME L. BERKAE
TH5H 7 mg [2DOWTOHEHEETTS,

PIONEER 9 R U 10 HER(E, BAAN 2 BERFEBERRELI-AFIEES GLP-1 ZRKEH
R CEFHD L LRUI-HBRTH D, EIRH R THS PIONEER 1, 3, 4, 8 [CEVTHLARAE
ENEFEFLTLS (K 3),

AEDDLME)RYDEREMZFTHT 5O, DIMEARUEDIVRINBEVEAN 2 BERKFSE

EBERMRICLE-, T5ERABOE 3 HOOLMET7 7ML ER (CVOT) AERSN = (PIONEER 6
HER) .
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3 AFIDERRBR TS 5L (PIONEER)
PIONEER:Peptide InnOvatioN for Early diabEtes tReatment, CVOT: (L& 7 7 hALER. MET: ARRILE

V. OAD: BEOMPEE TE SU: RILKRZIVRERE, TZD:. F7J DU
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estimand

estimand (. REETH 12, =i, BT AEICHBOBMENDEESHEZRIETHLDTHS.
estimand (&, ®EEHA. BADDOHAILEH(TURRAUE) . FEBERORYIRLVAE, RUERLA
ILTHOEHND . 4 DOHEIZEHEL-BHEICKYERINS(16),

PIONEER FRERD BHIZRHR T B<H =Y. AFIDBEHRICENT 2 DOEGLHAEAFET S
CEEBRELT. 2 FBEOD estimand, $HHEEE estimand CAEA & estimand) LEIR Y
estimand (k8 estimand) #&%I+7=, &k} estimand AF & estimand T#H>7= PIONEER 9 i
BEBRCTI RTOHRBRICEL T, JAE A S estimand WEE estimand ELTEREHEEICERESL
f=. M estimand &3 L TOIEBZHPBERELTEELT -,

= EEDEHHIE (£TO PIONEER JA5R)

»  HOERFABREOEMES CAREODATHAEMEI FO—LABRONEN T2 EH.

RIFEBREOREZHPIUL-HEBRE (BFEERFICED) . ARETEMOHIBICKY D
RERFABREDREERIATHENTES) (PIONEER 6 ZER<)

BEA# estimand

BREREORPIEFLIXEMOERFABEEDCHERAICELLT . BIEABIYMTINZ2T
DHEBEIZEVT. EMOBRFEREZOHNREZESCAENE ((KH vs. WBER) ZFMMEL -
[intention-to-treat(ITT) ®IRAI], L1=A> T, BIEABIV T IFEIN TR TOEBRE DT 2L,
BREICIHAEORKE. ARORHFIL BRFEAREDEMESOHE A MLT ALGR
=5

{#8 estimand

BELBYA TSN IR TORBREBEZANREL, EWBRENBREDR S EMGEL. LAX1—4
REZHEALGENoIERELIZIGE DBRME (FF| vs. R ZETHL 1=,

A estimand TlE. EEAZIYMITINE-ITRTOEBEIZHL T A—RASAUT 2RV BERE
DYEESENSEREORBRIZEET. FEL AT 11— AEEDE S ETIZINESh-T—4

MNAELLNT-,

[4.1.2 ETILCERLREIERTHEHY. ERARMSDRETIVICAWSEREKRHABRT—2Y—
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5 PIONEER 10: EEEZ0HBE — AEAkT —
# EMEERAHY . MEEE 56mg/dl KFHEERINI-EMEE, BEASEMEE (ADA H58)  E=HICLDNE (45
BOER, /LT DEERITZOMDEEEE) AL ELE mpE

AEI7 mg &, TaZTIWFRELELT, HbAlc DENKYHEL. M OREDFB L2 LTI
BlzXEhor (B 6. K 7),

6 PIONEER 10: 26 BRU 52 B®D HbAlc TLE — {K#8 estimand— FAS
—REBWTIZK B 5% 26 BIZH T HHEFERVHET2HT; *** p <0.001L(XFHEF) ; ### p <0.001(T2
S5 ILFENREF)
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B 7 PIONEER 10: 26 BRU 52 BDHEZLILE — R estimand— FAS
— RIEHTIZ L D18 514 26 BIZH I+ 5T FHIERVHEHHT; *** p <0.001 (KFINHFH)

fEFERE QOL (Quality of life)%. 29 DERMDHEBZUTD 4 DDRA  BLUIZR AT T
#ridhd DTR-QOL (Diabetes therapy-related quality of life) 2B TEEEL -, DTR-QOL
(T, BERFABNPEARAAOHERFEED QOL ITEZX S EA2EEMITHTE., BT S-OITERS
Nz BRBIHHELE-BEBRICLETIRETH D, EREDRATHLVHRRATIE. ThEh 0~
100 DREICHREINTRIN, HEHNSVIFEE QOL HNRIFIKETHDHZLER T, DTR-QOL (&,
ZOMDIEREL A 2FREE QOL DIRHBRES SIVAEREAB L ETHLON TS,

B HEMESSLVBEEESOAR

B ABRADTRRERE
B (KM

B OARBREE

UTDESIZ, 5% 52 D DTR-QOL DFFHEMN S, RFET 157 ILFRELLEL T, EERE
QOL #H/ET HIEMNTEEINT=,

AFI7 mg BLU 14 mg &, TaZTNFRELBEL T BRI7TAEL-BEREE QOLZFE
[CHEL(R 9-1)  RA—RAFAUNoDELEDHTEB(LLT. ELEHEMED (F. FF 7 mg I
BT 7.28 BLUARH| 14 mg IZHWT 8.13 [TxL. TaFY ILFRIZET 3.35 THot=, JAE
BMEDHTEEF. FNEFh 3.93(p=0.042) B LU 4.78(p=0.014) THho1=.
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AEI7mg XU 14 mg & DABEANDARRERTEIZ. TaFVIILFRELRLT, HEITHELS:
(K 9-1), L EHTIEE. AF 7 mg 2B T 9.70 BXUERHF| 14 mg [ZHLVT 10.87 [TxL.
TaZJIFRIZEWNT 3.66 ThoT=. AEMEDHEMEIL. T TN 6.03(p=0.025)H LU
7.21(p=0.008) TH>T=o AAT7DEMNRoN-BEMIER(F. L TORETH 1=,

»  RAOHERBARE I O TRENEZ-DHES,
= MEELIETRATLS,
»  MBEELARELGVDED oY, EN21-YUT D) TEATFETHS,

AF 14 mg [F, TaZVNFREEBLT. TARBREEIZEEICHELZ(R 9-1), EiLEHTE
B, A%l 14 mg [THLT 13.80 IZHL. TaFTIILFRIZH T 5.68 THo1=, ABREEDHTE
El% 8.12(p=0.010) TH 21z RAATDEMNRLN-BEMIEB L. U TORABRTH 1=,

s REMICEZ TREOMmMEEILFO—)LREISERL TS,

»  REOHERKFARET, KOOIV FO—ILEHITONDBENH S,
s REOHERFABRERCE FRIIHTIHFLENHS.

s HERFABRRLLTIE. BEOFEISHZELTLS,

B 9-1 PIONEER 10 2§15 DTR-QOL MOl R

REMDOETLOSHAITOVTIE. ROBEIELNTVS, HRFBSLVAEIBOANE)
EVWSRASUIZEB VT, TRAEDHERFABEICLDBEHDNTRTH D, IELSEMLHY . RA—RF541
UALDEILEDHTEME (ZILEHEME) F. Ta5TIILFRIZENT—0.3 THAHADITHL, KF| 7
mg IZET 0.2 BLUVAH| 14 mg [ZHLNT 0.3 ThHY . BELENAONT=,

F=  UTDEBIZEWTIX, RBIET ATV IWFRETEHENRRONGEMN -2 DD, KBEID A
M. BEREICES TR T LA TERLEREZIE > TULVARN I EARENT,
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»  BHEOHERFAEREDEOIITHEEIRIGDLIDONES,

= RAEOHERFAREZRERYICITIBMER DITHADMNEHLL,

» RAEOHERFAEEDEOICBHEEKRHICEEZLDONEETHD,
»  BREOERRAREDEOICEEFRBFRMNHNINIONRIETHD,
»  REOERBAREEITOILEICHNDFRNEETHD,

AHFELAT)TFY 100 mg LELEL-ERRAFESE 3 185288 (PIONEERS 5RER)

PIONEER 3 (&, AMRILEVBEBMBEFIFANRILIVERILKR=ILILT (SU) EDBFRAEETT
AEAVPA—LELNTOVEWEARAZESE 1,864 510 2 HERFEEENREL. TERMIL.
ARTRILEDFEZIEANRILEDE SU LOHATIZBVWT. 3 AE@R. 7. 8&U 14 mg) DAF|D 1 H
1 EEEICBITHmEI O—)LIZHT 2R E. 45 TF2 100 mg(BRIZE T EERKA
ETHAH50 mg D2 E2)D 1 B 1 @ERELEEBRFTIIL. BIRMWBEMNIE. AEICKHT 2R
BONICRPREURVERUEZLERIRNT S2ETHo=. RBRTHAUDOBMELER 10 [TRLE=,

E 8 PIONEER3 QBT YAy

HbAlc DR—RF4UH5 26 BETHELEIL. AF| 3 mg BEH—0.5%. 7 mg FHH—1.1%.
14 mg EN—1.4%., 255 TF2 100 mg N —0.8%Tho1= (K 9), LI=M>T. 42517
F 100 mg [Zx9 HAHEl 7 mg. 14 mg DEBEARSNT, —H. 225 TF2 100 mg 1Tt
9 HAH 3 mg DIEHHEIFRIESNIGEMN T,
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El 9 PIONEER3 O#8: HbAlc DELEL#ER
FEDAR—RSAUNLDHEFELEL. 26 B A TAHI 3 mg BN —1.2 kg, 7 mg EA
—2.2 kg. 14 mg BN —3.3 kg, BJ1JTF 100 mg BN —0.7 kg THo1= (K 10), IAER
DOR—ZASAUNODHELEILEIX. 2T TF2 100 mg BEELERTAH| 7 mg #. 14 mg

THETMICEERIZKE AR HOBEBENA RSN (MELTLEDOH#HMBEIL. FIZET—1.5 kg [—
2.0; —1.1]95%CI [p<0.0001]. #%&T—2.6 kg [—3.1; —2.1]95%CI [p<0.0001]),

B 10 PIONEER3 O#ER: AE~ADEE

LBE.AFDIZBFERFVTNORAETLRIFTHY. REMTOT7/LHMD GLP-1 ZRKET
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EE—HLTLM-=,

1.6.5 FOHDTIFNTERKRART—4:

BERABEICEVDTERHAZFTML=5 2/3 ERERHFER(PIONEER 9)

PIONEER 9 iRER(E. 55 2 H(AERIS) BFUE 3 H(REMSLUAMM HBRTH-T. BS-
EBFEF LIRS ESRECMA, BOMMBERETE 1 Fl(RBRAAZEOFELUT)ICLLEE
THHALGOEILO—LABONATOVENEARA 243 0 2 BERFEEERFREL. TEBMIE.
AFI3HER. 7. 8&LU 14 mg)® 1 BH 1 Bl 5 (BiEE) QI O —LICET2RAERE
ERETSEARO 1 B 1 BEEERMBICEHET 2L, BIRMBMIE. A% 3 AE0mEI +O—
LEIVCREICHTIHRLELSVICREMB LUVBRMEEZ . T5ERBLUTISYIILFE 0.9 mg (Vg
NLEMEER) LHLBRETT S ETH T,

AFNFHEEKENIZ HbAlc ZIETSE., TS5EREDLE T, 26 BRUY 52 EEERIZENT,
TARTORAE (3 mg.7 mg KU 14 mg) CHETMIICEERIETNROONT =, T, VST ILFFRE
DLEERIZHTE, 26 BIZHNVT 14 mg BHTHETHIZEEL HbAlc DIETZERLA-(E 11),

HEDOFVEICOVTIX, FT5EREDLEKIZENT 14 mg BHTHEIZAEK(26 #.52 ANE
) USTUNFREDLERIZENTH. 7 mg B#RU 14 mg HTHEICKENST=(7 mg (3 26 B
D#H.14 mg (X 26 8. 52 BDEEER) (K 12), AF| 7 mg (X, USTILFRELELT, 26 BR
U 52 BF R D HbALc LAREFPDDEIURRAUMNMIENT, BEMICKYRELT,

52 BRRTIK. AFITTRTOREICE VT, T7RRUIFVIILFRELBELTARBEA RIT

THol=. TEMERBREDTOT7AILIF VST ILFREETHD GLP-1 ZARREHEL—HLT
L=,
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B 11 PIONEER 9: 26 R U 52 B®M HbAlc EFLE- {x# estimand - FAS

—REEWTIZED. 26 BRU 52 BEFRICHITHHEE FIERVERZE *** p<0.001: FREITTF RIS L THE IS
BITIET ; 1p<0.05: ARFITYZV IILFRISHLTHEIICHRITIET

12 PIONEER 9: 26 @R U 52 BDHEZ{LE- K18 estimand - FAS
—REBEHTIZED. 26 BRUY 52 B AICH T HETERVERBZE > p<0.001: FHITTStRIZHLTHE
MIZHEITIET;1p<0.05: AFITYSY LFRIZHLTHMIZERICIET
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DMMEANV)ROZEREL -5 3 158X (PIONEER 6)

AR, DIMEAARURIRIDFL 3,183 il 2 HEERFBEFEENREL, TEBMIE, (DM
EARVNMZRINEL 2 BPERFEEEAFRELT. AFIDREICKY ., TS5ERELBELT, FET
FHRVDME RV RIDEMDNHLNEN(TTERELELT)RIA 80% LA EIEMLLLY) CEaHE
BTDHETHO=,

TSA)—TURRAU NI, BEABVFITHAS. RPOEELME AR (Major Adverse
Cardiovascular Events: ILDIMESE., JEBEMOGHEEE-ITEBEEMED EFEE) (MACE) FH
BT H5FETORRTHOT-,

FELLDMEARUNMACE) IZELT. XFID TSR (MEEHIELELSBELOHB)IZxTEIES
HEARRIIEN (p <0.001) (K 13), DMEAANUR)RIDE L 2 BUEEREEX L TARFIZ& 200
EARNURJRIDEMIEEH SN T-,

13 MACE MBI HINTEETOER
BRERERDOHTEEIL. SUFLENCAEERHEZRERICEI>THRIN-RYD MACE EZTOHEBIZEINT
BY. . BETHIVRIIZIFET I EENEODMERTENEFET 5. HREXRBROBRYBE THRICERESINE,

Cl: {E8RXM; MACE: FELDMEARUL
ARVMNIERERICKYEESNT=-RIID MACE 2REBTHAETCORMBICETIETEHZITOEER.

