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B FRKEC (R
AACR American association for cancer research
AE Adverse event
AIC Akaike information criterion
ALK Anaplastic lymphoma kinase
ALT Alanine aminotransferase
ASCO American society for clinical oncology
ASMR Amélioration du service médical rendu
AST Aspartate aminotransferase
ATEZ Atezolizumab
AUC Area under curve
BEV Bevacizumab
BIC Bayesian information criterion
BRAF B-Raf proto-oncogene
BSC Best supportive care
CADTH Canadian agency for drugs and technologies in health
CAM/CAMR Camrelizumab
CARB Carboplatin
CASP Critical appraisal skills programme
CCDC6 Coiled-coil domain containing 6
CEM/CEMIPL Cemiplimab
CIS Cisplatin
CRD Centre for reviews and dissemination
Crl Credible interval
CT Computerised tomography
CTX Chemotherapy
DIC Deviance information criterion
DOC Docetaxel
DSU Decision support unit
DUR/DURV Durvalumab
EBMR Evidence-based medicine reviews
ECG Electrocardiogram
ECOG Eastern cooperative oncology group
EGFR Epidermal growth factor receptor
ELCC European lung cancer conference
EORTC European organisation for research and treatment of

cancer

EORTC QLQ-C30

European organisation for research and treatment of
cancer quality of life questionnaire-core module

ERL Erlotinib
ESMO European society for medical oncology
FE Fixed-effect




FGFR

Fibroblast growth factor receptor

GEF Gefitinib

GEM Gemcitabine

HAS Haute autorité de santé

HR Hazard ratio

HRQOL Health-related quality of life

HTA Health technology assessment

IASLC International association for the study of lung cancer

ICER Incremental cost-effectiveness ratio

ICMIE International committee of medical journal editors

IPD Individual patient-level data

IPI Ipilimumab

IQWIG Institut flr qualitdt und wirtschaftlichkeit im
gesundheitswesen

ITT Intention-to-treat

KIF5B Kinesin family member 5B

KM Kaplan-Meier

KRAS Kirsten rat sarcoma virus

LY Life-year

MKI Multikinase inhibitor

MTC Medullary thyroid cancer

NA Not applicable

Nab-PAC/NBPAC

Nab-paclitaxel

NCCN

National comprehensive cancer network

NCOA4 Nuclear receptor coactivator 4

NGS Next generation sequencing

NHS National health service

NHSRC NHS reference costs

NICE National institute for health and care excellence
NIV/NIVO Nivolumab

NSCLC Non-small cell lung cancer

Nsq Non-squamous

OR Odds ratio

ORR Overall response rate

0Ss Overall survival

PAC Paclitaxel

PBAC Pharmaceutical benefits advisory committee
PBO/PCB Placebo

PD-1 Programmed cell death protein 1

PD-L1 Programmed death-ligand 1

PedsQL Pediatric quality of life inventory

PEM Pemetrexed

PEMBRO Pembrolizumab

PFS Progression-free survival




PLAT

Platinum

PPS Post progression survival

PRISMA Preferred reporting items for systematic reviews and
meta-analyses

PS Performance status

PSA Probabilistic sensitivity analysis

PSM Propensity score matching

PSW Propensity score weighting

QALY Quality-adjusted life-year

QOL Quality of life

RAM Ramucirumab

RCT Randomised controlled trials

RE Random-effects

RECIST Response evaluation criteria in solid tumors

RET Rearranged during transfection

ROS1 c-ROS oncogene 1

SD Standard deviation

SE Standard error

SEL Selpercatinib

SINT Sintilimab

SLR Systematic literature review

SMC Scottish medicines consortium

SMR Service médical rendu

TC Thyroid cancer

TIS/TISL Tislelizumab

TKI Tyrosine kinase inhibitor

TMLE Targeted minimum loss-based estimation

TPS Tumour proportion score

TRE Tremelimumab

TTD Time-to-treatment discontinuation

UK United Kingdom

UME Unrelated mean effects

us United States

VEGFR Vascular endothelial growth factor receptor

WCLC World conference on lung cancer
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1. HREGLIER G ERBBOME

1.1 4%
BRFER LybI4EATEIL 40mg/LybI1EHTIL 80mg
—RE EIRIVAF=T

1.2 RIREEMEHE

RIR(E RS

40mg 1 h7+JL 3,680.00 A

80mg 1 h7+JL 6,984.50 M (1 BHE(fi:27,938.00 M)

EEAX FHUEMDLEAR (D

HEERER (— %) - —aYATEIL 250mg (D) VF=T) 12,126.90 M (1 BE/M:
24,293.80 M)

FEIEINE

ERMME (1) (A=5%)

S HEMNE (1) (A=10%)

1.3 BERMRDOAN=X LA

LR )JLAF =T (&, RET(REarranged during Transfection, RET). & A K &5E K F 5
Z{k (Vascular endothelial growth factor receptor, VEGFR) . #@# i8R FZ A
{& (Fibroblast growth factor receptor, FGFR) &M ¥+ —t &4 2BET 5, wILRILD
F=JIE. RETBEIVN\IVED U BILEREL. TROVTFIVEESFO U EILZRE
THILICELY ., BREENFHERE RTEEZLON TS,

1.4 HEEE

1.4.1 EREALLH5ER
RET BA & &R T D YR TR ST - BRO I/ NA R

1.4.2 RIREAELSEBEDEM

BERXHRFTMORE DIEE (2021 F 11 A) Moo IERDIRHE (2022 £ 8 A)ETO
FICTRET RSB FIBEDREVIRT ARG FIRIRE IS S UIRET B FEEBGIEDIRSE
UIBR A ae7s KRR BRI DV BN & 75572 (2022 £ 2 A) . 6. FRIREBIC OV TIERIER
HWEETEHEDEL,

1.4.3 SXARETHEBOEPHNME (ARE. FRREEE. THREFRE)

1.4.3.1 3E/MAREFHEDES
fEEBENLTERESTHY . HRTHRLVBRRBDZNVEND—DTH5H, 2018 FIZL£HR
THIEEESHEINE-EEDSS., MEEEITHN 210 AA(11.6%)FHH D, £, 2018
ENHRDEIZEDIRTEERDSL., MEICLITTERILH 180 FA(18.4%)THY. &
HEEICHESITERENE 1 HTHHZY, BINARE L 2—IZL5HEt Tl BATO 2016
FOMEODEEHRIIHN 12 55 FATHY. KIGE. BEIZRWTE 3 (iThHhd. BATO
fifEIC kB TEHIL 2018 FITH 7 H4 FATHY. RPZLVEETH D, ERMERMED
# 85% A IE/NARARTETHY . EIT-BREXIIEBEDRKRTERINDGIENZ NG, F
f=. ENAREEEZ RIELTOBIZEAEDEH L. #1TH. YIRTEE. RU 5 EROEEE
M 10%H5 1%KEDFERBENBHOND IV HTHZE Y,
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1.4.3.2 RET @& :B=FEMHOIE/NERHE
FE/NMERARFE D —ERD B E TIX. RET BMEBEFIFFAN—ELTEIEANLNATINS,
RET @A BEFX. E/NERMEBRERITZSTRUBRMDIBEERED 1%~2%I22H5
305 9, RET BABEFEEDIE/MARMERE TIE. £ 20%~50%|ZREEBHNRHS
hTHEY. BT R MBMERELELAROEIETHD 8, RET BEIX EGFR,
ROS1(c-ROS oncogene 1), KRAS (Kirsten rat sarcoma virus) ZEMD RS,/ —ZER
EIFREICH M THEEEZ LN TS,

1.4.4 HHARETIRBICE T I LUBRERR EMBBOEA(RA)EY
RERESEFOLUBEESOERARAAIL. E—IBTHIGEHRET AT 748 ATHS,

1.4.5 4BERR-EMUBZERTIBETOILER (F) RIS
i (T EEMICBRO T RIS HA, HREXT 50 FLBTRRCEMNT S, F-. H3lI<HHD
>F RET D, RET REBETFHEDOI/NERMEL, YXEFESD LIBRETTO-001005
BOHERN D, EGFR BEFERBHELGEMDESMN\—BIZFER/EERB %0 I/ MERa M
BERERIC, K PFBREFDR SN Z N EEIOND,

1.5 ERAZEF
FEOERSEEELUTICRT,
®1-2 FRAE
BEREH &0
BE5#& ERCEAT 5
BEE 1@ 160mg
BERE 1B2@
THRGREHRE (BN | 14.2.1 AN REHEBED/ SI—E0HAOREEERH
BAILE) MELUL LR TR T I REELFMMEZELESS
ns.
FHREER LIBRETTO-001 SRERCO%EE. RET Mh& = FIBIEIENN
R (= 35+ 248 500 PR 34 FE D S 40 {6 1 I %o . = SR 1B 1%
% (35 8 I ) T -