AFNBEOTSEREIIRTENF—FLHOHETEEIX 0.79(95%1E8EXM:0.57;1.11) THo 1=,
MACE DHESARNUEDSE . IDMEFRTIZEWLWTIETSERIZCHLTEELR L (51%F L) s
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SNTWD, FEBFEMEODHEE (M) EFEBOEMMNZE DL, BRBFTARZRXRonGEM >0 £
RTICEVTIEEFF T 49%DEELGZRIOHROHONT=(H 14),

14 DMEARVMDTIMDLELTE TR
* TSRS T HIELENFER SN (p <0.001) . TSR T 2EMEIFHERSNEA, ST (p = 0.17),CV: 1D

ME%. MACE: ETELZDMEAAUL MI: DEFEE.NS: AEE4HL

1.6.6 YZILI—)LEIETUR

AFIHN 2021 F 2 BICAARTHFEINEZ BFHARNLEMENIENS, BRIZEITHAREID
DFZILIT—ILRIET U ROMRITELERE - ARINTULVEWL(LT). LAL. KEICEWTAFIDHE
MEEFTMLI=DBADUTILT—ILRIETURELRDIHEN MBS TND, FEOEET—
RZLBEMBEVEERFMEICTH->T HbALlc DFEHLHEZRL. PIONEER JAJ S LTRONT:

AREBRERL BT LD THo .

R—RFAV RV TAB—TFYTDRAEEEZLDEE (N = 211 ITBEVT. R—RS/UhBTAH—
77 (FH:5.7 MA)IZEHITS HbALlc DFHELEIF—0.9%(95% Cl: —1.1; —0.6) TH-
f=o KYKEL HbALC DIETH, A—RXS5/2THbALlc >7% NDEH(—1.1% [—1.4; —0.8]).
HbAlc 28%MEE(—1.4% [—1.8; —1.1]).B &V HbAlc 29%NDEE(—2.1% [—2.6;
—1.5DIZBVTEHLNT (B 15), A—RTMUMbM HbAlc DIETIE GLP-1 ZRIKEEIEXR
ABROEE(—1.0% [—1.3; —0.7]; n = 154), BXUhD GLP-1 ZRAEEZELILERFINY]
YER-BE(—0.6% [—1.0; —0.2]; n = 57) 2BV THEBHLNT=,
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Wirtschaftlichkeit im Gesundheitswesen, NICE: The National Institute for Health and Care Excellence,
PBAC: Pharmaceutical Benefits Advisory Committee, SMC: Scottish Medicines Consortium; SMR:

Service Médical Rendu.

1.8.2 KHEIZFHIT5E B> 3hR 14D 4

RS (2021 &£ 8 A)IZEUVT, BN EEEEICH T AEERXMEHEN. 1XJRAD SMC., 75>
AD HAS. F/YD IQWIG, hF5 D INESSS TiThnTL\%, S¥MlZLITIZRT,

# 5 FHMBEROFEMA: 1¥XIR
E4 AFXYR
eI & SMC

https://www.scottishmedicines.org.uk/medicines-

RliERFO URL advice/semaglutide-rybelsus-abbreviated-smc2287/
PR R E{rEHE
, - EST GLP-1 SBRARMEBEORBHERKREL T OFE O M
:}:g;@ﬁﬁmﬁﬁ‘ D | T RCEMLTANS. HALNE Basal 42 RUBEEISE
MLTARWSIEE,
AVMA—IILAF 573 2 BERFEBAABEIGHL ., mAEa -
PRl > R B O—ILOREZHHELTREBRECEESREICMATITIE
BELTEHET %,
ITHBEXIEEZDHANRILIDDOEBRENFTEHLESINDEES
BEAE DEFIERE,

FERBEDAEEBNELI-DEF LD HAKRS,

GLP-1 2 RAFEBE

o 3 af:c BOMBEETE 1~2 FIEMLTHWS, HANIEBFEAR

YUERIZEMUTAWS,

BOMPBERETE 1~2 FIEBMLESEES:
AENZVSTLFRELUVIFEFFREDLRKICELVTRS S
URTHY., TaSTIWFRELERTERIDENS LN ICER
[¥ 1,038 ERVKF/QALY),

ERAOR)UEEICEBMLUIZIEE
AFNFVSTILFREEEVT ST ILFREDLETRIF b
THL(TFEFFRIFRAVNSI VR TERAOR) U EEIC
BMLTRAWSIENHREIN TV,

FEEIBRAANDR

SMC: Scottish Medicines Consortium

% 6 FEEfEROM: I5VX
E3E ToVR
eI & HAS
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https://www.has-

REERED URL sante.fr/jcms/p 3225389/fr/rybelsus-semaglutide
FTA#E R Insufficient SMR

AUMA—LAF+573 2 BBERFRABEICHL, MBI~
Sl RS O—LOBREZHMELTEFEECEDREICMATITIAE

BRELTEHET .

HAS: Haute Autorité de Santé

£ 7 HEBEROFEM: F4v

B4

kA

HE 4

IQWIiG/GBA

FHIE#ERFD URL

https://www.igwig.de/en/projects/a20-93.html

ST #5 R

BEIE$MEETESE T - No additional benefit
AMNOG [Z&BFmEILEMR S,

AT SRR B

A bA—LUAT+57% 2 BBERFERABEITHL, M
A—LOREZBMELTRBRESESREAICMATITIAE
BRELTEHET .

AMNOG: Arzneimittelmarkt-Neuordnungsgesetz, GBA: Gemeinsamer Bundesausschuss,

Institut far Qualitat und Wirtschaftlichkeit im Gesundheitswesen

% 8 HM#EROEEM: HF4 CADTH

IQWIG:

E# h+r5F

e CADTH

@ RED URL https://www.cadth.ca/sites/default/files/attachments/20
21-
06/CADTH reimbursement recommendation semagluti
de %28rybelsus%29.pdf

PR R FHFEHE

FHHZOHEDIHS. FHFEHE

DEH DO LUTOWTAMZENT, A 2 BERFBEOEBMARELTHND
B,
o ANRILEVTHHEIAV A= LT +HEEEITHLANRILIY

[ZEMLTRAWLS,

o ZTOMOMERKRFEITEMLTHLS,

B SRR R AVPA—IAF 5775 2 BERBERABE (L, MEIO—
ILOHEZBHELTREBREACEREICMATITIEEELT
FHli 9 %,

BEAE AMRIEEZD=HOANRILIDDFZENFELELINLIGEDE
Hliz 5,
HERBRDBEZBEMELI-thOEAEDHAES,

fad s3] 2 }ak:

A+41)7asr 300 mg, T/85)7AYY 25 mg., #3457
7822 10 mg. YZY ILFK 1.8 mg. V¥ tF+FFK 20 mg.
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TS5 ILFK 1.5mg. F5t<5ILFE 1.0 mg. SU, H-F4
SYTF2 5mg. 35 TF 100 mg. JFTIVTFL 5 mg
3 HAE:
A+41)7asr 300 mg. T/85)7aYY 25 mg., #/35)
702> 10 mg. ¥4451)FF> 100 mg
FRESBERAXNUR TEMRELT—4:
2 RAE:
AFJ17aPy 300 mg ELEELTZ5H4E:29,000 AFSARIL
/QALY
3 HAE:
LTOLBRIBECHLFTF UM

CADTH: Canadian Agency for Drugs and Technologies in Health, INESSS: Institut national d’

excellence en santé et services sociaux, SMC: Scottish Medicines Consortium

# O FHEFEROM: HFS INESSS

E4 AFH
e INESSS
https://www.inesss.qc.ca/thematigues/medicaments/
FHMESERZED URL medicaments-evaluation-aux-fins-dinscription/extrait-
davis-au-ministre/rybelsus-diabete-type-2-5203.html
PR R BINMICAWSIEERELTRIRERTHLEHETD
FHHZOHBEDOIZBE.TO | 2 BERBEFICHLTIE, SULERZR. FERITENDIS
EHOREH BICAMRILEVED B RBBRELTERAT AL,
AVbA—UHAF 57 2 BERBRABF(CRL, mMEI
PRl > R B O—ILOREZEHHELTREBRECEESREICMATITIE
BELTEHET %,

AMRIEEZDI-OARILEDDEENTELLEINDHZED
BREAHE BAIRS,
WRFEDAEZBNEL-LDORF EOHAERE.

DPP-4 [HEZE. SGLT2 fAEE. GLP-1 SBAKEHE

ad 3§ ag: ARRILIVITEMRE ., HDHNIEANRILIDE SU LD B AR
BIEmMEET5EFELTRLNDES

INESSS DitEIZ&kbE, SCGLT2 [HEZELLEL-BED ICER
I% 40,427~204,601 A F+FKIL/QALY TH-1=,

INESSS DitEIZk 5L, DPP-4 [HEZE LB LT-FED ICER
TS ERANMR [% 34,674~199,918 HF+4KJL/QALY THo1=,

INESSS (&, GLP-1 ZBRRKREEEICH T HIRMDTR/IMEER
HTBICHIY. RBIEFHRF L OMEEMELBEF LD KD
([ZLEEE T BN E T ELT-,

INESSS: Institut national d’excellence en santé et services sociaux , INESSS: Institut national

d’excellence en santé et services sociaux, SMC: Scottish Medicines Consortium
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2. BRAMRSMICETESHERDETE

2.1 SHHRETHER
ZRANMR T MEFEBORESBEICEHEDIE LTORMERERIZOVNTHFET o=,

o NHREMH(A): DPP-4 [HEEZSOREOMBER FE MBI FO—ILBT+5T. it
DFOMAERE FTENRERNR LGS 2 WERREE

® SHAREM(B): DPP-4 HEEZSFHMEOMEER TETOEIL FO—LAF+5T.
hDFOMBER T RN EE AR EGD 2 RERFEE

o NMXMREMC): BOMPEBR TETOLHEILFA—ILAT+5 T GLP-1 SREESECE
SED AR EXRELD 2 RIFERIRES

o REENAOKRER: EJT7FHAFERUIAYITFY 50 mg OStRAFETLEI
A—ILHR+57% 2 RFERFESE

AERARNPDRSTICH T AREK:
AF| 7mg

RERHL:
BAAN 2 B2RRBREZCHTIAFDOEERAAERL LB 1H 7mg THAH=H,

2.2 BB

ZAx S RIFMEFIEBORESRIEICHEDE, EREERMICOVTUTOLSIZLLE BT E
REL-. HEERDOEMDOULTIX, 2021 &£ 8 ABEADHFERAL =,

o NN REM(A): DPP-4 [HEHEL SGLT2 HEEDSHRIRMELEAEHLENDLD (B
AHIZIE. R—OFXEEE. Tahb. V29 )TFL 50 mg &E4T5451)7822 50 mg &
DHFA)

o HNHXREM(B): SGLT2AEEMNIHRLRMAGELD (BAEMIZIE, L7148 2.5mg. T
BThb,ILtEA51)7aor 2.5 mg)

o SNHTRREF(C): GLP-1 ZEBKMEBECEFHFAED) DS>3bJILMAELD (BAEMICIE. U+
A7 KR TE 300ug. 94506, X 2FFk 20 pg)

o EESTAOKREM: L4251 TFL 50 mg MEM(EFEMIZIE, OvXEF7E 100 mg,
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3. EMHEMER U RS

1.6 HAREBDARICETHLUZEER ERBBFOME DT ITIRLIEESIC, RFOIEHL
FRRREBRT 0 5L (PIONEER) EL TLL T DERRAABRZEREL A GRRBEEREH S S U LB R
BEICETIAFOEMMES SUREMEERILLT,

- ER£RI SRR EELEEGAER 2 4 (PIONEER 1, 8)

- ERXEEREMIEBLLERGE 4 4 (PIONEER 2, 3, 4, 5)

- EEXBASIAERER 1 4 (PIONEER7)

- KBRELME7VRHLEER 1 4 (PIONEER 6)

- BXRABBEXRELF-ERNERKREE 2 44 (PIONEER 9, 10)

AHFRER (A BEVB)IZDNTIE, A& 7 mg #2451 TF> 50 mg &4 F55)oasy
50 mg EDBFALERLEEBLI-T—2. BXUARE| 7 mg &Lt 51)o0200 2.5 mg(HHixRE
H(B)) LEEBLEB LT —2IXHFELLEN O, VRATITAVILE2a—ERINT—D AT F YT R
LICK DML REER Lz, T ABEABETHEONIBENRETDRERICET ST 2% INE
I BIZHT=Y. BRINEZELT- PICOS DA RSTI Y ZDILITAFIVEERELT=,

SHRIRER (C) IZDWVTIE. LLBSF BB AT L) F+EFFF 20 ug THAHHY. PIONEER 10 FHERIC
BT GLP-1 ZRIKREFHECGESHFD D—D2THST 15V ILFF 0.75 mg EXRF| 7 mg LDEEL
BE{THo>TWAIE UFEFFR 20 ug 7235 LFKR 0.75 mg &lEWV Tt GLP-1 ZREFES)
HCEHAD TH-T. ChoDBEDRICAMLES (FRSN TR EMN D, PIONEER 10 FHER
DT—R%EAWNBZEIZLT=,

BRESMTICAWSEZEERICOWTIE. AHF 7 mg E2429UTF 100 mg EFEELEERLT-
PIONEER 3 #HEDT—42%FAL =,

3.1 YQUZhIWHIRFaIY
SEOVI)=ANITAFIVIZAL PICOS O#MEAHIZDONTIENZ.2 YRATIT vILEL—]
[ZRLTz LTS, ENENDBERXMNROBMAICEVNTEDE L FTIF DEBRUREREMHIC

B4 AIETFT U REHEBALT,

PR RER (A)IZDNT, RE| LB BRI EFEELBLERBOIE T RIEFEELEL,
CDE=H VAT ITAVILE a—ERYRT =IO AT 1) RE1Tol=. RO OFHMIE3.2 VX
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FRTA4VILEA—IRUT3.7 BELBRORYNT—IA2T7 TV ADER [ZUTHEEDH]IIC
soEILT=,

DHIRREE(B)ITDNT, AFIELEBRABRMEEEREELE-RBOIE TR EHFELLEL,
DO VATITAVILEA—ERYRNT =D AT F S RE4To -, BERAMOFMIE. 3.2 &
ATRTAVILEA—1BLUN3.7 BBELBRORINT—IATFIOADHER [RETHEED
H1IISEEE L=,

DHFRER (C)IZDULVTHALY= PIONEER 10 Bk (X. 458 LM HEAA 2 BIERKFEEEXNR
ELT=. RENET ST IILFR 0.75 mg EDEFELLEREBRTHS, A RBROFMIEI4.2.1 EE-=
SEEONSA—2DFHM (L) FERSINABRT—41IZRLT=,

BRESHOMRERIZDOLNTHALV= PIONEER 3 &E(X. 207 BOBARAANEZEL. 1,864 20D 2
RERBFBREERRELEAFES AT ) TFL 100 mg EDEELERREBRTHD. RREROFEMIE
r4.2.1 A% REEED/N\TA—E2DFM (L) FERINTEBRT—21ITRLT=.

3.2 YATFITAYHILE2—

PHRMREH (A BLV(B)ZDOWT, RFI LB BR M EZERLRL-FHBROIE TV RIFE
BELGEWEO, DRATITAVILEA—BLURYNT =V A3T7F IV REERKLT=,

3.2.1 EEL-EBREDFERUTRR

FIRT =D AT F VO RHAHANSHEBREEET 5O, VATITAvILEL—FFERKLT-,
BARAFER7Z7O7R2OEEFT. BOMBEFETE 1 FILL LTIV MA—ILET+570 2 HBERREE
FRRELERBREATITAVILEA—DRHRELT=,

3.2.2 T—43Y—X

3.2.2.1 BFT—ER—X

OVID DT SvhI+—LZERANT,. 2021 £ 3 A 30 BICUTOEFT—EN—XRIZL>THREL
T=o
* Embase (1980 f£~2021 &£ 3 A)
¢ MEDLINE®IZDWTIXUTESE:
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0 MEDLINE®(1946 £~2021 %3 A)

0 MEDLINE® In Process & Other Non-Indexed Citations (MEDLINE®&E#RkR)

0 MEDLINE® Epub Ahead of Print(Medline®|ZUREkEH 1= ENRIlkR H bR AT D 3% 30)
% U MEDLINE® Daily (Medline®%& B E #thR)

» Cochrane Library [CDWTIXUTZED:
0 The Cochrane Database of Systematic Reviews(Cochrane Reviews)
0 The Database of Abstracts of Reviews of Effects(DARE)
0 The Cochrane Central Register of Controlled Trials (CENTRAL)
0 The Health Technology Assessment Database (HTA)
0 NHS Economic Evaluation Database (NHS EED)

T—AR—ZXDBREXFIIZEL>T. Medline THREIFEI TSI BUEHBRERES GRXXITFE
£1%) 24T L=, £f-. Embase 4® Cochrane Library TRRET ARICIIBRBEXFIHIEZLETEL. ##
FIEBOIY—SRRHLEEDENIHRIE TESESICLE:, HREXFIEEFIZRZERR (MesH) DA
EERENREL VATFITAVILE 2 —IZEALE-RERXDEMIERE AITRL,

3.2.2.2 BMOBRE

BEFHNLERERICNZ . U TORRREFEHTHRE LI

o XNRDEGKRHARDSE XHK X+

o BEIESDUTDERBEDHRE
o ERINHERFEF = (EASD)
0o EREEREF-7IMLHEZESR(SPOR)
o [ERHERFES (IDF)
0 KREMERKRFER (ADA)FMER
0 BHAERRFERERBRER

o BRET—HR—X

BAZETARSN-EERRZRET 570 UTDT—EX—REMRELT=,

o EFEhiMis(EDREE
0 JMED 7—4~—X
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3.2.6 HRB0H

BRI D:ARERMDEZ Cochrane Risk of Bias Assessment ZHWVTEE ML= (20), CDY—ILE
RAWT6 D2OXERE. I7h4bhb, BIRNATR(GUF LEIIDERSE. BITORERK) . ET/\A7
A(BE ERRHEOTRIL) . RENATX(FTIMLRAEEDERIL) . EFRD /AT R (FE
LETIMLT—3)  BENATRAGERNGT VM LRE) . BEUZTDM/NAATRERIZDNT
ML= (AR B)o

6 DOXEMBEICMZ, HEROFICEHT 2EMULEERE/NNATR)RVFHEICEDHINRET S
126 LEA—REDOHABRT AU ZFELT =, /A TR RYFHIEY—ILE AW EOHBRRN/ A1 7R
DFHE L, NATR)RIGE . NATRAYRIE, AT R)RAIFRBE (NA T A ELSATEEMHEIZDINT
BFHOLATELTWS, FETHRALHDIHEE) DLIT I DFIERERESNT,

3.2.7 BESNTFAR

DATITAYILE1—®D PRISMA 70—F¥—+r%K 16 IZRLE=, T HERYEXLE 2—IZ
SO THRANSNE=HAEDIANE . RN DEREEBIZHIR E. Table 51ZRLT=,

SRATRTAVILE1—IZEo T, ERI DEHER 27 HIZ DV THREL- AR 4L KA RIREI 1=,
NHDRAREET BAAXBR7OCTROMREERATHONEAET VML T —2EHEL
ELDTHY . AUV UBROER(EOMERTE 1 HIU LIS ERERES)EMRELT
Wz Tz, £ TORERICHE T, BAHK (DPP-4 [HERDHE) (CKYSLLGHFImATHN TV =,

EXNHEFIVBRESTEELT 12 HORBRERAT 00 E Y EHIETLT -, HEATHERIC
EYLETORBOBAAN BRSBTS BHERBAIK, [3.7 FHELLERORYNT—IAZTFIOAD

BR [RATEIBEDAEIUVRIGA DIFRL,

SNtz 12 HERDFMIE. AT FISER#EHL =,
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16 PRISMA 20—%47455L
el: E—BREDORKRI; e2: EBBEDOKRS; il: B—REDER; i2: EZBREEORIR

PIONEER 10 HRERIZAKFIET 25T ILFK 0.75 mg LZEHELLBRLE-ERNHE THS. HbAlc [
DT XK E 7 mg DEEBERERIETLSYIILFR 0.75 mg ELERBEIZHEL =, F-EFECDL
T.AHE 7 mg T. 7237 ILFK 0.75 mg ELERTHEITHEL -, 512, #ERFAERBE QOL
(Diabetes Treatment Related QoL., DTR-QOL) BRI ZE H ARGEMZ ALV TEHE L =@ & ES:E QOL
(Health-related quality of life, HRQOL) IZBILTH. A#&| 7 mg T. 72347 ILFK 0.75 mg &
LB L THEICA ELT=, PIONEER 10 FHERDFMIE. [4.2.1 B -REUFDO/NFTA—FD5*
1B LUBIR FO—EBIZRLT=,

PIONEER 3 SHERFHAABEREBZSL . AFIELRT)TFL 100 mg EEZEELERL-HERT
5. HoAlc AREIZEL T, &l 7 mg DEERRNBEBEZZERENT2T1)TF 100 mg &Lt
RTEEIZMLEL=. PIONEER 3 READEMIEI4.2.1 AW -REHUZED/NNSA—2DOFEMIIZE
L=,
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3.3 VANV IRFIV(BEHLEBREHIVITEERER) [RATHEEDH]

ZAaL

3.4 YRTRYT4YILE1— (REHEBRBHIVTHEBERR) [RUTIHREEDH]

ZuhL

3.5 BFET—2OBENT

ZhL

3.6 ATV ADEFHM [ZUTHHEEDH]

ZAEGL

3.7 MEBELEERORYNIT—Ir8T7F)OADTBR [ZRETHHEDH]

3.7.1 Ra—7

*REERH

ROMERTE 1L FU L TmHEISA—ILT+574, BREERTOT7ORA 2 BERFEE

WRELDNT AL LB R

ER R EFESORESEICHEDE, DPP-4 IHEENITAERICEENDIB AL DPP-4
FHEFL SGLT2 [HEFELOHRAELLEXIEEL. DPP-4 AEREMNFLARICEFEFN GG S ITERE
BRIZEFEEITHHTIREL- SGLT2 AERZLLBEMBRELL -, 4H . BATERESN-BERAA
E0 DPP-4 HEEL IV SCLT2 HEEDHEAIHAS LVESHITERSERRELT-,

AARTEESINTI\S SCLT2 HERXRDAERAKAE. KLU DPP-4 AEEDBEERAKAEL

SGLT2 HEENBEERAAELFHGE-ERERIE. LTOERYTHS,
e SGLT2 AEENAFERKHA=E

53



o) T/851)7asy 10 mg
o) A7+41)782 Y 100 mg
) &,841)2820 5 mg
o 147541)282> 50 mg
o) ILtEAS)oasy 2.5 mg
) kR41)7a2Y 20 mg
* DPP-4 [HERNDEERAAEL SCLTI2 HEENBERARAELLHEE-REH
) DRYJ)TF 50 mg &EA4TF55) 720 50 mg LD HEA
0 JFHTF 5 mg ET/5Y7OLY 10 mg EDHEA
o THRUT)TF 20 mg &£AF451)7A22 100 mg LD B

HETIMDL

DARATRTAYILEL—D PICOS [ZXKAHEEITERULIZT IMALIZDVNTRYN I =T AT F 1)
ATOF AARESZEEHEL . COFHETIE. U TDTIMALE 26 B2 8, 52 BRICHE VTS
ELT-=.

o R—IF4U MM HbAlc 1k (%)

o R—RFAMUMLDEREZE L (kg)

o R—ZFAUMoDUHEL M EZEE (mmHg)

o R—=RSAUHLDHIALRTA—)LEAL (mmol/I)

o R—ZXSAUM5M HDL AL RXTHA—)L(HDL)Z4{E (mmol/1)
* HbAlc<7%MDERE|E

* HbA1c<6.5%MDEME|A

« FEEEMENAON-BEDEE

s EfERMBENAON-BEDEE

FIATEEMOEMIE. ERERERF - TIOMLHFEEL (ISPOR)ZRIIT+—ADHARS(
(21). EEE I EEZXMEEE#EFE (NICE) D Decision Support Unit(DSU) D il iE& # (TSD)
TREERSN = AT T AT EKIZH ST (22-24),

3.7.2 FEIRShI-HE&

ARERDFER LR
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SRATRTAVILEA—IZESHT 27 HERICDOWT, Ra—TICBLLADETLEa—L, 15 HE
ETROEBRICEYRYT—IAFTF IS REYRRI L=,

« 4 #E: Haneda 2016 (25), Hashikata 2020 (26), Kashiwagi 2015 (27),
Kayano 2020 (28): #fF&EBEZETHIEBLTHAANTIS

« 3 #EE: Inagaki 2015 (29), Ji 2019 (30), Tanizawa 2014 (31): &KIEIhTL\S
BEEN 1 DAV