BH. FH|E RET MEBEFBIEDOBEICOAFERLLTEY ., RAXETH +H1LERE
AFIHREEXIIREMRICKY. RET MEBREFBEAEESIN-BEITRETIE R
EBIXH=->TIE, RRBIN-FENEZHRAEERIERBBEANDI L, IERHLN TV,

1.6 RREBOAMB T UBEER - ERBEOME ST

BILRIWAF=TE, FHRITHVTIXLH T RET MEBEFEREICH T IHERNLS FIR
BELLTERBSN-ERITHS,

ELRIWAFZTHRERBEINDRIE. MBEEEAAFS1> 2020 FROVIZKDE IV #IEN
HRaRHRE I~ X9 HAE A #tEL T, EGFR, ALK (Anaplastic lymphoma kinase, ALK) .,
ROS1. BRAF(B-Raf proto-oncogene, BRAF) % EDRSAN—BIEFER/GEEE TS
BEICE. —XABRLLTENThOFF—EHEBRINERSA TV FIAN—BEFER
[SEEEE DR EF(C(X, £ 5 KiERITF (Performance Status, PS 0-1)7; PD-L1
(Programmed death-ligand 1, PD-L1) TPS(Tumor Proportion Score)50%L LD &
FHIZHLTIE—TABRELTRALTOYXTTEARITSF - 8H|6tAREE PD-1
(Programmed cell death protein 1, PD-1)/PD-L1 FAE#|6fA. PD-L1 TPS50% ki
RIIFADBEICIXTSFFRAGREE. RIZITS5F - 8E|tAEELE PD-1/PD-L1 HE
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KlEDPERABENEREIN TV, 28 (E RET MEEEFEEOF/IMNERMEERAEL
REIDEZBSNTWNGD o=, BZBBICHL TN SAN—EEFEE/GCEREDESE
ERIBRDBEMTON T EEZAOND,

TILRIAFZITHIRET BEE G514 D YIBRTRELE (T - B H O IE/NRRR i | % 8 i
ELTERBEIN-EIL. TEZEAIRSA 2021 112V T, IV BASE/NRREIHIE O A& 5 £
F.E®1-1, 1-2 D&SICEEEH SNz, £, RET A ERFEEAISHL T, ©ILRILAF=
THEIEEN. [TETURADRS: C, BEMEHE : T K33 <HEE (1 THR) |LEHIhTL
%, 12 #33. KE NCCN(National Comprehensive Cancer Network) @ 3E/NilRa fififE
DHARZATIE 2020 Eh5, LIBRETTO-001 HERDIERICEDE . RET EREBEDIE
INHBARHIE D — IGBREELTRILRIVAF=I A preferred 1L THESIA TSI,

1-1 E/NRaFEO YT I —TDRED

I /NERERGE  IVER (BT J IL—T DEE)

Y, - FIAA—BETER [ REHBE

PD-L1 mEE**

/BRAF/MET/RET)
+ PD-L1 %6

. BEFRE _
BT LR (EGFR/ALK/ROS1 }L » F‘?"ff\':iEfE-T_-EE / SREEISE,
AN

Y - -5/ \—i&{EFER / L,
v PD-L1 TPS 50%3kifi. HLJIEFEA

T
p
+ PD-L1 &£ BN - PD-L1 TPS 50%:kii, HL<I3 78

N > kS —BETER / BB

R LR

= TV, BB ESREICHT eIt EH

* EGFR EinFEE, ALKR & EEFOBREFBRTITEOL, BEAEROERELEOMEDOREDE
BIZEWTH, REANEFLLCVEBTEFS/ N —EETER /| GEOBRESZET .
** PD-L1 (22C3) TPS 50%Ll k. £ L<{I&PD-L1 (SP142) TC3/IC3

1-2 Je/BafE D AR & (2
IVEAIE/NMREANIE : FS A/ \—BIGFER / REBMOAERA i

EGFREETZERBH FhENICHT S || MEEEEE MR E A

". *F—GREE e HEF=I1L PD-
ALK& BT TS 1/PD-L1AEH

e\ (% F51/5—ill
ES i i—BEF | ROSIREEIEFIEE W {ﬁgxg / BREE (i Fﬁ-{f(—%
L ) . . PD-L1 EFTER /i
ER/ KRR | gy e, | o
RAD—  TPS 50%
N verazremme ) B
| rReTmzBET@E | KARUBEA)
> CQ52~63 > CQB8~70 » CQ78~80
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1.7 ELEEER
JROEHEBEECRIN-EELGEEER(FELGHESNURY) X, FFHEEES. QT fE
fRIiER. @EUE. SME. K., F-BBREETH S,

FrikaefEE

- RET & EEFBIERERME. RET BaFEEBE R IKERGEHERE (Medullary thyroid
cancer, MTC) RUZ D1t RET EiHLERZECETRAMEREEZNREL-ERLRSE
I/11 #83XBRTHS LIBRETTO-001 FHERD S5, RET MEEEFIEM4EIE/INERSRMzEES 128
T, PR EERE SR EE R A 56.1%(101/180 ) [CBHoNT=. FL—F 3 LIEDOHFE
&1 20.0%(36/180 #l) THo1=. FL—F 5 RU Hy's Law OEEIZEHTLHAREHED
HAHEHEEBHLNGEA DT,

BRERFERICENT, FEEEEEERASHRETHRESNTEY. JL—F 3 ULDEER
FRIMESNIE BARRRICEV T AR EORRBENEBE TERVEELITHKEERE
ENRBOLNTNDIEMND, EEGRESNZYRIIEREL=,

QT MMRER

-LIBRETTO-001 HERD S5, RET Bi& B FE4EIE/NARRMEESIZHUL T, QT MHRIiE
REEEZRMN 17.2%(31/180 ) IZBHHNT=, DSBS L—K 3 DERIEL 3.9%
(7/180 ) [CBSHHNT=, FL—FK 4 U EDERIEROONEM =,

ERRERERICEUVT. QT MRERBEESROXKBRIIIFEAENTL—F 1 XL 2 TH-=H
DD . FRKAERTIE QT FRERDORRIRIDHLEEZRNLI-LTERSN. AFIES
%12 QTcF (corrected QT interval) fEAR—XS /M5 60 msec WL LEMLTWNSEE
AEHBIROONT -, — MM QT ERICHESITEIRMNREILI-BE . EELERE-ESHTA
REMNSH L LMD, EEGRFESNURVIZEREL =,

-LIBRETTO-001 &M 55, RET @& EEFEEIE/NAREIHEERZH T, B EUEREE
EEMN11.7%(21/180 ) IZEHHNT=, FL—FK 3 LIELDORIBEIE(X 3.9%(7/180 4l)
TH-o1=,

BERERRICAVLT. RFENDHARBERMNEBETETLHVWEEFNZESD . RS - RAZEDEREE
SERMEDBEBENRDOON=END, BEELEEINYRIIZEEL-.

=mE

-LIBRETTO-001 HEED S5, RET BB FEMEIE/NARMRESICHV T, SMEREE
ERH 36.7%(66/180 ) (ZBBHBNT=, FL—F 3 LLEDORBREIEIE 21.7%(39/180
f5) TH 1=,

FRERERICAVT. SNEEEBERN—EDHEETHRESNATHEY. JL—F3 LLEDODEE
BEZEMESNT=TE, FEBAEERTRICEBV T, AFIEORRBERNEETELVEE
BIMBOHON TSI EM G, EELGEESNFZRIIZEEL,

Hi 1

-LIBRETTO-001 iXE&D5%5 . RET RS EEFIEMEIE/NERIHEZERICH LT, MBS ESE
%M 15.6%(28/180 #) IZBHHNT=. FL—F 3 LIEDHFKIFEIAIE 2.2%(4/180 #I) T
Hol=,

-ERRERICENT, HMAEERA—EDHEETHRESNTEY. JL—F 3 LEDOEEL
EZRVBNEERTRICBVDTAFEORARBERABETETLEVEEHLRESNI-CL. F
f= RET  VEGFR 2§ 5EEEREZF T MDD TIILFFF+—EHEEFICHOTEHmMDFE
BEARBOLNTINS, — AT, RFILDOBEEEFHATIIET O RIETHRIC/ONTLVENI L
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o, BEEGHEEN)RYI

fE-feREM

ZERTEL,

SYbERVERE-BRREMHRICEV T BRKEEE (AUC) LREEDREETRIEET R
VEraEsHont=,
SUbERANEIEERICEVT, BEEEEAROLNT-,
SRR OREICETEIREMIHILTELY . BRRABRDBRNEETH o=,

ARFREICEHE-FRESHIRRERCX B AREERBICELIE TN H SO, E-IREE
MEEBEGEENIRIELE,

1.8 thED ER B AT MR I (S MR

(FEEICHKTRF MO —ER]