+ 6 E&: BEYOND (32), Kitazawa 2020 (33), Koshizaka 2019 (34), Morino
2019 (35), Yamakage 2020 (36), Kitazawa 2021 (37): ¥R BEERESH
DI EEN 1L DAL

« 2 E&: Araki 2015 (38); Terauchi 2019 (39): RYrT—I(ZEMNSELY

LERDOFIEDHE. 5t 12 BBEERINT—IAZTFYLRIZEHBEELT=, T4 E ) T8I
£ T 27 HBOFNFNEHRANT=F= (XS LE=EZERIF D. Table 4 [ZRT,

3.7.3 EFXNTLEREOHEED-ODIETUVADRYNI—H

FIRD—=DAZTF IV ADEEEHI-LI-BARANERRELT: 9 HERICOWT, EAXDHIFIA
[ZBTFERRMT—RADIETURAR YT —0%ER 17 [TRLUIz. SORYET—DET IMHLT—4
DOFIAAEEMEE BT LD TR ABRLBEORREME TRI DICHERATHD, SoI2 BRSO
TERME . RT T ALEDI=RINT—I AT F) O ZADRBRESICKYREILIZ(E 18), BES
WIZBEWTIE.R7O7RODEBEEFREL- 3 HEEZEMLT- (40-42),
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17 9 RERICESKARABEDEERSIICHITERYNI—Y
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B 18 12 B OFRRITE SR OTABEDBRESHICE TRV —0
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S5 ILFK 0.9 18/18 129.8 (11.5) —3.16 [2.53] NR 0.29 [2.32] NR
mg SC
TSR 19/19 127.2 (12.7) —4.70 [2.45] Comparator —3.08 [2.25] Comparator
PIONEER-10T | &% 3 mg 131/131 132 (13) —3.11 [1.04] —0.28 (— —2.39 [0.98] —1.15 (—
(48) 3.82, 3.26) 4.51, 2.22)
AH| 7 mg 132/132 131 (14) —4.69 [1.04] —1.86 (— —2.04 [0.98] —0.80 (—
5.41, 1.68) 4.17, 2.57)
A#H 14 mg 130/130 130 (15) —6.12 [1.05] —3.29 (— —2.21 [1.02] —0.97 (—
6.86, 0.27) 4.37, 2.44)
TaZTILFER 65/65 134 (15) —2.83 [1.47] Comparator —1.24 [1.40] Comparator
0.75 mg SC
SPOTLIGHT A4735)oady 97 130.6 (13.57) | —5.9 (13.79) NR NR NR
(51) 50 mg
TS5tR 54 130.0 (12.61) | —2.5 (14.46) NR NR NR
Yang 2016* LNgyzavy 152 127.0 (13.7) —2.5 (14.4) NR NR NR
(42) 10 mg
FNg)oaoy 147 129.1 (14.4) —4.1 (13.8) NR NR NR
5 mg
TS5t 145 126.3 (13.6) 1.8 (12.1) NR NR NR

SC:IRT:%, SD:1Z#{RZ=, SEM: 1Z#RE . T2 THOT—4I% Novo Nordisk @ CTR/T—4M b Eh TINVS,
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*INODMBIEERESTICEEN TS,







A%l 7 mg 131/131 | mmol/L | 1.41 (0.35) | —0.02 [0.01] —0.01 (— —0.02 [0.02] —0.03 (—
0.06, 0.04) 0.09, 0.02)
A%l 14 mg 130/130 | mmol/L | 1.37 (0.30) | —0.01 [0.02] | 0.00 (—0.05, | 0.00 [0.02] —0.01 (—
0.05) 0.07, 0.05)
TaZJILFR 64/64 | mmol/L | 1.38 (0.34) | —0.01 [0.02] Comparator 0.01 [0.02] Comparator
0.75 mg SC
SPOTLIGHT | 4F35%yznsy 97 mg/dL | 61.1 (17.28) | 3.9 (7.63) NR NR NR
(51) 50 mg
TFS5tR 54 mg/dL | 61.3 (14.21) | —1.3 (8.54) NR NR NR

SC: BT:F, SD: 1Z#{R=E, SEM: {ZE#8E T2 THT—42I3 Novo Nordisk #® CTR/T—4h oI TLNS,
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NR: #|&74L, SC:ETE. T2 TOTF—4IE Novo Nordisk #t® CTR/F—4amoiHEINTINVS, *ChODMEITREMTICEENTIVS,
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3.7.5 HEBROAHY—MHDFE(

AT FIORE HEREBEER. BBRT VAV . NATIOMLOBERATH-LGHEEZEHHL
[T&Y, HRIGEENREBENTES, RVNT—VIZE8OHBROF Y —EDOREZFTML T, Kt
ETIVFYBONTAERICEAIPHEERENTHENEETHS.

FYRT—DAZTFI)ORICEDHBHIENBEY LTz 12 HEBRORARTF IO LBEHFEDOFH—
MEICRAL T, EMEMAEEREUT TRARS (REBET AU LEBBRHEC OV TR F Table 6 TR
) MBRELTE RBRT AU EBBREVThORTEH, FEALEDHBRIT TR —THY. &
BENZEAEME L THRTATEL LML,

HBRT YA

EASHICALE 12 HERIZ, @ TRERENAR Y —LL->- SRS 3 8. 5 4 AR
T&HoT=, 7=1=L. PIONEERY FHRERIFHISN THY. E 2/3 HEBRTH o= T TN OHRIEIZET
B (n=1)FEIFXFER (n=1) TiThhl=, Tf-. FHBRELBERTERSNT =, 7=FZL. Han 2018,
Lu 2016. Yang 2016 OiRERIEETR7 7 EETITHON . BRESFTICALM =,

BETR

451

EARDHICAW: 12 HRIF. 2TERVT L ECEAZRREL TV, F=. LTI OFHERIC
BLTHL. ZHBEDOEBITOVTHRESA TV, CNIZLDE. THEBEDEISIX 22.3%
(Kawamori 2018) M5 54.8% (Lu 2016) DOFET. HERICKI>TEVDA Ronf, LHL. Xk

THAHAEDNREMAFIGLEFBZONGN o=, EHERICE T FEHDORMEIEE 31.7%T
Holze FYRT—IHIZEFNLEHBRTOLMEEISER 19 [2FY,
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B 19 &HRICETHHEBENRE

il

ERSHICAW:Z 12 AR T, BEEDOFEHERIL 53.8% (Yang 2016) 55 60.6 % (Seino

2015) MEFELE-THY ., 2HBEEL-HLTYIL 57.76 ZRTHO 1=, *vbT—IHI(ZEFNDIE
HETOFHERHEZR 20 2RT,

B 20: EHEBRICHITIEEOEYEEH

AEE

£ 12 REBENDS55. BAABREN 100% THH=-DIEEARLSHTTHLGNT- 9 HERTHY . B
[CREMMTICAVV-MOERTOT7ROEBEEXNRELIZBDOM 38R (Han 2018, Lu 2016, Yang
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2016) Tdhot=,
®hE
12 RBIRTCTHREBEEFADEHRERENRESNTEY. 65.9 kg(Seino 2015)Hh5 72.9

kg (SPOTLIGHT) O #EFE &G>T =, F-2MEBREZBELC-HTFHIE 69.98 kg THof=, RybT—
IRICEFNLIRBRLOBETEHAREEZR 21 TRT,

21 ERRICBETHBEDOTHRE
RT1<TXEH (BMI)
11 HRICBVLWTHREBEELEHADFY BMIRTAIRIEH) NG Sh. 24.7 kg/m? (Seino

2015) Ab 27.1 kg/m? (SPOTLIGHT)D#E TH-1-, F-2HBRZBEL - FYI(F 25.98
kg/m2 TH>tzo FYRT—VHIZEFNHIHABRI LD BZDTH BMI 2R 22 [TRT,
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E 22: ERBRICHITHEHDFY BMI

B R R

11 HERICHVW T, R BEEF D FERFRERLMIL T 4.9 F£(Yang 2016) M5 11.5 FDEE

FEEL-THY . RBEBLE-2ADENIL 7.87 ETHoOT=o RYRNT—VIZEFENIBREDTEHER
HMER 23 [2RT,

B 23 &HBRICHTHEEDFHEHRIME

R—RF514> D HbAlc

12 HBI R TTRERBEEFADAR—RSAUIZE TS HbALc DEHAHESNTHY. 7.7% (Lu
2016) H'i> 8.4% (EMIT iXE&. PIONEER 10) DEETHoT-, 2HEEZEL-HLTI(X 8.15%T
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Hofze RYPT—IHIZEFNLEHBRDR—IF/UTOFEY HbALlc ZE 24 ITRY, MEEIVH
A—ILDOBENHRDIT+ D THAIZLEZRITHM—EENHIDITTIEALZLELDD, ADA(52) K
Y IDS DAHARSA(5)IZ&DE HDALCEMN 7% % BZHEEEAT+HTHDHIENTEINS,
MEI A=A F+RETIERTHBRICEOTELGO>TVAN. WThORERICENTER—X
SAVDFEY HbALc fElE 7.5% U EERESIN Tz, Fz. COMEICHT 25 B DIBEEEEL -
ECAH DWTHOHRICEVNTEE2TOEED HbALc {EN 70 THAZENRE ST,

24 FBRERICHITHBEDIY HbAlc &

S8 LE LB IR ER D B O FF

DATRTAVILEA—ICEENS TV LML LB BRI ER (RCT) DR LA EHE I HFRIZIE. )
EHERBRICNATADNELSIDI ARV (ED N AR BRI E = ILB/NTET 5 RD) [CDNTRT
WEMNHSH, RCT DE(X Cochrane Risk of Bias Assessment for RCT (53)Z& AN TEHEiL 7=
ZOY—ILERWT.6 DOEEBETHD. BIRNATR (U LEFIOERAE. BlftDRER) .
RITNATRA(BE.ERRBBOERLL) . BENATR(TOMLBREEDERIL) . FEFIRD /N
AT RA(RRELRT VLT —3)  MENATRAGERWLET VM LRE) . BEUOZDMD /(TR
ERIZDOWTEHEL =,

FIRT—=DAZTF IO RIZEHHIENET LHIELT= 12 HERD /N7 RFHHEZET 571EL=2 D
X 25 [2RY . RBRZBLTIYRIATVESN=D(F, RERBUE(ICET 589 TH o=, TDHD
NATRFHED I DNTIE, WFNDREBRTENATRADVRINEETRIEVLH S IEFEAEH
-, EOFFHHEIZ DL TIEAR BIZTRY,

81



B 25: EXSHSFIVADORYNTI—IICEFEND 12 HBRO /(7R X5
RCT OE DOl iR
REBRT AU LEEREOE TIEEALEDHRIEIT I —THY .. IELTHRINTEDLEEZDL
hi=, 1=F2L. 3 i&E& (Han 2018 (40). Lu 2016 (41). Yang 2016 (42))I22W\TIL. K77 %

DEBERRELTNS=O SINIELLDRREENEZoNT=. CDT=, RYNT—I AT FIT R
DEEIMZDANLDORBRZEHLHEIKY . 3HERICL L EZFTMELT-,
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3.7.6 RYRIT—Dr3F7F ) ADER

2 BIBERARICETABEDRYNT—IAFT FI)OATORFELRER. KARIZENTH, EREH
DT AL (2622 8) IZRHLTIERRELIZRBOR—ISA Mo DFEHHGELENIERS I
HOTLBELWSRELEE. ERALEETIILEALV=(54-56), f#HTIZdH7=Y. HbAlc, HDL. 2L
ATA—)LOELICHLTIEBEA—RDETILEZAL., FRELIEHLEICHLTIEI/ATA—2XEFE
TILERW= BAEDROHEEMEICET HEEmR. FAIOERIIKFT HILGL RBT—2IC
FOTEONBIELRIT 5102, BIFHROEFMOMERL =,

HbAlc, AE, BRaLRATO—)LDOEERIZHLTIFIZEEHNR (RE)ETILHAREBELTEY. —AT
IRfEHME L HDL ISR LTIEEESR (FE)ETAMNRLEEL TS EEZONIz(LWTFhE 2622
BER) . ETILORBIRICHE-TE EHEEFREELE (DIC) RUBED MO TEHZRERREELE
BLT=, —fZEIIZ. DIC PMEC(5~10 RAUPTHAIENEELEZAOND) . BRSO FHEE
BEREEN 1 ISEFAEZEDETIVIFIFELNEEZ SN S, LHL, EEGEVDVERESNG T,
BEMR (T7H05 FE)ETILDAMNFELN EREETIL(T4HL REETIV)IF,. ETILOEE
ENKIBICHEL. ETILOEMIINETLEZELLTELEEICOARATRETHS,

2 EEHDOTIMILIZHLTIE, ODYMIVOZRAN: 2 BERHAALAEZANT, 262 BRRAT
HbAlc <7%%EMLI-BEDESEHEMLI-. SEDIETUVARYET—IIF, RybT—YHTH
—BROT—2ERAVTEY . TIMLLE—ARUMIEELTWSELDTHAH. LROETIL
AERLBEYITHD. EREBD T VN LITH T SETERERIZ, ARSI ROHETEBICET LHIERA.
FAINMDOBRIRTEGL BBRT—2(CE-THLNS LD BIEROFRHZEA L=, HbALc
<6.5%DEHICDONTIE, T—EH D=8, Bucher ETIILERAWV TR LT,

HFHRICEFNI\BITOMEEZR 231277,
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4. SHTA RO

4.1. A&

4.1.1 BERMNHDEOEHAZE

SEDOAHOBRMAATIE. ETOMNREARVEEMBERICHLTRBROERAIRETILE
ETLDREEZRWN =, ESHICHERFEESHEDOERRUVMREICOVTILETORREARY
HEBEMBEFICHLT, AHROETILA Ty EERLT,

BERNMBRAIMERES DICH->T. AREFA LB ARERICEET S PIONEER HERDER
RAVTIRT =R 2R T—I A7 F O A (NMA) & AL REELLEITIR | RFI &R LBt B
DEMERAL=,

AEDEAMMDRE 2 RERFEEORAFTREIIaL—2a T 5K ETILERLTEE
BLfzo ROMETILIEZ. BAABFICEVTZOZLEA T ISN -, KILE R UTH/NLE D &6
FED') RVFHEZEARAATZET IILTHA. AET LIE Tanaka o AMEELIZ IRV TP (JIRE)
DYVRYF AT ILI) X L (Competing risks models) #ZIZHEELT- (2, 97), A THW:=X
NERVCH/NMIEDEFE. FOMEFDOIVRIIUDU (JIRE) & BAAN 2 BI¥EREESE 1,748
AD 7.2 FRE GEBHAM D R{E) DT—2ET—ILLTHESN TS, Tanaka > DHAEILEEFH B
HDELREEEZTTITHOATEY. Tanaka SIFHEELTz JIRE OYRIFRITILT)ZXLIZDONT
EEZEFTMDII 2L —aV[TERTEALERMA T TLSA . KA URE ZAV:-EARA 2
RRERBEFEERRELEZVDTOERAFMNRETILTH S, JIRE DYRIFRTZILTVXLERUE
DEAMHMERRIZ OV T R DT IZAWLR—bRUVETILA—F—HARGlFH M) ITFEEDHT=,
ERXDPHRUVETO—TEESTILRERMIZEEL, — A TNSA—FADTHEERME LREERNKE
ST CEHEEL 7=,

BIEAMICE1TS 5 BEOARUNCHD, ZEd, ELMmER(CV) T, BB, #BIRE) D
RERLEEL TILFAT— Cox EIRETIVEAVTHEL. TRTNIZTCATILETILEERAL.
7.2 EROEHHMBOARUNRIEHTELIz, BANMBRETIVICEH2BERELEROE
£IX. Tanaka 5D W VARIT DUt oT=, FHEIE B X BB LRICKEETHLUTO 5 EHD
ARV DHEEFTTORMBICETSEHEL-, JIRE DYV—RT—RIZHIT5HERFERIEED EE
(F. B RR M RIEE R VR R M ER ZEOERERENEREMBELIZLD (RT—
O:M@EEELZL. AT—Y 1. HORUEEAR. 27— 2:8HEAR (. RT—Y 3:BEROH/N
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MEHVITEFHROEL[BFROE—XFERILE., L—T . BEELRE] AT 4. MEHE. EFAREH
. $RHEHETE . MIERE) ) ERAVTHEY . EBERICBVLTIRMENEEHIEL TS, BEEARUH
FCDEEICBITIRT—Y 3 XE 4 ~DEITEERL . BHEBEANUME. BBEBEORED
HDHIGE GEH 2 RIEATROTILISIUH#ME>33.9 mg/mmol L7 F=V) EE&E L, KINEZR
DARUMZIFE, BIEE RV IERFEE DAL CHD RDE. DAEE) . TSI R UIERIE
HEDNZEREE DTz, WMER P DHEEDZHIL. MONICA(DIMERBEDERERERFDE
=)o) TAD I ED-BEEIRD . KEPOZHIL. EEFBEDED-AAFFIUIC
otz INLDARVEDENTNITH T B RVFHBEICDOWTE FADTI=AILKR—FRUE
TILA—HF—HARGlFH M) ITFEEDT=,

AAMTAW-ETILO#EEEZR 35 ITRT. AMETIL TR, 2 BHERKBEEFEFEDLL
RENSHDHHARRBEIN, ARV RIFATILT) X LIZKYHEETFESN T CHD, fMZEd, BETEBIE.
MRIRE. RUIE CV REDEARNUNDEFHEFREREZL LI, PR BICE TR R UL
BRHBOEANVDOREEHT Lz, T2, SN ET L TIREEBEI OORPBTLRERUEN.
IR MBEER GEERE/EE)ICDOWVTEEB Lz, AT T ®iET 2 1 URIIUDUKY
1 FEICBRRBIZVSBEINESEHIHLEZ(ERDOETILHAIIL) . FARUNIHETILERAE
QALY ZRIEL THRERAR U QALY ZEH L. A E AR (ICER) ZEH L=,

35: ETILDEE
ACR: REETFIVIZIV YL F7F=2Lk; BMI: body mass index; dx: #ZBi; CHD: EREBRMEDESE; CVILE
MEEKE; ESRD: RXHBALR4E; JJRE CEM: JDCS/J-EDITYRIIVCVERAMMEBETIL; LTPA: REBEDBE

SEB; MET: R8BI =; NHDL-c: EBHLEYREL/NY; PVD: RkEMEKSE; SBP: IHEHME; UKPDS,
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NMA [ZE DO EER (A BLUT(B)DERAXMBEDET IILICHERALIZEBREKT—4IZD T,
3.7 MBELEBRORYNT—IAT7 ) ADKHER [ZETEHIHEDH]IRVAF F ICFERLT,
NMA [ZERALIERREEBOT—42Y—XIL. 3.2 & PICOS IZRHL-EHZHT-TEDTHS.
FYRT =N THESNHERIC OV T, MELRICAVAERRT —421% 26 B =2 BRLADOAA
FaRETHoT=1=0 . EERFIMMTIIIOHBREFEALI -,

PHRRER(C)NDEANSHE S TIE PIONEER 10 O, REALFTAO XM RERTIX
PIONEER 3 @ 52 8D {8 estimand ZL =, (k%8 estimand (&, BE AR PIERE
ERESh . ERBABREOEMBREEZHHVEVSTR CTABRMREIMLIE-LOTHY. LR
F1—EOZTOMOMBERTEDERICLIXBEHRL TAREDVRERMEIELILEBME
LTW%, TN ERAMMRETILOEBMYAIILOREIICEDLE., BRFAREDEMIZELS
BRARRUVERARMNRADRREETEH-0IC. BRI R TIERE estimand TEHfidh =52
BOT—2%FERAL-,

ET LR

BHREBICEITEETLEERT BIZH-oTIE, RAWGREANEELLD BRFDET IV
T ERBOETIVIIZEATEHARTA(19) THEBEIN TLS LI, iR TSR DS HHE
(BRL QOL ZEL)ITOWTHBEEL., 2 FUAITH T S ERGHTEELZTT BELAH L. HRF
BEETHRELBRHRIILENEH (1~2 F) THA=H. EEDRBETEITRRTEGL L
ST IRIFETILTYX LI, BREBENSBON-EHNGEYRVEF (HbALc, AE. M
B) . uhmER (BREXIFEDEHE) RUKRMER(DMER) DEHEEZL-LTHRAMLGY
RIDOBNYVEHTE T D-ODEELRERTHS,

BERAMMRFHEDOIMAIRZC> (18) ICIE. IFHER REMOBRACHRICE KT HELT
i HDIC+RICRVAHITEIBZERAVSILEHIN TS, 2 BERKFITEEN DETEDRTT
HHoT. BERMBESIVERZEYIZFHET 5121, — £ EQOHMZRVWAONETTHS (19),
EMNHERTHS PIONEERLO FERICSMLUI-HEBREDFFHRII S8 HTHY. [T EE HE M
KON | (BEFHBE) DI ELEROFEHRBILDE BERAD 55 FKICH T3 FE R
30 F (B 28.34 £, k1% 33.79 ) THAZLLGEM L ERDIZH T 57 #AR L 30 F£&9
LONENTHD, £, P EEZE 30 FIEKETHLT. BEHBOERBIHRRT HEHHEL.
ZNITHEES QOL PEAICHT HEEE+NIBBTELLEEZOND, UH. HAAREEILI> T
VA HbEHE TERL.
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EOERMMRIFERUOERKROIET U RELEIC, ABRHAMIEIA—XT—XTOMTIFLL.
REMNCIOREEFHRRIZERLIz(M4.1.2 ETIILTHEALEREIZEE) . AESEIZDONT
[¥. PIONEER 10 i#B&. PIONEER 3 SRERD#ER (8, 15) RURYNIT—UAF7F ) RERLV=,

AAMETILTIIEEESRAEDERE JIRE DARUMRIFATILTYXLIZRAL, &4
RUNDFERLEHE L, ERAMNMBOAITICIE, RyRT—9A27F1) 2 X PIONEER 10 iRE&.
PIONEER 3 RERDERZRV =, ChOoDHRICHETIEEE R ARDER. BHEBEILKAT
FERUBMADOBITHEERVEMBERIRECOVNTIEN4.2.1 B RL2HZD/ISA—4D
(L) FEAINICART —2ICHREBIL Iz, FRED 95%EERERUHERNRED T THRE
L=/ SSA—ADHERSMIZDNTIERIART4.2 S THEALE/SSA—42(5) JIZFEHT=,

(3) EHBENOKRYPBERE. ENM~OBITHE

BEMBENORKABLRERUBHADIEITE Saito SOBKRA 2 HERFEEENRELZ
Kumamoto study D#REZSIALI=(77), Saito 5[EEAAN 2 B HERFEEBELILEEORGE
2. BN~OBTEELRELTHY . EAROKRENSKPBERE~DBITIE 14.4%/5F . K
BRENLBRADBITIE 14.4%/FLH/ELTNS, BRNLETADOBITIEEABIHIEESR
FERMEEY 9.7%/FELI=(78). F=. P FIVADHELTRAB T EMNOEM~NDBITEERELLE
W iTERkELT=,

(4) SHHEDFRER

JREIZEFENATVMILDEFEANRVHEERDHEECDOLTIET

4.1.1 ERAXNHROEHAEICREA L. ERAXMMRET LT, BAREICLDEMBELE GF
BEE/EE)DREEZEZREL- HABREICSTHEMMEFRIREIL. NMA, PIONEER 10 #HER.
PIONEER 3 HERO#FERZAWVVA . FEE - EEELED T —INFEEICRESN TNV,
NMA [CEWTEEERT S LETSEM of=,

4.2.2 QOL {EDH

BERMIRDITOBREACETEIITRTOMRER., LBEHEICHL. RIL QOL {EDAH/NTS
}_géﬁmbf:o

ERAMNMBRETILTIE. R—ASA/VDBEIRED QOL {EL. ZDHER DA HHEDFKIE LB
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LB RBREDFERE(COV T, ST RER (A) IZHLTIL. DPP-4 [HEZEL SGLT2 FAEE®DS
LERIRMGEMAEHEELTR—UrXEEE (235.60 A/R)ZBIRLEz, SR ER (B)IZH
WTIE, SGLT2 EEEMDSHRIZMAEDEL T, ILET18E 2.5mg(170.70 A/8)%:&RLT=,
AHRREH (C)IZBVTIE, GLP-1 ZREKEDE CEHFD D56HLEZMELDELT, YFRIT
¥ 300ug Z#IRLIz. UFRAIT7DRMXEL EFEHAET 1 H 20 ug DEELSN TSI
. UFRAITETE 300pg ® 1 A% 15 HRE(= 300 pg / 20 pg) MFTHRETBEDEL.
403.93 H/B(= 6,059 A / 15 Hff) &Ltz BREDT DRI ) TF2 50 mg DEMD T F1)F+
[ZELTIE, P+ XE 7 100mg(182.60 F/8) &#&RL1=,

BAA 2 HERFEEEORBERTOERAVR)VICETRHRICEDIE AH| 7 mg ELEE
BECLHIABRRTRIEIERA ORIV EENMTONSIEEL ERAV R AT AR
v TZILFUBSEIYFRY T)1)—) 300 H{1(1,316 M) %:&ERLT=, Basal 1R EEDE
RAIX. BROT—AIR—RBIICH T 5B IR FE(IBRNBRECZLALE-BEEFAICBVVTEYFER
Eh 16.3 Bfi/ALHfEFESN, 71.50 A/BELTz, Basal 1RV EEBEE (L. ThEThEEH
SIESHEEEEN (7,500 M), MiEE S RIERMNE (4,650 [) . GESERAISENE (1,300 A)
EL.ALEIZEETESEMELTI0 HTEIYREL. 1 BHFYICHEL-,

IIHREEE(C)ICHTSH GLP-1 ZAEMFKEBE CEFHAD OFRICEET SERIE. BRESIC
BLWTDH. EZFIERICIA T GLP-1 ZREEBECEHAD DBRELLTEDT =,

(2) BRFEHEDIRUIER

AERAXMMROBBATIE. WTIDOLFIAITHLTERLEHERVEEEE IR G HHE
DEVMERIRER) ZET ISR T 21T ELTHEALT=.