- BEEM
E4 R4 HEmEER (FEEB) 1) R M4
(RtBEEE)
1¥YR NICE | - #3E/IEHEE/|EHOTHE(EARMNIZ:)/z0Mh | £4,680
( ) (without
- FHERT—4R: [REAAFT L RRSTN E D4 Ys/?oT) o
( ) mgx
SMC | - ®E/BEEE/ EAoREEAMmI: )z | 27V
Dh( )
TR HAS - SMR: low, conditional -
- ASMR: I/1I/111/1V/V]
- ShEEMEME: HY(FE% ICER DOfE: i
o/ 3
(i IQWIiG | -Major/Considerable/Minor/Unquantifiable/ | €5,975
INo additional benefit] (80mg x60
hTtI)
Vit CADT | - HESE/JEHERR /M OEHR(BAMIC: V% | -
H Dh( )
+—ZK51) | PBAC | :z%%L -
'7
(BREIZHTEHERAX T RFMDEHE]
1. HEDEEN—E
E4# FERE % SR DA E
AFY2R NICE @Yy 1L/ SRR (RS Y/HL)/ AR
SMC YY) 7L/ FHliT /A EA
I5UR HAS IEYET LS
k1Y IQWIG By %L/ FHliP /R
Vil CADTH &Yy L/ FER/ A
F—RNSUT PBAC HY/ EU) Sl (FS7HY/%L)/ R

2. 5RO

E 4

AXYR(AVTZUR/z—ILX)

HE %

NICE

AHEFER D URL &

https://www.nice.org.uk/quidance/TA760

14



ST ot R Al EARIVAFZT
FFf#E R EHfTEHER
EHFEHREDBEIEL. #D | Managed access agreement
EHDFE
BT T SRR R BB D RET @& E =T 5 IE/ N Az
ERAE (X) KREICEDE, TROAETROKET 5,
50kg Ri&: 120mg% 1 H2[H
50kgLlE: 160mg% 1 H2[H
LB R FE2FtIL, =0T =T +Fe2%tL
FELESBERADRLEDE | £55,199/QALY (vs KFE4x+)L)
E4 AFYR(RAYRSUR)
HRER SMC

FBFERD URLRE

https://www.scottishmedicines.org.uk/medicines-
advice/selpercatinib-retsevmo-nsclc-full-smc2371/

Bl ot R il EILRIVAF=T
FTf R JEHESE
FEAMEHEDHZEF. D | N/A
FHDEH
Bl R A BE/RE D RET gh&EnF a4 e/ lRafmiE
ERAE (X) AREICEDE, TREOAETROEKET S,
50kg Ri&: 120mgZx 1 H 2 [H
50kg LlE: 160 mg#% 1 H 2 M
LB ER FE2xtIL, =0T =T +Fe2%tL

FECRIBERMRLEOE

£72,710/QALY (vs k4%t L)

E3E

TSR

HE 4

HAS

FHEmFERD URLGRE

https://www.has-sante.fr/upload/docs/evamed/CT-
19498 RETSEVMO PIS INS COMPLEMENT GAMME AVISD%C3
%A9f CT19498.pdf

STl et SR A AT

wILRIVAF=T

AT AE R

e SMR: low, conditional
e ASMR:V

EHMEHEDGEE. D

2023 % 4 MFHITFESNTLVS LIBRETTO-431 5 111

FHDEEM HERRARO P RBRICEDE. 3 FLUAIC HTA BEHEZ1TS
CEEEHELTWVS, BT MHFABRT 2230 HTA REEESE
(¥ 2024 FHHICIRETILELNH D,
i R E REBEB LW/ FIETSFFRHEEA—RELIALFEEICK
SHLARERICEBEEZVELT HETHD RET ®EEGTE
4 JE/NHlRa iz
ERAE (X) AREICEDOE, TREOAETROEKET S,
50kg Ri&: 120mg% 1 H2[H
50kg Llt: 160 mg% 1 H 2 [E
B HR fe&EE (RET e EEFITFEL-E T, RBEH/ TS HE

BEFTHEAELEN)
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FEGESERAYDRLOME | N/A
E4 FaY (REAE R4 ETE)
HRE 4 IQWIG
FHE#ER D URL 45 E https://www.g-ba.de/beschluesse/4998/
ST ot R Al ERIVAF=T
FFl#ER e No additional benefit (due to lack of
comparative data)
EHMEHEDHRIE. TD | N/A
ELIOES i
Ealipop 3233 REBEEEBS LW/ FETSFFHBER—RELILEEEICK
SANBERRICEFEEZVELT HETHED RET e ELRTFIE
4 JE /N M o i g
ERAE (X) AREICEDE, TROAETRAOKET S,
50kg Ri&: 120mg% 1 H2[H
50kg Llt: 160 mg% 1 B 2 @
5 d ol - JRTISFULEZHRDOMBESEREROFRERE(EY

LIVEVFRIZT LV AEVEIEIR 24X 2L EIZ/ ) 451

IWEREFRANLFEN(REEREZR)) DA

EJieFS

— WLRTSFULE=HR O ML TEINTIZED Gt AEE(E

LIVEVFRIZT LI AEVE R8IV ERIZ/ ) 85+

IWERFRAN TR (BELREZR) DA

FrzlE

— ANRTSFUEFTINO) 2 )LD FA

EJie S

— FLVAEVURE/UIIEY QBMAER (T5FFRAICKS 6
AEITKHBAEEELT, ECOG PS 2(Eastern

Cooperative Oncology Group Performance Score) D& &

DH)

F=l%
— FE4%t)L (PD-L1EHEDOEEDH)
Ff-=%

— RARLFHR (PD-L1EMEDOEEDH (RELEEZERR)
Fi=1%

- ZARL<T

EJllS

— RLTAYRIT (PD-L1 EHEFI(TPS=1 %) DEEDH)
F-1%

- PTFIVA<TT

Fi=1%

- FEAXEILEZUTEZT DA (PD-L1 BEHEH R UIRED
BEDH)

IEIENBERMRLOE

BEMESTORREL
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E4 Hhra
e sES CADTH
FHE#ER D URL G E https://www.cadth.ca/selpercatinib
Sl et SR il TIRIVAF=D
BATEEES FHTEHE
EHFEHEDZEIL. £ | Retevmo should only be reimbursed if prescribed by a
SHDFH clinician with expertise in the management of NSCLC
and if the cost of Retevmo is reduced. Retevmo should
not be given or reimbursed in combination with cancer
treatment.
Bl R AR A DERFE M RET A& EE TRt IE/ N lfafimiE (B ihEx)
ERAE (X) AREICEDE, TREOAETROEKRET S,
50kg Ri&: 120mgZx 1 B 2[H
50kg LlE: 160 mg#%# 1 H 2 M
LB B RKak:

RALATAOYZAIT+HRAN TR+ AR TSFU /O RTSF
(3 HI6ERD

RANLFER+AIRTSFU/ORTSF (2 FIGEA)
BEAE:

Feaxt)L, 7TFVYIRTT, ZRIL<TT

FEGIESERMRLOE

AR
(3 FIBER)$418,720/QALY (BREZFMIA :$495,313)
(2 &IBEF) $408,722/QALY (FRE & A : $445,455)
BEaRE:
FE42++t)L $500,589/QALY ((EEEFA:$529,397)
TTVIIUART $440,326/QALY (FREERA:$471,292)
ZRIL<T $422,880/QALY (#2EEMIA:$453,673)
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2. ERAMRAWICE TR INEHDERE

2.1 pxRETHERA

2022 £2 A 25 HIZEESN-ERNRFEEMEBICE VLV TRESN DT/ RET S
EMIZDNVTUTIZFRT,

-RET Bt &&= F 514D IE/ MR fhfE

2.2 HExE
2022 £ 2 B 25 BIZEESh-ERX N RFMEFBBICE VD TRESN LB BT
CEFEBIZDOLTUTIZRT,

AMHARETHE | LEHREMS Le B R T 58 T

L1-¥H
RET BB EBIEFEBE | YRATSFU+RA | 0 [TREZSEAAIRSAY 20211128V TIE.F
D IE/ MRS i iz FLEXER+RLT SAN—ZE EREBEOREFIZL T, S
oyYyx<J T5FF—EEEREZVEAEFICERTS

ENHRIN TS, DEILRILVAFZT
ARFN-HBULTIE RET BEFOREILT
bhTWEho1=1=. RET B&EEFB
HREFE [FSAN—EEF GEREE-T
BHIOERELTRYHEHOA TS,

o UEEMICITIVMEIAEDHRESED 1 D
ELT. TMEEZEHARSA 2021 TIKIF
SFFHEERNGEREE+ PD-1/PD-L1 BE
FEINHREIN TS, (12

0 NRNEMBIVTEEHRICEITHRYENT—Y
A7 FYDRIZENIE, TTSFFRE| G AR
i+ PD-1/PD-L1 BAEZE 1056, T5F
FRIF|+RANFER+RALATAYRTT ]
M. OB EARICHRTRLRIFLADM
LTS,

0 [RANFHEFR+RLTOYVXTTIZHAT
BTSFFHEENTIHILARTSFoELLTIORTS
SFoONTNMNTHEIN. CNEDTS5FF
HENIHIECENGZNEEZONDS, o
T.HAULRTSFUELESRTSFoD55
BRURELGELOERWNITSFFRF + A
FoFER+RLTAYIT DL AVEL
BB ELTRETHIENBEETH D,