BHEDTIVMEEIRETHAIRN—RSAIVEDERETDEDEHEARNVINERZERYDRET
ITEEL. 2 2BERFBABRDERETEERIEI. R—RXSA/VIKRELEHEDLEWMERIRETEE
LTze BEHHEARVEDERICDOWVWTIX, AIRNUVMNREBFOERICMAT, ZOEDIEMNGTERE
ZELT,

CDETILDAVTICDT INT NIRRT B EEFEMT 5= . BHEANRVNERODZTAEN
DEEZZILS BT MEETOERN IR LR TIT oz, ERERITIZH (5K /\TA—
BN I5%EHEXE RV F/INTA—EADFMIZDONTIE. T4.2 S THERAL/ATA—R](ZFEED
1=
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HERBEFHEDAARUNER/SA—2(E, IQVIA Y)1—ar XTv Uk &1t (IQVIA) AR
I HEERRMES LYINELT IQVIA Claims T—42ND#% AEEDR—MAEICEYHEE L. £F
L7z IQVIA Claims 7—2Y—XIZ(E, ERIL T TF—2(ERARL T~ ERMARSLETH) .
DPC LT bF—42. BFIL T T—4, RUEHL T T—20EENS, IQVIA [TT—42%iR#
LTWARBRERKRMESICMALTOSERILSN-MAEER (FEHSHZIA. . ERIBGER.
BEREBARER) . EFIER(ERL. GRS, MHENF B . DERITARBR(FH. KEHR. BEL
EDBLEITH). W (5F4. 2HBEE. ICD-10 I—R) EAEEN TS, TALDT—42IF 59
DREFREREENSINESh, RBEBFERILH 450 FADT—2THAH(2020 £ 12 AXK), Zh
BDBET—HE. TREREENTOSRERREESICMALTLRIGECRENTOIEE
[COHIESND,

BRRIGT—AR—ZXH5 IQVIA Claims T—4%#ERL-EBHIFLTORBY THSD. F—I2. BE
SUNT I CRAARELGEERT —IRN—RATHHEN BT OND, FEIZ, HERKRITEEHNGERET
HY. ZDARBIINKLECEESTOROERTEFFICLIBEERELMABHNEFSNS,
ZD=®. BEDAREERPBETHEL. RV VI RVRARIERTORE. LAZEHIIETSHC
EMTESZT—ARN—REFERTIDEMENH 1=, IQVIA Claims T—RIFHESENEEFAT
ELRBRIRMEEDT —AIN—RELTHERREZDBRERLHIRTHLTELTLS,

—AT. BERREEDT IR—REIRBERELE TEHRELHIETELSLD0D, 65 HERED
BENZHELHHS, IQVIA Claims T—2 2D FEk 7l 0-19 % 24.5%. 20-39 &% 29.9%,
40-64 i% 41.7%. 65 WL E 3.9%THD. BALHRDER D TRBFEEAMETBD 2020 £k
T—ARIZ&BE 0-19 7% 16.6%. 20-39 i 21.4%. 40-64 % 33.2%. 65 MLl L 28.9% L&A
BICEHENH L EN DD D, TDT=. COEBRASMICENTIL, FaL 29 FREFRETHRESIN
2 BIBERREFDHALAKDEHDMEFEAL. IQVIA Claims T—2TEHIN-EE 1 AHTY
FHERIOVT. 2RBRFEEDARLAROERSFEMETLHL. FHIFOEVERAEL:
(80),

ZHERAMHTIE. ETILNTHERASA TS JIRE DYRIRIZEWTHRESN TLWSHERB S 5
EDERICEDLE. ERBEFHEANUIESIEOERAHEHEBEMNELTERL R, JJRE DHX
NCHMELERNEH A TVEWNGEICE., BRFBEHEISOVTORELUT HETHIRIYEH
EENDEHREZSEICLIZ (k 56). ICD-10 ZDOEMEDERICDOVTIEER 59 [TRRET 5.
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3.IBHREAR

Index date LIEDHBEMNoERBEFALLLEIDTHROERKRBFETOLYREVEIFZEHE]
FEﬁtL/T:o

4. WERFEHHED A E AL AR

ERBREHEDAANUNERTARNUIERENSD 1 EROERL 2 FELUBOEREERT 5,
Index date "EFETHADRALUBRTHD TORRBEHEDAAUIAREELI-AN L 1 FRH%E
1 FEOEREKHMLET B, T O TORERFSHFHEDAAUIIFEELE-AND 2 FHLUR
D2EMCEB.3EBE)Z2FBUROERSKHEIBET S, BRREHED ANV REELL
LMEE(E. Index date M5 1 &% 1 FBEDEREKFHAREL. RHRIZ Index date o 2 £ 8 LU
Bo2EMQCER.3ER)EZ2HXBUBOERETHMLET S,

5. BFERRUFRI %

ERAEE:
e X 57T DN DQR)DEELEE-TEEEERL-,

£ 57 BREE
1) SHTEAR I 2 BIFEFRAR(ICD-10: E11)DFEEZEAHY . [ A ICHERIFAEZE(ATC
code: A10)DU AL HDEE
2 Index date BFFRT20 Ll LD EE
BRopERZE:

« & 58 D(1)-B)DLWIThhEim=F BE XA,

BROMEZE (D), (2)IFETT S 2 HERFEGHEDEREICETIMETHHILE #(BLESE
[SERELI=. NADEZHEHREATIBETE. BEOROAELITLFFUIRNLSR)DRERERE
BORBERLGHIENHRESN, SHICEMERBDEH O, BRBICEASGEVNEIHLEAFELT-
BEICITZDEEDERENBRREICESILDEEZONS=O., (V)ZERNEHIZEDT,
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fMMmERSET 160.x — 169.xs - (81)

7o sk £7) B - KO84* (81)
IDEATEEET 121.x, 122.x, 123.x K546-K553 (81, 82)
59.[t|1'|$l|:,\2:é E11.0, 15.0 - (83)
AIRAE E11.3, E14.3 K276, K278-K281*, K284 (81)
) E11.2 (Type 2 DM, -
8B 81
AR stage 3) (1)
E11.2 (Type 2 DM, -
stage 4, stage 5, renal
HEFE ) 81
AR failure) (&1
N18.5, N19.x
m&FEHT - C102, JO38 (81)
E110, E140, E15 -
K Ifn 45 ' ' ’ 84
1 E160-E162 (®&4)

*FLRZA—FOHIZEENTOSEERDENI—FERFRHELTNS,
TABRL T DA (BE R UBERITA)EANTINUMOREET 1,

BRI EERDRERKBEFIEDAR VAR SIIBE . EDARUIMERERELTEREKHZE
I8 TNENDEBED 1 £8. 2 FEUBROERERGF LT TIE, BRFAHFHELNE RAEKH
AR RICHELEEEPARHFEDAR UV ERICERKBICHLTORENETNEEITHS, TD
BRI BRAREHEDIN UM ERITBREIF SN TNDIEIZRD,

COBRMTIE. BHHEEHELIGE CATHEOI UM ERN SBRAICHLTOARES
MYBE, SHEAAUMNS BB BAEEMT 5 LEBMEL T, BERSH£T ot BIRET
LVIEIE thESSItemSntz(s1). I I ] "
I e [ E—— E— S
!

BECELIZEHLEERAR. ZOERERNHEBESN-HROEMTHAOH. S HFRICHIZAS
FOICUTROFBHTHIEL, Tz, BEZ LK SNEEROANEZRE T 50 . I
] |
I

124

































Scenario A cost-effectiveness acceptability
curve

100%

90%
80%
70%
60%
50%
40%
30%
20%
10%

Probability cost-effective

0%
¥0 ¥1,000,000 ¥2,000,000 ¥3,000,000 ¥4,000,000 ¥5,000,000

Willingness-to-pay threshold
B 40 BERAHREZEHER(vs DPP-4 [HEE+SGLT2 [HEXK)

SR ER (B)
BRSO FTIFITH T HHERNBRESTOER. XK 7 mg O SGLT2 FAEFEICxT S ICER
HM 500 AFH/QALY =T [E5HEZ(L 89.5% THot-, EMBRES DR, A& 7 mg @D SGLT2

PEEZEICHTIEAMNDENBFTHIEVNSIDTRERDIERMENTREIN -, TR REOHATR K
VEADRZRBER 41 ER 42 LITRLE=,

135






Scenario B cost-effectiveness acceptability
curve
100%
90%
80%
70%
60%
50%
40%
30%
20%
10%

Probability cost-effective

0%
¥0 ¥1,000,000 ¥2,000,000 ¥3,000,000 ¥4,000,000 ¥5,000,000

Willingness-to-pay threshold
42 ERMRZAMB (vs. SGLT2 BEE)

SHTHREE (C)

ERDWOFIAITHT HHEENRBREIMOER. A& 7 mg O GLP-1 SRAKEEE GE51F)
[Zx397% ICER A* 500 BFF/QALY # TFEISFEZEIL 100% TH 1=, RMBREITOIER. GLP-
1 ZRAEBECESHD LLELTASE 7 mg OBERAMNENRIFURTHDEWSHITHEROTE
BTSN, PMBROBARRVEAMNRZRMBRER 43 LR 44 LITRLT-,
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Scenario C cost-effectiveness acceptability
curve

100% | —
90%

80%
70%
60%
50%
40%
30%
20%
10%

Probability cost-effective

0%
¥0 ¥1,000,000%2,000,000 ¥3,000,000 ¥4,000,000 ¥5,000,000

Willingness-to-pay threshold

B 44 BERHREZEHR (vs.GLP-1 SEHEBIECEHAFD)

BRESTOXNREDH

ERDTOFTIAICH T DHEENRBRESTOHER. A% 7 mg D425 TF 100 mg 1293
ICER A% 500 FM/QALY Z FEIZHEEIL 90.9% Thof=. ERMBRESTOHER. AF 7 mg D
DRV TFL 100 mg 1T HERAX RN RIFTHIEVIDEERDOEREN TSNz, DT
HROBMHARRVERAMRZRMBELE 45 LR 46 &LITRLT,
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Sensitivity analysis cost-effectiveness
acceptability curve
100%
90%
80%
70%
60%
50%
40%
30%
20%
10%

Probability cost-effective

0%
¥0 ¥1,000,000 ¥2,000,000 ¥3,000,000 ¥4,000,000 ¥5,000,000

Willingness-to-pay threshold
46 BRZDRZEHME (vs. V2J)FF> 100mg)

5.1.3 A OZEAEDORE

PIONEER ERIREHERTOJ S LICETAXKDBEMNER VL LKL EFMFFMHOSOEHTE
DEFHEICBVTRIN TV, SEOERAMNREITORMA THHRER (C) IZERALT:
BAANBERROKXRFET 2T ILFREOEELEKFAER (PIONEER 10 HER) (X, Lancet
Diabetes and Endocrinology F&IZ#8&ESNntz, BT/ UM T702—DE T TITMET S
HERBFHED 1 DTHD, AHKIC. SEDHTOBMEHCE TEBREDTTAFEL 2TVTFUL
D LEBAREHEFAL-ERFRELER (PIONEER 3 HER) 3, R TRLFFEN BV EREHFED 1 DLLT
ZEVKEEMSME JAMA) IZIBE SN 1=, PIONEER 10 5£8& PIONEER 3 SHERDIERAH
DDA TEBHINDIBEHMER/-TENTELIEND., LERBRTEBONEEBERLEDT7INILD
BUMAREMIRINCEIZLHD,

PIONEER ERIREHERT O JLICKHEHLERABRTIE. KFOAMMELR MR INA,
AERMNREZRFATDICHYDBEGLBERBES R TITHTHIET XA PIONEER ERFRE
BRTOT S LICKYBON-DIT TG, &oT. AFlZ DPP-4 [HEZL SGLT2 HEELOHHA
(AT OHMAZE T B2 RER (A) ITHE) X SCGLT2 AER (D OMMAAIZE 504 xt
K& (B)ITHHY) SR UIGEDBRRTERNLGIE T ADEREZBEMELT NMA [I2L5/H
LB EERELT=,
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5.1.5 {fHEABREDEH [ZUTHEADH]

AolE, UTORRERIZDOLNTHIL TS,

& DHIRREH(A): DPP-4 [AERZSTEOMMBER TETOMMEIVFO—ILHF+2T,
hDFEOMBERETREAZERRELGD 2 HBERREE

¢® SHXREH(B): DPP-4 HEXEZEFLHVVEOMBER TECOEIVFO—ILATT
AT MOBOMBER TENBREAREGD 2 RERFEE

& SWMRFEE(C): BOMBERTETOEIVIE—LAT+5 T GLP-1 ZEKEEE
GESHFD AR ERRLLD 2 HBERRES

ENMMREADEEREENSIZOVTIE, LTOEZAAZIHRELTEET 2D B THSEER
TL%,

i. O HREH(A): DPP-4 HERZETCEOMBERTE ORI O—ILAT+573
3HBDROMBERTROBRICBITIOEE.
<ERERHL>
MRV REDE R IREFFMICHRDI D RBA I OVNTOE AR T M EFFME
BAREREIDORRICTUT DERELH L=,
AR TORRERZ. 3 FIEOMIERTRDRRICEITIOEETHS. oD
SHITOWT, MFERFREZ BRI =TIV IOBRKREMRED RBRICEIEETT
FAFEE DPPA BERDH AN RENTHASEBESND, |

i. SHAREEB): DPP-4 EEEZEFLVEOMMER FETOHREIVFO—ILAFT+
774 3 B OO MAERE TEDOERICBITTHEE,
<ETERHL>
MRV YREDOE R RFMIZRD D REAITOVTOE AR S REHEEMLE
BAEEIEIDONRICIELUTORENHS=0D,
(AR TOMRER T DPP4 [HERZEFLVEOMMAER TR TOEIVFO—ILH
F+57% 3 FE QMR TEDRRICEITIIEETHD. |

iii. DX RER(C): HOMBEB TETmMEI FO—LNF+5 TGLP-1 SEREKMEETE
GCESHEN SR OMBEFTELUNDER(AVR)VEREZED) ICBITITEHESE.

<HRERHL>
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AFIOBRKMAEEFTE. BEREEONH . BESTHICHTIEERREN. B&
UBEZROAMRTAUEERFER. EFEITHS GLP-1 ZBREBELERKIC, £
M ¥ERE T RETOEIVFO—LBT+ G ERIFE RN ETLREE, ITHDHEN
Z%.

HERRRBEA MK (2020-2021) [Z1&, 2B ERFRDAFIEHD—DEL T 1V RYY
AR OMBERETECTIEHAICIEI FO—ILBNEONGENEE, BEDRE ((KH
RE FEROEBORE. BHESHEDEE. IFF-BHEE. G5TITA VR U2 IBEER
AVRYUERMEF)EZERBLTEA, LEHINTS(85), HICEOMEER FTHELE
BAOR)OHBOBRABEIE. SUTIVIEBL DA TREICMENRET S0,
NETESBARA 2 BBERFEETHREIMTHOATE -,

LAOLARRELTAVRYVBRERTIHIEMAE ., AREMAEELG S, TS TIThHD
TUAYRATAHIN=—RERRRT D112, BRSO RV HF|E GLP-1 ZRAKEEE
DHABENBERTLRELIRO TWS, COHRABREE. A1V RUVEREDT U AYRA
TANIWN_—RXEfERT BT THL, GLP-1 ZEREFREEEDT U AYMATAHIL
Z—ATHAHAZEEFMBEDRDAT+2 . AR S BEENRESN TIVENER
REONREBESNGNEVSRELRRT HIENATRETH SH(86, 87),

EST GLP-1 Z2REREBRERLARDHBEDOHABIZOWTIE, GLP-1 ZHEKED
BEAVR)VEDBREFITHD LN I7TARTENFEFEIN TSI LMD, RERKIC
BOTIT TIT—EDRMOF@AHDENZ D,

AFKIDBEFEICH->TIE, AR U HFNEHALT- PIONEER 8 iBRZEEL THY.
AVR) VHBINDARFDBMZEEIZENT, ARV REZ(EFDL., 545 MEER
TEASIUVARERVNRZELEOIRIN LFETICEEHTELIENHLMELS
TL3(13).

GLP-1 ZEREBET. BEAMBEOREEAENAFINLIG—AT. ChETITE
SIETHo11-0IC ZOBBAFAVR) D HF|LRRICRENETLI-BETHERASA
BLENE Mo, REIEBOMER TECOEIVNO—ILATRAEZEIC, E5
GLP-1 ZBREEBEICEET RO LT TH ERAOR) U HF|IL O ABREERBT
BENZAFIAEIRSNS, HDHVITEBEA DR D EHK| LD P AREERIA T HHRIZAH
NHERASNAAREMEN H D, GLP-1 ZERRIEENZE LA R RF & T4 T TR ALE {4
FIZHBIEERFZ . BEEOREBOVERICISCTHEEHAT LM 2 BHEERFA
BTIHIEFELVELV A #5717 GLP-1 ZBREBENEATEL LA THEARROE
BOEFBRROIBAEELICGAVERIZEVD TR O MR TELNSARBILEITIR
[21E GLP-1 2 BRAKEBEL AR U WAL DBARGEND (THAFELEEEIENTF
BHHVNEHFIND,
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CDEIGERND AVA)VHBINEESNTOWSEEBICIEARFIDEERRELGYS
ZEENEFTNTNS, KRR ER C (EMEO MR TETHHEI FO—LHAF+
7T GLP-1 SERKEBE CEFHD NMRERRLELD 2 WHERFEF ILERINTH
Y, T#ERBIEED BRI _aTIVIDRTYT 4 [ZIETAR) 0 GEF D) GLP-1 ZHIA
EENEEEE ILRBINTNDIED S EH GLP-1 REREBEDREXRELD 2
RERBREELELIC BOMBERTEICNZ TT TITIVRYVEFANHE SIS TLS
BEESTNRER CICEHHLICITAEELDHD.

ENMHREADBERESODEHAEIOVTIH LLTOAHENEZLND,

& AFIDNFEFTINDHD. HE—HRIZETEINAET—IN—RZ FIATES T arL
T—AR—ZADRHRE)EALS,
SAYYRET Ay >
AJyrELTIF RIRZERICEB DT RTCOBRERBEESU T —IR—AHLDEHE
ETHA=-OIC EBEIFFERICEL BELEITODVTEETILENL,
FAYYRIDWTIE, BT A REAISAFDHREABITT IEENKEKEL
BATREMED BB FICAFIC OV TIIBEFDESFITHSD GLP-1 ZEREBEOX
RCHLIREMERBLI-ERTHA-H EHFHFERANSZ LIRS R ER (C)
DORBINDBITRIEELIIENFEINLGD . SHFRER (A) BLUV(B)HS
DIBATEIZDOVNTIE. RFNZH (TR FHZEDEE ] K1) PEMAEERKICHLTITS
HRFIROHIBEE(CK2) FZ2EET L, HAMITEGEIENFBIND, DFY.,
ENMRARERNSDBITENREELGLAREMEDNHHKRICENT, ZOBITE
[CONWTERTHELHBEDHI—HRICETIRERELLICALDEEZEE
BHTAHILIE. RELTRM T IHIELLDATREELH S,
(%1) AFOTAZEDFREILIE. AFIORIIBEONBEMIZLVIETT IS,
[R#FZ. 1 BOSEORDEBERIFEKDFIZ. ZEOKRETIVTHES DK
(#9 120mL LAF) EELICARAL. £, RARRURA®RDGESL 30 2L 8RE
RUMOEROBEOERER(TELIERAXEORERVAZICEETHEE
[CERHINTLVSIETH D,
(%2) #ABTEHN. NAEMRAEOHERLY. BRFEMEE)RIL Y RICHHF
TEMBREHRERBODRITHY. TURILFRELFLEVBERIT., BHEOEEDL
LLEAV RV EBNBBEESNDIBE ITHAEEZA TSI ENHLIELEST,
DILF. HAIBEHICEVWTROMER TELAV-BRFABRTHRES+2TH-
EE . FICROMER TEICS VD TIZBSHFLERZIRA TR RO P T,
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ARBIEIZE (T ROBRBEELTERFNBREINSIDMNESIMZDONTIE, BHITK
FlomuEk TERICBELSY . BEDSEGTE. FIZX XEEIFO—ILHRD
BNBEEENOHFIEDOHRADEZSFDRFANDETHA_ELEKRL TS,

& AFINREFTINLEZD. HE—BRIZETINAET—HIRN—REF (FATESIHRT—
AR—ZADEHRE)ERALD,
<Ay RET Ak >
A)yRELTIH. REIDEZE S EFIBLI-BEICE T HRIARDENGEREEICLED
WTHHTED O EEEOEEEL.,
TAYYMZDWTIE, AFIDFEFEE 2021 F 2 ATHY .. AMES R A (2021
F8 A)ITBLTHELNET—2IF 14 BUAFIRTIZE TEHTEILHNAEREDD
DIZRENET=0H. T LLERHTEMNGRR. THHOEEEH/MELIKRIZE TS
BEIEERELTLVRLY,

$ BEMEFZRRELEEEREFETV. T TIIRAHZRELTLS. HBHUL XK
AEE/RELSDBEICOVNT, ZOREABRDEIE TS,
<Ay RET Ak >
A)yRELTIE, FFNFE GLP-1 ZBRKEBREDERKMIGIE [T T LEDREDE
BEEEEET AL HICKARITHERFARICEBNRVEMCEMEEICL>TEL
LTRAENHIENEESND, 0T —EHDEMEFEARELTERKREREH
FATBRABEERT D LITEY  FROREWGKRICE T ERF D& 5£HA
THEEDHARDESICOVTERELEEDS LT —40 {515,
TAJYMIDWTIE, THFAETHA-OICETDREZFEEH5,

LREEFA.AFOBEIGZELTAICH-Y. [EMEFENRELEEEREFEZTV. T
TIZHRFZHZREL TS, HAIVIEFREMICFFZIRELIDEZICOVT, TORUAROEGERAL
B0 ICENBYITHAEEZ. UTICHAYT SERMDULAERREEZRML .

EEOUNAERAREICENTE. NAERAEEERVEREDORN A RN MHEZEST HIEEBHIELT,
EEFEELELTD Web 7o7r—hRE (Web RE_EMEERE) . EUREELTIUEE21—FE

(foBE1—RE_EMEMRE) EEBL=.

(1) Web (iE EMEERE
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Efe 2@z oL I [ T RS R O R
o i Wz %L 7oy AEEEEL -
B EOXNZREHRITEETHY., 2021 F 7 A 21~29 HORMIZ7Ur—rHEE. EIUX
nt=,

BERV)— =V TBEICUTOERE—DTERETIGESIE. 7o r—MABEDO X R M BRI LT,
|

- ]

.

| B

RRAEISBVTE, RYU—ZV T SNEERISHLT, LT ORT YT I2k > THFO M A B[
B%11o1=,
s ]
= | e | =l =l
1 I
N [
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(2) 1V3E1—E EMEMREE

FERFBABRBLUARFICHTEAEMDEZ CUABERZEAEE 12—k THRTHIEEZBME
L<. I C R R F R DR ET SERFEEME I WKL, 148 1—F
#17o1=,

Q) BERE

Web SAETHEON-EEHEZLLIC. BOMPBERFTE 2 FlTarbrO—/ILA+ 5 D=8 REER{E
TEHEEERNRELT, REIRFTRIOERFABRENOCAFIADUAERDERE|EEZEHLIzES

5. LT ORBEMNFLONT=,

& 80 EEMREICLAIFHANDUFEREEES

FER IR AE MHEEREE
DPP-4 [HEF|IZE TR O MAERFTE 3 32.1%
DPP-4 [EEFRIZEFH VO MEEETZE 3 Hl 27.5%
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S GLP-1 SRR EEREZF XAV RY U EE 40.4%
(BOFELOHFEAEESD)

(4) FEHEFREHR

A 1—ABIZB VT AFDOWNAERIZOWTERLI-ECA  BHOERBEEMEIZSNT,
FHRUYBZTTOERTFS GLP-1 SRR EBETHIEDER THo1-, —F.DPP-4 [HEEL
FHRANTELNIENMENDISITHDENSIER O, LEBHVHDERBEMNSERALELENSERY
B/ont-,

Fl  AVEE1—FABICEV T BRBEMERTIANILY XCHF T H0REHRERDHRIT
HY. TNV HRERALIENEERIT, BEOBELLIZA VR BRIDBEESNDEEITH
BEBZTVWAIENHALNEG >z, CNIE. HAHBBICEVWTEOMMBER TR 2 HITHRER+7T
HEMLENST, BEBIED=HD 3 FIHDERKRELTEAIDRIRESNSI5MESIMIZDONTIE,
BIZAFOMmMBENRERICETST . BEDSEMGETME. FIAEAEIVFO—LLARDOONDE
BLLFIEDHFHRADBRZSEFDRFADBETHHELEHERL TS,

T KBV RVFEEDBERICOVWTIE, A1VFE2—FRAEICEWLTEICUT 3 AOERMN
Eifoht-, bbb, (LDAREBLMIROHDIINILGREREEMES-TAOR D EEIZ G+ A
FTHIEDHEMEDRE, (2) ThZET BOT(Basal supported Oral Therapy) #&i& THEREAR+ 242
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A& 1: NMA sensitivity analyses

Sensitivity analysis to include East Asian population studies (Han 2018, Lu
2016, Yang 2016)

Three East Asian trials were included in a sensitivity analysis to explore the impact
of including these studies in addition to the Japanese patient studies for each outcome
(40-42). With this, additional potential treatment comparisons could be made,
particularly with the inclusion of Yang 2016 (42), which was the only study informing

dapagliflozin treatment nodes.

Change from baseline in HbA1c at 26+2 weeks
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Figure 8:

Proportion of patients achieving a HbAic level <7%0
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BF J: NMA statistical methods

Continuous outcomes

Continuous outcomes were modelled in terms of the mean change in the outcome
of interest from baseline, whereby it is assumed that the mean changes from baseline
in trials follow a normal distribution. As outcomes are reported inconsistently across
trials, certain assumptions may have been made so that the data can be transformed
into an appropriate format for analysis. For example, change in HbAic may be reported
as change from baseline per treatment (arm-level data), change from baseline vs. a
reference treatment (study-level data), or as baseline and endpoint values.

The following hierarchy was pre-specified for the selection of data for analyses:

1. Change from baseline and measure of uncertainty (arm-level data)
2. Baseline and endpoint value (allowing arm-level data to be calculated).
3. Study level data.