® Medical Data Vision T—42~X—X (2022
F£ 4 B 13 HEF A, Appendix 2-1) 1280y
THRATRLGT 2B D55 ®ZR#FLLD
2021 ¥ 4 BEMAEZRDOLEAMTH S
2021 F£ 4 B-2022 &£ 1 BIZHLT, LB
WREM(RLTOYXTT - RANLFER-T
SFFHEOBEBNAEEEE)EFNF LI-fhE
BEHICOWT. BE—AHIYOHRATS
FHEROHREREEL LI R, HILKRT
SFI1% 46,881 . S RTS5F 1L 32,978
MAThot=. SHITEMDHEREL T, BTt
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SHMEL AL CTHESBEREMT (RATAYX
T RANFER-TSFFEA) KDL L
T—5HMTHD 2018 F 12 B-2022 F 1
BIZBWTREBDEE1To1zE£25, ALK
JS5F13 69,812 H, L RTSFUIE
65,592 ATH-1=,

o LtikY ALKRTISFUELRTSFLD5H
R A EEIRT HEVSEILREERRSE
fREDEBFIEEIZEDE, BB (TS5
FFHFN+RANL T ERF+RLTOYXTD)
DTSFFHHFNELTIERTSFoEE RN
SRBIICANSIEZIREL,. 8ELE,

2.3 SDIIHEERADEH
HTAHARSAVIZEDE STDOILIGEANERDILE., ERAOHRE T AHEREELT,

2.4 BRER

HTA HARSA VB DE, SIRBIRIL QALY &LT=,

2.5 SR

HTAHARSAVICEDE, MR EFADRERICETIBEREMNREN T 5D+ 575 AKME
HRIT DO EFEN 1%RimEHEEIND 25 FEIMHARELTREL =,

2.6 E5|*X

HTA HARSAVICEDE, BISIRTER - HREDITERE 2%LLT,

2.7 FHFHDOREDER
TRIZ.OMEERETSIERATLIZ 2.1 Hids 2.6 HiEFTOREEFEDT=,

PIRRET DR RET @& & {nF51% D I/ Ml ie ffifz
tEE Xt ER DRTZF+RANFER+RLTAY XD

B REEE L H

(S ERAARSAY 2021 1I2ENTIE, FSAN—XE
BREESEDESIIZR LT, }iST 53 F—EHEEEEVE
BEFICERTAISEAHREINTNS, DE)LR)LAF=
TEEBHIIZHLTIE RET BEEFOREIXITHIA TNV,
ofzfz. RET REEEFEHEEEL. FSAN\—EERF
ELREEME - A IDEAELTRYEHDNATILNS,
LEMICHITHYEAEROHREED 1 DELT, MfifE
EERAMRSAY 2021 1TIRIITSFFEF FRAKE+ PD-
1/PD-L1 EEZEINHREIN TS, (12
DRXBMEB LUV EETHITHETERIE T—IA8BF(IZK
niE, T 7S5Fr 8%t AE%+ PD-1/PD-L1 FEEZE D
56 [TS5FFEF+RANFHER+RLTOYXTT 1A,
HOBRFARICERNTRLBELEDMEEZRL TS,
[RANLFHER+RLTAY XTI AT ETSFH 1A
[FHIWARTSFUELLEVRTSFOOWNT NN THAM, =
nNoDTSFFRFNTHFHECENGZNEZEZOND, £o
T HILRTSFUELLESRTSFUoDS56RERMHLED
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ERWNTORTSFUHRANFCLR+ARLTOYRTT ]
DLIOA B BRI ELTEREL,

SHDIIGEERDERE | AMEERDILE
DHEEREDH

RIEE QALY

AT EARS 25 4

EEES ER-SDRELIZEER 2%
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3. BmpHE Ak

TILRILAFZT DBIMEREORE E. BRTETEE &R MO IR T L RIF/NEA
ffifE (RT—2 IIIB (X IV) T, EAREDAHD—IARE - (FIEBF THRIGRTREL — X8
BRHIFREZESC)EZTIRAEE (18 mMUL)ITOVWTEML=,

3.1 JY=HIWHYTRFav
DUZAWVITAFAVETRDBYKELT =,

£ 3-1 Y RATIT1vILE 12— (Systematic literature review, SLR) D49'J=h)LY

IARFav

A REH

BRTETHEEER M OIERTF LR IE/NERME(RT— 11IB
FIEIV)T. EABEDAD—RAEBRE-IXIEEET TR TREL—
KEEMFEEIZEL)EZITORAEE (18 L L), RET En
FEHDEBERNREL-BEEHAREIL RCT(EBIE. M AZRM
HTRBEDEERLLDED) . EMIREMED —RARERRE
L7= RCT,

TA

TIRIVAFZ=T
TI5NteF=T
FI7F=7
NIRRT T
HILRTSF
SRTSFY
oYJF=J
Fe2%t/L
T)LaFr=>J
TFIo4F=T
FLBEY
FITNRG)ExE)L
—RIL<T
INJ)AxXE )L
RLJAYX<J
RANLFEFR
SLIITT
TTIVA<TT
Fa)LnNILTT
AEYLTT
FUAYLRT
LEEDERIGRA

LBt R

EMBE. TR AN R—T4I 77 . F-AEER

T7IMAL

TEROVWT A EDLELEL—DET

EES

RIEEAEFHIRE

A FHRE
Z2H(JL—F3-4 FEER)

METHIY

RCT, BEFER

XER R

~2022 % 6 A1HZT

3.2V RTFIT4YILEA—
EELEVUZAIWIIRAFAVIZEDE DRATFIT1VvILE 1 —%EL-, F#HlZE TR
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—d—o

3.2.1 BRBIR DA AN ZLE ORI A
VRATRTAVILEA—IZB T HERRRBRFDEAANEES SURNEEER 3-2 1277,

& 3-2 [REKWIRDEH ANEEE LRI EHE

RANFR—T4ITHTT
F-IXEABE

EHH fHAANESE BROVELZE
NEEEFE-HE | BTETHERIIGBMEDOIER |¢ RETEEDHGLEEZEREL
THAY I R IE/NRRa TR (RT— T-E R ER
IIIBFEEIZIV)T.EAEED |o NMNEELUEEFHESE
HD—IEREBEE(JIEEETTH | o FIMETHEME
RATRE — SRR (MFREE | o  HIERKRAER
EU)EZITAIHRANEE (18 % o FRHR
L) o JEBIERE
o RETZEEEBEXRELI-BE |o MBHESIVLI—(HRYME2AT)
HAERE (X RCTFEZBERGL. /4 | o aVtEUHRALKR—b
AZ[BHT . —RABEEXRET | o FLRTITAVILEL—
53M) o LTRN)HE
o —JEBBEDERFLEIFNMEEE | o MEHIXIRHARE
ffEl=#1+5 RCT o TEBTRIEAE
o LATITAVILEa— o ®BAMEME
ety TEROVWTIAIDERIZED o FOAREBILERDERZFEZE
o TIRILHF=D A RY 8
o TISNtEF=T o ERDEAIHLT, EFEERE
o FI7F=TJ JEE (I F i, BRI
o ANUXTT BRLTWAHE
o HILKRTSZF
o JRISFV
o HYJYF=J
e FEAxtIL
o I)LOF=T
o HFIO4F=T
o HFLIREY
o FINY)EXEL
o —HRILTT
o NU)AXEL
o RLTJONXTT
o RANLFHFR
o SLINTT
o FTTVYIARTT
o TFaJNILTT
o AEVYLTT
o RLAYLTT
o FfIILTDEXRIGRAEE
ad i o EWMEE o MIREFEHFIXL T, EFEEEM
o TSt B (I FiT, MR F B

LTL5HEE%
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HH HHAANESE BrotE
TINAL TROTIMLDSEVNWTADES | EERDTIMILFEVEDBLEFFLL
T wE
o ZTHE
o EIBEATFHIM
o SATFHAM
o TEM(JL—K3-4 FEEZR)
R AR o ~2022f 6 A 1H%ET? o 5L
B o IR o 7L

3 EBMR T—4AR—RIZLHRRXDFIHA L. EBMR ORZRHAMIE 2020 F 1 AMSREICRELEERT S, Sol2, ER
FTHHBDIDIE, TTRNIVNDRI)—= T BITHIRRT %,

3.2.2 FRALET—4R—X
3.2.2.1 /X
ERTERLEVVZALIIRFIVIZEDIE, UTOT—EIN—RZAVNTHXRELITo
Tz

e Medical Literature Analysis and Retrieval System Online (MEDLINE®) ALL
& MEDLINE® In-Process

e Excerpta Medica Database (EMBASE®)

e Evidence-Based Medicine Reviews (EBMR, Cochrane Database of
Systematic Reviews, ACP Journal Club, Database of Abstracts of Reviews
of Effects, Cochrane Clinical Answers, Cochrane Central Register of
Controlled Trials, Cochrane Methodology Register, Health Technology
Assessment $&U NHS Economic Evaluation Database)

NEDT—ERN—R(F, TRTEEL HTA RBOEHL—BLTEY., VS HREGTEI
BLTWWREDTHS, mFXIE Appendix 3-1 [ZEEEiLT=.