In practise, most studies reported change from baseline and those that did not, only
reported one of baseline and endpoint or study-level data.
The following steps were taken so that the networks were as inclusive as possible:
. Where only mean and endpoint values were reported for each
treatment arm, a subtraction was performed to derive the change value
. Where measures of uncertainty associated with mean change from
baseline were not reported for each treatment arm, this quantity was computed
using techniques described in the Cochrane methods manual and NICE TSDs
(22).
. Where a study reported variance for both baseline and follow-up, but
the variance for the change from baseline was missing, this was calculated using
the baseline and follow-up data as per the formula in the NICE TSD2 (22),
applying a within-patient correlation of 0.5 (considered conservative) (22, 53).
SDcrg = V(SDZ, 4+ SDZ, — (2 % 0.5 % SDg; * SDyy))
o Where SD is the standard deviation at baseline (BL) and follow-up (FU).
.
Normal likelihood identity link model
Based on arm-level data
The most common method for the analysis of continuous outcomes which are

measured at baseline and at a pre-specified follow-up point is to base the analysis on
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the mean change from baseline for each patient and a measure of uncertainty.
A normal distribution for the mean change from baseline in arm k in trial i, y% with
change variance V4, is assumed, such that:
Yiie~N (O, Vi) &)
The parameter of interest is the mean 6;;, which is unconstrained on the real line.
An identity link is used and therefore the linear predictor is such that:
Oi = i + 8y )
Where y; is the trial specific baseline effects in trial i and §;; are the trial-specific
treatment effect of treatment in arm k relative to control treatment in arm j.
Study level effect sizes are considered exchangeable across comparisons, i.e.:
8ijr~N(dj, 0%) €))
where dj, is the NMA estimate of the effect size for intervention j relative to
intervention k. In the consistency model:
dji = dyy, — dy Q)
where t denotes another arbitrary intervention in the model. For multi-arm trials, as
there is more than one study level effect size, correlations are incorporated using a
multi-arm trial correction and the §;;, are assumed to come from a multivariate
normal distribution with co-variances of ”72 In the RE model, study level effect sizes
are considered exchangeable across comparisons and the trial-specific treatment
effects come from a common distribution (as per equation 3). The FE model is a special
case of the model described in equation 3, with % = 0. This assumes homogeneity of
the underlying true treatment effects.
Based on study-level data
In instances where trial-based summary measures of treatment effect are available
(mean treatment differences) it is possible to assume a normal distribution for the
continuous measure of treatment effect of arm k relative to arm 1 in trial i, y;, with
variance Vy,:
Yikr ~N(Oik, Vik) ©))
As no trial specific effects of the baseline/control treatment can be estimated the
linear predictor is reduced to:
Oik = biji (6)
The intervention specific effect size is assumed to come from a RE distribution as

per the previous models outlined above.
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Shared parameter model

For continuous outcomes for which trials report results in different formats (i.e. both
arm-level data and study-level data are reported), shared parameter models allow the
user to generate a single coherent synthesis (22). As data imputed into the analyses
for weight and SBP were a mix of arm-level and study-level data, the analysis of these
continuous outcomes was performed using a shared parameter model; the shared
parameter model is essentially written as a combination of the arm-level and study-

level data models (described above).

Prior distributions

In all analyses, vague priors were used as recommended by NICE (22); the use of
informative priors for relative effect measures require special justification. NICE also
suggest that it is standard practice to set vague priors for the between-trial variances.
The prior represents the prior probability distribution; a vague prior contains no
information about the parameters of interest. Vague priors are used for the study
specific treatment effect y; and treatment effect sizes relative to treatment 1 (dq;) in
the form of a normal distribution with a mean of 1 and variance of 1002 as
recommended by Dias et al, 2011 (22). Random effects models used the vague priors
in the form of a uniformly distributed prior between 0 and 5 for the between trial SD (o)

as recommended by Dias et al, 2011 (22).

Dichotomous outcomes

Several outcomes of interest are reported as the number of patients (or percentage
of patients) achieving the outcome of interest. Where percentages of patients
achieving an outcome are reported, the absolute number of patients achieving the
outcome will be calculated.

The most appropriate generalised linear modelling approach for the dichotomous
outcomes of interest is the binomial likelihood, logit link. This model assumes all
patients who report an outcome do so by a specific follow-up time and that further
follow-up would make no difference to the relative treatment effect. This model is
appropriate because all the trials report data between 24 and 26 weeks, the evidence
networks therefore relate to data at a single time point in the network (26+2 weeks)
and each of the dichotomous efficacy outcomes in this project are related to single

event outcomes.
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This approach is consistent with previously published NMAs in T2D for dichotomous
outcomes (54-56).

Binomial likelihood logit model

The network Binomial logit model is constructed as follows: assuming an evidence
network with | studies (i=1,.....1), J interventions (j=1,.....J) and ai treatments in each
study; the likelihood of the data is:

rig~binomial(py, ny) )

where r;, pirx and n;, denote the number of events, probability of the event, and
number randomised in arm k of study i, respectively, and k< ai.

A logit link function is used to link the probability of an event in a given arm of a
study, p;,, the study specific effect (i.e. the intercept), u; and the study level,

intervention specific effect size &;j:

logit(py) = pi + 6y ¢5))
Study level effect sizes are considered exchangeable across comparisons, i.e.:
8ijk~N(djy, %) (€©))

where dj, is the NMA estimate of the effect size for intervention j relative to

intervention k. In the consistency model:
djx = dy — dyj (10)

where t denotes another arbitrary intervention in the model. For multi-arm trials, as
there is more than one study level effect size, correlations are incorporated using a
multi-arm trial correction and the §;; are assumed to come from a multivariate
normal distribution with co-variances of "72 In the RE model, study level effect sizes
are considered exchangeable across comparisons and the trial-specific treatment
effects come from a common distribution (as per equation 7). The FE model is a special
case of the model described in equation 7, with ¢? = 0. This assumes homogeneity of

the underlying true treatment effects.

Prior distributions

In all analyses, vague priors were used as recommended by NICE (22); the use of
informative priors for relative effect measures require special justification. NICE also
suggest that it is standard practice to set vague priors for the between-trial variances.
The prior represents the prior probability distribution; a vague prior contains no
information about the parameters of interest. Vague priors are used for the study

specific treatment effect u; and treatment effect sizes relative to treatment 1 (d,;) in
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the form of a normal distribution with a mean of 1 and variance of 1002 as
recommended by Dias et al, 2011 (22). Random effects models used the vague priors
in the form of a uniformly distributed prior between 0 and 5 for the between trial SD (o)

as recommended by Dias et al, 2011 (22).

Fixed vs. random effects

In fixed effects (FE) meta-analyses, it is assumed that treatment effects can be
estimated directly from the trial data, while in random effects (RE) meta-analysis it is
assumed that the treatment effects are drawn from a common distribution with a
variance parameter equal to the between-studies variance, or heterogeneity.

A RE model is more complex than an FE model as it requires more parameters, and
therefore the added flexibility means it will usually provide a better fit to the data.
However, as with all statistical modelling, it is important to find a trade-off between
improved fit and added complexity in order to make meaningful inferences. A more
complex model should only be preferred if it provides an improvement in model fit
substantial enough to justify its added complexity.

Note that where there is little information because there are too few studies or if the
studies are small, a RE model will provide poor estimates of the distribution of
intervention effects. This is because the estimate of the between-studies variance
(tau?) will have poor precision; therefore, there will not be sufficient information to
apply the RE model correctly (88). Both FE and RE models were conducted in the base

case analyses.

Measures of model complexity and fit

Model fit was measured by assessment of posterior residual deviance and between
study heterogeneity (RE models only). It may be the case that analyses are
underpowered to estimate the between study heterogeneity. Models are judged to be
of reasonable fit where the average residual deviance (i.e. residual deviance divided
by number of data points) is close to 1. Model comparisons (FE vs. RE; adjusted vs.
unadjusted) were based on comparing the above, in addition to the model results and
the DIC (22). Note that residual deviance is an absolute measure and DIC is a relative
measure. In general, a model is favoured if it has a lower DIC (5—-10 points are
considered important) and a posterior residual deviance close to the number of data

points.
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BlF K: NMA technical resources

Several resources are utilised during the meta-analyses to ensure that the analyses
are fit for purpose and health technology appraisal (HTA) compliant. The following

resources offer guidance on specific issues (such as model fit, zero events, missing

data):
. ISPOR (21)
o NICE DSU TSDs for evidence synthesis (22-24)
o The Cochrane Handbook (53)

Statistical software
The NMA analyses use a Bayesian approach which involves the formal combination
of a prior probability distribution that reflects a prior belief of the possible values of
the pooled relative effects, with a likelihood distribution of the pooled effect based on
the observed data in the different studies to obtain a posterior distribution of the
pooled relative effect. The NMA was implemented using the software package
WinBUGS. All statistical models were fitted by adapting code written by the NICE DSU
for their evidence synthesis series:
. Normal likelihood, identity link
° Binomial likelihood, logit link
Both RE and FE models were run, and model fit has been reported so the most robust
model results could be identified. Three Markov Monte-Carlo chains were used, starting
from different initial values of selected unknown parameters. Convergence for all
models was assessed by analysing history and density plots, and Brooks-Gelman-
Rubin diagnostic plots (88). In addition, autocorrelation plots were assessed to detect
the presence of auto-correlation in the chains. A burn-in of 50,000 calculations was
conducted, following which, model convergence inferences were made from data

obtained by sampling for a further 10,000 iterations.

Bucher analysis
For the analysis of proportion of patients achieving a target of HbAic <6.5%, the
combination of zero events for patients in the placebo arm of PIONEER 9 and very few
data from other trials, made it necessary to conduct a Bucher analysis as neither the

FE nor RE Bayesian NMA models converged.
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The Bucher method is a conventional method for making an indirect treatment
comparison that preserves randomisation (89). The method allows estimation of the
relative treatment effect of B and C to be calculated according to the results of their
direct comparisons (aggregate data) with a common intervention — treatment A. Given
data for a trial comparing treatment A and B and another trial comparing treatment A
and C, then if

o d.p, dgc and d,. denote estimates of mean treatment differences for
A vs B, Avs C and B vs C, respectively (i.e. d represents difference in In ORs)

o Saps Sqc @nd s, denote standard errors of the estimates of the mean
differences for A vs B, A vs C and B vs C respectively

All calculations can be carried out on the In scale for ORs and we can calculate the
estimate of the mean In OR, for B vs C using the information for the trials comparing
A to B and A to C, as:

dpe = dgp — dgc

Since d,, and d,. are estimated from different studies, they are statistically
independent and hence the standard error for the comparison between treatments B
and C is given by:

She = Sop + She

Note that the uncertainty estimates associated with the two direct comparisons are
added together to calculate the variance of the indirect comparison, showing that there
is inherently more uncertainty associated with an indirect comparison than a direct
comparison.

The Bucher indirect comparison was calculated in Microsoft Excel. Mean ORs with

associated 95% confidence intervals (Cls) have been calculated.

Zero events

In order to calculate the study level odds ratios (ORs) using a frequentist approach,
a continuity correction was added in order to obtain non-infinite estimates of treatment
effects and non-infinite variance (53). That is, for the PIONEER 9 data in which a zero
observation was reported for HbAlc <6.5% (i.e. no patients had the event), a
continuity correction of 0.5 was added to each cell of the study outcome results table

within that study in order to calculate the study level relative risk (22, 53).
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AiFE L: Interpretation of NMA results

Estimates of treatment effect and credible intervals

The results are presented as both mean (SD) and median relative treatment
differences or ORs and an associated 95% credible interval (Crl). For continuous
outcomes of interest, a treatment which offers a greater mean reduction from baseline
is favoured — for example a reduction in HbAic (%), SBP (mmHg), weight (kg), TC
(mmol/L), or an increase in HDL (mmol/L). For dichotomous outcomes, a treatment
which offers an increase in the OR is favoured — for example, higher odds for achieving
a HbA1c level <7% or achieving a HbA1c level <6.5%.

Credible intervals are the Bayesian equivalent of frequentist Cls. The Bayesian Crl
is a more intuitive interval than the CI, which if the 95% Crl is given, means that there
is a 95% probability that the true value does lie within the calculated interval. In
Bayesian statistics, it is considered that differences exist only where the Crl does not
include the null value for treatment differences or one for ORs. In specific comparisons,
oral semaglutide may achieve a numerical reduction/increase against a comparator,
but unless the Crl excludes the null value (for treatment differences) or one (for ORs)

it was assumed that there was no significant difference.
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BlF M: Calculation of cost-effectiveness

Model user guide and technical report







Model overview

Modelling approach
The cost-effectiveness model (CEM) is designed to provide the user with full flexibility,
with most parameters defined by the user on the “Treatment settings and results”
sheet. Analyses are conducted from the perspective of the Japanese health care
system (indirect costs are not considered). A time horizon of up to 40 years can be
modelled and the user can specify the discount rates by changing the value on the
“Treatment settings” sheet (Figure 16). The choice of discount rates affect the value

of future costs and health effects, and should be set according to national guidelines,

which is recommended to be 2% in Japan as per the guideline on economic evaluation

by Shiroiwa et al, 2017 (90).

Figure 16: Model settings

Description of the cost-effectiveness model
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Data used in the model




Data sources and extrapolations





































Cost of events
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Probabilistic sensitivity analysis
















