3.2.2.2 EEFERDOLE

ARIN-HROBRREREGT I A-OIC ULTOFELCERZSOEET L HEHEEL
Tz

American Association for Cancer Research (AACR)

The European Lung Cancer Conference (ELCC)

IASLC World Conference on Lung Cancer (WCLC)

European Society for Medical Oncology (ESMO)

ESMO Immuno Oncology Congress

American Society for Clinical Oncology (ASCO)

HAANELE (R 3.2)[SH2T. AUF40T 2013 FLURICARINE=HERKIZOVLTOH R
MR X IR ERETIT o=, M E T AFRWROBFEICFEALIZ-F—T—FIL, Nung cancer].
mon-small cell lung cancer. IRET]. TRCT(Randomized controlled trial, RCT)IT
Hot=
e SLR1 [ZHLVTIEL, ASCO 2014 - 2017.ESMO 2015 - 2017.ELCC 2014 -
2018, WCLC 2017 O£ &SN EMBASE TimXERINT=, £/ D EMBASE #%
RICEWTHERALE-OERICKERES RCT 74 3—I2 k5B FBEXEFEALIz. 2
NE=DHRERIE Appendix 3-1 IZ5BHFH L=,
o NVURHY—FIZDONTHEFME Appendix 3-1 [CEEELT=,
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3.2.2.3 ETHOHRRKRABRT —2—X
BE T HETPOERKRARETET D-OITUTOBRRREBRT —IN—XATOREREITT=,
HEBREHFTE T HOITFERLIZF—T—FKI&. lNung cancer]. 'non-small cell lung
cancer]. l'studies with results1T#Ho7=,
e ClinicalTrials.gov (http://clinicaltrials.gov/)
e International Clinical Trials Registry Platform
(https://ictrptest.azurewebsites.net/Default.aspx)

3.2.2.4 EFBRE

ERDT—ER—ZADERZHTIHPEMT,. BE 1 FHDLRATITAvILEA—EAZT T
DORERREL, BROHEIARZANT -, TNITMA T, BET DERRHARITHR O AR EHE
LT, SHICEBRLHIMEIT OV TR,

3.2.3 YRATYT1YILE2A—DEIE
VARATITAVILE a—IE, FTRARSHMNELA—B LU TINTFRNE 21—, T—2HH. /N1
FAVAIDFHEDIEIZEMEL =, TR TOIR-#08k(E. 3.1 TERLE-EEITH-T. 2 80
MILTLEA—ZTV . HBROEZEERFLEL—FEMLIZ 2 BLEIERID 1 BERZATREHEE
FHIEELT,
#ER (X, PRISMA (Preferred Reporting Items for Systematic Reviews and Meta-
Analyses) ®70—Fv¥—rEAWTRLT,

3.2.3.1 REZRWV=T—4#H

TADHEHIE, 1 RTEESNT=, VATITAYILEA—ITEFNSXBRIZ DL TIE, F4ff
HEDVITHAESHEL HRETECEFHEENOEREMEL. 8. 13.2.2.3 i#
ITHDERRHART —IR—R MDD T—2F, BEREE TR OB LGN T, fiiESh
F=T—21F 5D 1 BRI, BEUHZ L MEDHERET oIz, T—HHHBELREIIEDOETOR
—HIE EELI- 2 BEFRD 1 BERZATHERD LERESNT-,

EHENSIE LTOT—40 ST,
o EFRFEMEAR
N—RSA D EERHE
ZT0MDT—2GREARP LR DOBR. ABRARHTLEROBEAROBEES)
J+0—7 v (P RIE)
AEFHEEE
ZEMFHREE

3.2.3.2 N (TR R D

DATITA4YILE1—FEEIZE LT CRD (Centre for Reviews and Dissemination.,
CRD) A3 5. IEDELETMET DEDHARSAL DT, INA TR R DL
#1121,

SLR1 LU SLR2: /A FRYRI DL, 950N\ RT vy EH SN TINS5
U ROFTINA T RY—)L (3E#8: Appendix 3-2) [Cit>TESN =, ALE1—THEAL
Fza95 ) R9FTINATRAY—)LIE, CRD OENGICEDE, FAELLET—RIIHT 5EME
EEHAATT=OITHABLIZLDZERNTLNDS, BRIRRBRRICHITHN\ATRAYR D EEZA|
mTRE. BRRECIUEEPETIIRESNG O, FEPFROHF THRESN =R
[ZDOWTIEZDFFBEITICENTEL M o1,
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SLR3 £ & U SLR4:RCT [%. NICE (National Institute for Health and Care
Excellence, NICE) AN #4229 2 E# TEEM L= (2012 E£%17. 2016 E&KEH) , (10

B EEER (X . CASP(Critical Appraisal Skills Program, CASP)ask—rsAEF v o) X+
[Z&-TEHfiSN Tz, FzVRALDRABEZE DMK Appendix 3-2 [ZEEEHINTLNVS,

3.2.4 BREHR

T—AR—ZADBERIE. TERDRT D 1—I)LTERELT=,
e SLR1I1X20164%1A12H
e SLR2(E1MEBEEHNIL2018F 6 A 13 H
e SLR3(E2MEBEEHIL 20207 A29H
e SLRA(E3EEBEEHNIE2021F7 A30H
e SLRS(E4MEBEHNIE2022FE6 A1 H

T—HAR—R LK TEE 23,180 HHRESNT=, SoIZ, PEREEFFRRICKY 54 HHRE
Sht-. BRI OFER. &5 15,819 S MLEWRTRYY—=0T L. 887 AT
FREA—DRREGEST-, ZILTHFRAINE2L—DHER. 88 HOHARMEESNT, FEEIC
PRISMA 70—RZRAVTHREZTY
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3-1 PRISMA70—(&

F—AA—RBRCAES R
n= 23,180

ZDDOERRTRESNI=RRH
n=>54

b

v

BEERNEZOHH 0 = 15,819 (BRI Sh-HH:n = 7,415)

¢

{

BRoEhi-#¥:n = 14,932%*
*&%EM:n = 308

A== T Ent-4% ftA:n =37
n = 15,819 ﬁ H#E:n = 57

FrhL:n =99
METHA>:n = 196
FEn=1

Ryt En =48 :n = 685
INTFFANE 1—TRHAANBEEE gi*ﬁﬂigg 115
f-L-#-% # n =
n = 887 g0 = 28
FYrhL:n = 50
WETHA>:n = 140
PP 0 =31
®|Hh:n =2
HEFELS N =4
#Ff:n =38
2021 4 7 BLIAT:n = 88
ZakajL:n = 48
EEMNAEFLTLVEL:N =1
BEDREFERBHEOKAZSEL :n =88
DRFIFAVILE a—BLUAEFFYSR:n = 24
SLR1 $&U SLR2, SLR3** SLR4, SLR5 Mo Sht-#
—| 1 (- SHEOHE N = 16
SLR1 &U SLR2 hiarEni=tho RS/ OHE:N =
23
BREX
n=163
163 {43 (88 %)
—RHkR:n = 88
ZRHiEE:n = 75

*SLR1 &Y SLR2,SLR3 TlE, ROV —=27 D% 1 BETORNBHEIRSENTLVEL,
**SLR3 TlE, #FFFEICAAT SMRITEFNTLVELY,

HIERE(WARER TR, RBARELLBEIIHT HER) BIUEAV RS/ RTARN 1 SAVULERRBITERDH-

=HROBHR) (TR EL,
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BRUICEFNIAEHE. ABRT S I VB LUEREBESEISRLE. BB TEABREDHD
—JCAE LTI BEF TG ATRE R — SRR (MBEEZED) ITHR T Y1 &0 5EL - B H
[Z. KEYNOTE-189(17) (5 &1 LIBRETTO-001) &tbEkATRELSHER T W (MEEE TS
AR — SRR (MR EZED) ) ERET2-HTH S, TENEY . [EABREZDHD—
PGREIZIE, YA BIZHIBD H5H BMGILFEEF T HEL TOSERBNEEN. D &K
SHEER (T SLR3 LRRICIZRIESNGE Motz o T, SEIIMEEF TG ATRELG — RAE
(MFEZESE) I0BEICETIRBOAEZRINT—IRITF I RIZED S THRE L=,

o TBAREDHD—LKAER]: —EDFAVINHTEANEREITI.

o MBFFTHMAIRL—XRAERMFREZEST) ) BEFTEAREIDO—HMDEA
ZHAT S, FABEBETHOEREERET 5.

& 3-3 BIEH

(20 SLR1 SLR2 SLR3 SLR4 SLR5
BEARAD
HD—RAE 10 2 0 0 0 12

G
IEEETH
A5 T HEZS —

Riaf (HEF
REEET)
&5t 27 14 8 21 18 88

"RET MABEF B MIBRHESEE~ONAZRHLIHEE 2 # BUD 74 OHETHE. BHINIEED RET
BIEFOIREFFHESA TLEL,

BEOMOERE. ERFELEIFNAMEREOHIZEITIELDOTHY. RELESLUVIER
FERIFNMAREMEOVDTNWOMABEDBFLXNRELTVDIEE. IERFE LEIE/NAM
BEEDYITIL—TIZOVWTOHRESH TVNIEEDEREME LT, CheckMate
227U8) KEYNOTE-042(19) &1 KEYNOTE-024OD#ERIZDLN T, FIS IR ELE
BELUVERTLRIFNBMEEDEADENET —4NEENTINS,

o
g

17 12 8 21 18 76"

3.2.5 BERFROME
AR D RATITAYILEA—TRESNT:- 88 HERDI>5. L TOEET 53 HERERIL.
35 BEBRZERYNT = AT T RITHEA ANT=,

1. E/hffafhE GERFELRE) ZRRELIZIBEABTEDHD—RAEEIZRHRN(TIEEET
AT REE — IR (MBEEEED) 12 EIRILAF I DB BEEZ 51-8)
2. UTFICETIETFRLHRZR:
HEDER|EEATWNEN TRV LT =G LA o1
NAFLEI5—ThH-oT=

LB R EGHBEEATIEG A ST
HBEARELTO = (FEFEBRIC OV TE RSN TV A ST:)
HITIL—THETTHT=-

& (TPD-L1 >25% . l'disconnects from main network by PEMBROJ.
ldoes not belong to PD-L1 >50 either)) IZ&ELTLVEM T

o —MEMICERAINLBEETIIGN ST
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o XRARDAEMNELST
o SUHLALLLEEERTII LMo

FYRT =D A7 F VD RICHAREN-HEBR DM EZTLICEHT 5.
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& 3-4 SLR TRESN, FYRT—Ir87F)O RIAHRAENT- R D—ER

A BUTLHAX| . .

R RERER % - (EEAHILR 41&/7")1_/-&:{;( Reference

65Plus BEV+PEM+BEV (maintenance) £ PEM(maintenance) 135/119 119 Schuette 2017(21)
BEV+PEM+CARB+BEV(maintenance) = 136/134 134
PEM(maintenance)

BEYOND CARB+PAC+BEV+BEV (maintenance) 138/138 138 Zhou 2015(22)
CARB+PAC+PCB+PCB (maintenance) 138/138 138

CamelL CAM+CARB+PEM+CAM (maintenance)+PEM 209/205 205 Zhou 2021(23)
(maintenance)
CARB+PEM+PEM (maintenance) 210/207 207

CheckMate 227 NIV+IPI+PEM (maintenance)+NIV (maintenance) 583 583 Hellmann 2018(18)
PEM+(CIS or CARB)+PEM (maintenance) 583 583

CheckMate 9LA NIV+IPI+(CARB or CIS)+PEM 361/361 361 Paz-Ares 202124
(CARB or CIS)+PEM+PEM (optional maintenance) 358/358 358

CLEAR BEV+CIS+PEM+PEM (maintenance)+BEV 132 - Koyama 2018(25)
(maintenance)
BEV+CARB+PAC+BEV(maintenance) 67 -

Doebele 2015 PEM+(CARB or CIS)+PEM (maintenance) 71/71 71 Doebele 2015(26)
RAM+PEM+(CARB or CIS)+PEM (maintenance)+RAM | 69/69 69
(maintenance)

EMPOWER-Lung 1 | CEM 356/356 356 Sezer 20217
CTX 354/354 354

ERACLE CIS+PEM+PEM (maintenance) 60/60 60 Galetta 2015(28)
CARB+PAC+BEV+BEV (maintenance) 58/58 58

IMPOWER 110 ATEZ 285/277 277 Herbst 2020(29)
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(CIS or CARB)+PEM 287/277 277

IMPOWER 130 ATEZ+CARB+PAC+ATEZ (maintenance) 483/483 483 West 2019(30)
CARB+PAC+(BSC or PEM) (maintenance) 240/240 240

IMPOWER 132 ATEZ+(CARB or CIS)+ATEZ (maintenance)+PEM | 292/292 292 Nishio 202131
(maintenance)
CARB or CIS+PEM (maintenance) 286/286 286

IMPOWER 132 - | ATEZ+(CARB or CIS)+ATEZ (maintenance)+PEM | 82 - Lu 202162

China (maintenance)
CARB or CIS+PEM (maintenance) 81 -

IMPOWER 150 ATEZ+BEV+CARB+PAC+ATEZ (maintenance)+BEV | 400/400 400 Socinski 2018(33)
(maintenance)
BEV+CARB+PAC+BEV (maintenance) 400/400 400
ATEZ+CARB+PAC+ATEZ (maintenance)

Johnson 2004 PAC+CARB 32/- 32 Johnson 20044
PAC+CARB+BEV+BEV (maintenance) 32/- 32
PAC+CARB+BEV+BEV (maintenance) 35/- 35

Karayama 2016 CARB+PEM+BEV+PEM (maintenance)+BEV | 55/- 55 Karayama 2016(35)
(maintenance)
CARB+PEM+BEV+PEM (maintenance) 55/- 55

KEYNOTE-021 PEMRBO+PEM+CARB+PEM (maintenance) 60/60 60 Langer 2016(9)
PEM+CARB+PEM optional (maintenance) 63/63 63

KEYNOTE-024 PEMBRO 154/154 154 Reck 2016(20)
(CARB+PEM) or (CIS+PEM) or (CARB+GEM) or | 151/151 151
(CIS+GEM) or (CARB+PAC)+PEM (maintenance)

KEYNOTE-042 PEMBRO 637 637 Lopes 2018(19)
CARB+PEM+PEM (optional maintenance) 637 637

KEYNOTE-042 - | PEMBRO? 128/128 128 Wu 20206G7)

China CARB+PEM+PEM (optional (maintenance)? 134/134 134

KEYNOTE-189 PEM+(CARB or CIS)+PEMBRO 410 410 Gandhi 201817
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PEM+(CARB or CIS) 206 206

KEYNOTE-189 PEM+(CARB or CIS)+PEMBRO 25/25 25 Horinouchi

Japan PEM+(CARB or CIS) 15/15 15 202169

KEYNOTE-598 PEMBRO+IPI 284/284 284 Boyer 2021(39)
PEMBRO+PBO 284/284 284

Lee 2016 PEM+CARB - - Lee 2016(40)
PEM - -

LIBRETTO-001 SEL 39 39 Drilon 202019

LOGIK1201 PEM 20/20 20 Fukuda 2019(41)
PEM+BEV 21/21 21

Niho 2012 PAC+CARB 59/- 59 Niho 2012(42)
PAC+CARB+BEV+BEV (maintenance) 121/- 121

ORIENT-11 SINT+PEM+(CIS or CARB)+SINT (maintenance)+PEM | 266/266 266 Yang 202043)
(maintenance)
PBO+PEM+(CIS or CARB)+PBO (maintenance)+PEM | 131/131 131
(maintenance)

PointBreak PEM+CARB+BEV+PEM (maintenance)+BEV | 472/472 472 Patel 2013(44)
(maintenance)
PAC+CARB+BEV+BEV (maintenance) 467/467 467

PRONOUNCE PEM+CARB+PEM (maintenance) 182/182 182 Zinner 20155
PAC+CARB+BEV+BEV (maintenance) 179/179 179

RATIONALE 304 TIS+CARB+PEM+TIS (maintenance)+PEM | 223/223 223 Lu 202146)
(maintenance)
CARB+PEM+PEM (maintenance) 111/111 111

Sandler 2006 PAC+CARB 444/- 433 Sandler 200647
PAC+CARB+BEV+BEV (maintenance) 434/- 434

Socinski 2012 NBPAC+CARB 292/292 292 Socinski 2012(33)
PAC+CARB 310/310 310
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Spigel 2018 PEM+BEV 63/63 63 Spigel 2018(48)
PEM+BEV+CARB 61/61 61

TASUKI-52 NIV+CARB+PAC+BEV+NIV (maintenance)+BEV | 275/275 275 Sugawara 202149
(maintenance)
PBO+CARB+PAC+BEV+PBO (maintenance)+BEV | 275/275 275
(maintenance)

ATEZ, atezolizumab/75YX<7 . BEV, bevacizumab/~/3> X277 BSC, Best Supportive Care/ RXrHR—F 4T 47, CAM, Camrelizumab. CARB, Carboplatin/A/LHR~
SF> . CEM, Cemiplimab. CIS, Cisplatin/>>XF5F> . CTX, Chemotherapy. GEM, gemcitabine/~" L 2E > | IPI, Ipilimumab//E'J L=< 7 ITT = intension to treat, NBPAC,
nab-paclitaxel/+ 2 /891 4% 4)L NIV, nivolumab/=/HJL<T . PAC, paclitaxel//3%1)%%+ )L PBO/PCB, Placebo/F5+t . PEM, pemetrexed/RALL F+F, PEMBRO,
pembrolizumab/~RALTJRAYX<J, RAM, ramucirumab/Z .43 )L, SEL, selpercatinib/t)LRJ)LAF=T SINT, sintilimab, TIS, tislelizumab
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& 3-5 RYRI—UA8T7F) O RIZHAHAATERERBI R (BR3C0) D EE#IER

HER A 65Plus(21) BEYOND(22)

HEREER L5 Germany China

MREH BRTETEEIEBEOER T LRIE/NERMEDRA SRS BT EITHE-LEB DO IER F L K IE/N R iz D
(18 Ll E) MABE (18 FELLE)

FMCaE. EX4. BEV+PEM+BEV BEV+PEM+CARB+BEV(maintenance | CARB+PAC+BEV+BEV | CARB+PAC+PBO+PBO

FAE.L2A AEY | (maintenance) £ | ) £ PEM(maintenance) (maintenance) (maintenance)

44)L(GE)) PEM e BEV. 7.5mg/kg. Q3W. 4 e CARB, AUC 6. Q3W. | « CARB.AUC 6, Q3W,
(maintenance) e PEM, 500 mg/m2,. Q3W. 4 6 6
e BEV. 7.5mg/kg. | « CARB. AUC 5.Q3W. 4 e PAC. 175 mg/m2. e PAC. 175 mg/m2.
Q3W. 4 Q3W.6 Q3W.6
e PEM. 500 e BEV. 15 mg/kg. e PBO. -. Q3W, -
mg/m2. Q3W. 4 Q3W, -

HEBTHA RCT RCT

BiRibiE Open-label Double-blind

YOI WA X (F|E | 135/119 136/134 138/138 138/138

BIEB/ITT i)

JA0—7 v T HAR - - 28.1 26.9

HEEODELESE BEV+PEM+BEV BEV+PEM+CARB+BEV(maintenance | CARB+PAC+BEV+BEV | CARB+PAC+PCB+PCB

(maintenance) +
PEM
(maintenance)

o R 1y 72.3
AN s | =
37.8%

) £ PEM(maintenance)
o A 7195, Rl Lt
35.8%

(maintenance)
o Fn: PRIE 57 &%,
TRl Z 46%

(maintenance)
o Fhn: PRIE 56 &%.
R Z 44%
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HERA

CamelL(23)

CheckMate 227(18)

AERERTEL =I5

China

International

R EMH

BT R IX IS D ER T L & IF/ MR ED KA

£EH A8 mLLE)

BT ETEE (XIS 1 D IE R F L K 3E/NARAHE D B A

FHEUASWLUL)

M CaR. E£H14. B
BE.LUABRYAIIL
(&)

CAM+CARB+PEM+CAM
(maintenance)+PEM
(maintenance)

e CAM, 200 mg. #1BHIZT

CARB+PEM+PEM
(maintenance)

e CARB. AUC 5. #1HIZ
TQ3W.4-6514U)L

NIV+IPI+NIV
(maintenance)

e NIV, 3 mg/kg. Q2W. &

RKaHA49)L

PEM+(CIS or
CARB)+PEM
(maintenance)

e PEM, 500 mg/m?Z,

Q3W.4-6 H1UJL e PEM. 500 mg/m?2, e IPI. 1 mg/kg.Q6W. & | Q3W.HK4H(V)L
e CARB, AUC 5. #1RIZT MBIZTTQ3W. 4-6 94 | KA4HA9)L e CIS. 75 mg/m2, Q3W,
Q3W.4-6 1)L 1L &KX 4HA4O1L
e PEM, 500 mg/mz2, #1HIZ e CARB. AUC 5 F7=I& 6.
T Q3W. - - mK4YAUIL
HBRTH RCT RCT
iRtk Open-label Open-label
YOI IWY A X (EESE | 209/205 210/207 583 583
1EBY/ITT #2FTE0)
JAA—7 v THiM 11.9 11.9 - -
MNEEDELGERER: | CAM+CARB+PEM+CAM CARB+PEM+PEM NIV+IPI+PEM PEM+(CIS or
T A (maintenance)+PEM (maintenance) (maintenance)+NIV CARB)+PEM

(maintenance)
o Fin: PRAE 59 m%. 4
=% 29%

o Fin: PRME 61 .
TR & 28%

(maintenance)
o Fin: PRIE 64 . %
Al ZtE 32.6%

(maintenance)
o Ffn: RfE 64 &, 1%
Al %% 34%
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HERA

CheckMate 9LA(24)

CLEAR(3)

AEBREERMELIIGA

International

Japan

R EMH

BFTETHEEIXEB MO ER T £ RIE/NRREfhE

BFTETEEIXEBREOERT ERIE/NMEREMMEDRAERE (18

DHEANEE (18 ®LLLE) mldl )
M CRE. EH4A. NIV+IPI+(CARB or (CARB or BEV+CIS+PEM BEV+CARB+PAC
HE.LIA AEY | CIS)+PEM CIS)+PEM+PEM e BEV. 15 mg/kg. e BEV. 15 mg/kg. Q3W. -
142U GE)) * NIV, 360 mg. Q3W. | (optional Q3W. - e CARB,AUC 6. -. 4
9 maintenance)* e CIS. 75 mg/mz2, e PAC. 200 mg/m?2, -, -
o IPI. 1 mg/kg. Q6W. | » CARB,AUC 5 Ff=I¥ | Q3w. 4
4 6.Q3W. 4 e PEM, 500 mg/m2,
« CARB, AUC 5 5 6. | » PEM. 500 mg/m2, | Q3w -
Q3wW. 4 Q3W. -
e PEM, 500 mg/m2, e CIS. 75 mg/m?2,
Q3W. 4 Q3W. 4
ABRT 1 RCT RCT
BiRibiE Open-label -
YT A X (EE | 361/361 358/358 132 67
BIEB/ITT i)
A8 —7v7HiM 28.3 28.3
HNEREDELHESEE | NIV+IPI+(CARB or (CARB or BEV+CIS+PEM+PEM | BEV+CARB+PAC+BEV(maintenance
CIS)+PEM CIS)+PEM+PEM (maintenance)+BEV | )
o 5 FH65m. % | (optional (maintenance) o 5 -, MR -
Al & 30% maintenance) o N - MR -

o Fin: FHYO65m. 1%
Al &t 30%
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HERA

Doebele 2015(26)

EMPOWER-Lung 1(27)

AEBREERMELIIGA

Multicenter

International

R EMH

B ETEE X EHB IO IER T LR IF/MEREAMHED KA

BT ETEE =3I D 3B/ F £ K 3E/NAR AT D A

2E (18 mUL) B2E (18 mUL)
HMCaE. XX4. A PEM+(CARB or RAM+PEM+(CARB or CEM CTX
=, LUA BEYA19)L | CIS)+PEM CIS)+PEM e CEM, 350 mg. Q3W, o -
GA)) (maintenance) (maintenance)+RAM 108
e PEM, 500 mg/m2, (maintenance)
Q3W.5 e RAM, 10 mg/kg. Q3W. 8
e CARB #F7=1& CIS. AUC | * PEM, 500 mg/ m2,
6 F1=1L 75 mg/m2, @ Q3W. 8
#l&t Q3W. 4 e CARB %1=1& CIS, AUC 6
F1=(% 75 mg/m2, @HlEL
Q3W. CARB: 5, CIS: 4
HEBTYA RCT RCT
BRILE Open-label Open-label
YOI AX (TR | 71/71 69/69 356/356 354/354
1E8/1ITT R 50
A8 —7v7HiM - - 10.8 10.9
HNEEDEHESER PEM+(CARB or RAM+PEM+(CARB or CEM CTX
CIS)+PEM CIS)+PEM o Fih: PRIEGImM. M | o FHb: PRIEO64E. 1%
(maintenance) (maintenance)+RAM Al & 12% Al &t 17%

o FH5: - Al &
36.6%

(maintenance)
o fFfn: - MR &t
47.8%
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ER4 ERACLE(28) IMPOWER 110(29)

HEREE L5 Italy -

R EH BAETHELIIEBEOERFELEIF/NNERMED | BATETHFEZIEEBEOIERFLEIE/NMIEMEDORAEE
BABE (18 L) (18 Ll E)

M CGARE. EFI4 . B | CIS+PEM+PEM CARB+PAC+BEV+BEV | ATEZ (CIS or CARB)+PEM

BE.LOABRTAY
LGE))

(maintenance)
e CIS., 75 mg/m2,

(maintenance)
e CARB. AUC 6. Q3W,

e ATEZ. 1200 mg.
Q3W.4-6 1L

e CIS. 75 mg/m2, Q3W, 4-6
AN

Q3W. K6 Y140 wmA6HA1U)L e CARB. AUC 6. Q3W.4-6 ¥
e PEM, 500 mg/mz2, e PAC, 200 mg/mz2, A7)
Q3W. 6 HAVILMAERE | Q3W. 6 HA1UILDEHER ¢ PEM, 500 mg/m2, Q3W, -
fit i
e BEV. 15 mg/kg.
Q3W. 6 H1VILDakiR
fit
ABRT 1 RCT RCT
giRiLiE - Open-label
YT YA X (EAE 60/60 58/58 285/277 287/277
BIEBY/ITT i)
TAA—7 v 7AiM 27 27 NA NA
NEEDELGERER | CIS+PEM+PEM CARB+PAC+BEV+BEV | ATEZ (CIS or CARB)+PEM

(maintenance)
o i RfE 60 K. 1%
Al %% 30%

(maintenance)
o fFfin: RfE62 K. 1%
Al & 22%

o FiY: hRIE 64 K. E
B: & 29.2%

o Ffn: HRfE 65 &K, 45 X

4 30.3%
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HERA

IMPOWER 13030

IMPOWER 132(31)

HERFZEMELT- | United States, Belgium, Canada, France, United States, Argentina, Australlia, Austria, Belgium, Bulgaria,
B Germany, Israel, Italy, Spain Chile, China, France, Hungary, Ireland, Israel, Italy, Japan,
Republic of Korea, Latvia, Lithuania, Malaysia, Netherlands, Peru,
Portugal, Romania, Russian Federation, Spain, Taiwan, Ukraine,
United Kingdom
*REH BRTETEFEXEREOERFELRIE/NEAEN | BATETHEITEBHEOIERTLEIE/NMNIBMEORAESE (18 FLLL)
BEORABE (18 mLLLE)
HMCGARE.FE | ATEZ+CARB+PACH+ATE | PEM) ATEZ+(CARB or CIS)+ATEZ CARB or CIS+PEM
#l& . H=.L | Z (maintenance) (maintenance) (maintenance)+PEM (maintenance) (maintenance)
A EY 4 | ® ATEZ, 1200mg. &% 21 | « CARB.AUC 6 e ATEZ. 1200 mg. Q 21-days. - e CIS. 75 mg/m2,.Q 21-
)L GA)) BY/42)LOHAIZT mg/mL/min, & e CIS/CARB, AUC 6, Q 21-days. - days. -
Q3W. - 21 BYA(42)LD%) | « PEM, 500 mg/m2, Q 21-days. - e CARB. AUC 6
e CARB.AUC 6. % 21 H | BIZCTQ3W.4-6 mg/mL/min, Q 21-days. -
HAIILDPNBIZTQ3IW, | LUl
4-6 14U e PAC, 200
e PAC. 200 mg/m2, mg/m2, Q1W. 4-
Q1W.4-6 1)L 6 1)L
HEBRTHI1 RCT RCT
BiRiLiE Open-label Open-label
YT AKX | 483/483 240/240 292/292 286/286
(B{EAILE
JITT FEHTE0)
J48—7v7 | 18.5 19.2 14.8 14.8
HAR
HNEEDER ATEZ+CARB+PAC+ATE | CARB+PAC+(BS | ATEZ+(CARB or CIS)+ATEZ CARB or CIS+PEM
EEEER Z (maintenance) C or PEM) (maintenance)+PEM (maintenance) (maintenance)

o fFfin: RIE 64 %K. 1E
Al &tk 43%

(maintenance)

o F§n: PRfE 65
. MRl &
43%

o FEY: hR{E 64 5. HAl: %&itE 34.2%

o Fin: PRAE 63 . HA:
T4 32.9%

38



HERA

IMPOWER 132 - China(32)

IMPOWER 15003)

HEBERELIE
i

China

International

R EM BRTETHFELIEREOERFELRIEN | BAETHEITEBEOIERT LRIE/MARIMEORAERE (18 mLLL)
HlEmEOBAZRE (18 HLLE)
i CAM. &l | ATEZ+(CARB or CARB or ATEZ+BEV+CARB+PAC NA ATEZ+CARB+PAC+AT
%, BE.LUA, | CIS)+ATEZ CIS+PEM ATEZ(maintenance)+BEV EZ (maintenance)
BEYAIIL (maintenance)+P | (maintenance) (maintenance) .-
GE)) EM (maintenance) | e CIS. 75 mg/m2, | ¢ ATEZ, 1200mg. Q3W. 4
e ATEZ. 1200 Q 21-days. - Fr=lx 6 1oL
mg. Q 21-days. - e CARB. AUC 6 e BEV. 15 mg/kg. Q3W. 4
e CIS/CARB. AUC | mg/mL/min. Q FrE 69101
6. Q 21-days. - 21-days. - e CARB.AUC 6. Q3W.4 F
e PEM. 500 fzlE6 1)L
mg/m2,Q 21-
days. -
HEBTH1V RCT RCT
iRiLE Open-label Open-label
YT AX 82 81 400/400 400/400 -
(BIEABILBYITT
IES)
JAA—7vTH 11.7 11.7 15.4 15.5 -
il
HEEDELGE ATEZ+(CARB or CARB or ATEZ+BEV+CARB+PAC+A | NA ATEZ+CARB+PAC+AT
=EHA CIS)+ATEZ CIS+PEM TEZ (maintenance)+BEV EZ (maintenance)
(maintenance)+P | (maintenance) (maintenance) o Ffn: - MR-
EM (maintenance) | o f&#5: -  HHl: - | o F#5: hRfE 63 5. M-

o FHh: - MR -

Z 40%
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HERA

Johnson 200434

Karayama 2016(>)

HEREEMLIZBFT | North America Japan |
R EM BFETHFLIIERMEOERFE LRI/ ERMEOKAESE (18 F | BATEITHEIFEBMEOIERTF LR IE/ A
k) BEORABE (18 ELLL)
il CA%E. E£#|4. | PAC+CARB+BE | PAC+CARB+BEV+B | PAC+CARB+BEV+B | CARB+PEM+BEV+PE | CARB+PEM+BEV+PE
HE. LA KBEY |V EV (maintenance) EV (maintenance) M M (maintenance)
A445)LGAD) (maintenance) e PAC. 200 mg/m2. | e PAC, 200 mg/m2. | (maintenance)+BEV | e CARB. AUC 6.
* PAC, Q3W. 6 Q3W.6 (maintenance) Q3W. 4 H4A4)L
200 mg/m2, » CARB. AUC 6. e CARB. AUC 6. » CARB, AUC 6. e PEM, 500 mg/m2,
Q3W.6 Q3W.6 Q3W. 6 Q3W. 4 H47)L Q3W. 4 B4 9L (#iEH:
e CARB. AUC 6. | e BEV. 7.5mg/kg. e BEV. 15 mg/kg. e PEM. 500 mg/m2, 1-4)
Q3W. 6 Q3W. - Q3W. - Q3W. 4 HAU)L(EE: | « BEV. 15 mg/kg.
1-4) Q3W. 44141
e BEV. 15 mg/kg.
Q3W. 44491
HBTHAY RCT RCT
BRILE Open-label Open-label
YOI A X (T | 32/- 32/- 35/- 55/- 55/-
EAILR/ITT fZHR
g
JAA—7yT7HE | - - - 24.1 24.1
HNEEDELGESR PAC+CARB+BE | PAC+CARB+BEV+B | PAC+CARB+BEV+B | CARB+PEM+BEV+PE | CARB+PEM+BEV+PE
EZRH Y EV (maintenance) EV (maintenance) M M (maintenance)
o FH5: -, MR o fFhn: - MRl &M | o Fi5: - A &t | (maintenance)+BEV | o Ffh: - MR Kk
=% 25% 37.5% 54.3% (maintenance) 29.1%
o fFln: - MR R
36.4%
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HERA

KEYNOTE-021(36)

KEYNOTE-024(20)

AEBREERMELIIGA

UsS, Taiwan

International

R EMH

BT ETEE XD IERF LR IE/NRARIHED KA R

BT ETHEE =3I 1% D IE R F L K 3E/INARAHTE O B

FZH(18mL) AEEASHUL)
A%, ¥4, B | PEMRBO+PEM+CARB+PE PEM+CARB+PEM PEMBRO (CARB+PEM) or
2, LUA EBRBYAY M (maintenance) optional (maintenance) | ¢« PEMBRO. 200 mg. (CIS+PEM) or
JLGED) e PEMRBO. 200 mg. Q3W. | e PEM. 500 mg/m?2, Q3W.HK35H40L (CARB+GEM) or
4 HAY)RIZT 2478 Q3W. mK 41Ul (CIS+GEM) or
e PEM, 500 mg/m2, Q3W. | ¢ CARB, AUC 5, Q3W, (CARB+PAC)+PEM
BK4HAI)L BK4HA4UIL (maintenance)
« CARB. AUC 5. Q3W. &X ¢ IC. - - 4-6 54U
4H49)L
ABRT 1 RCT RCT
BRILE Open-label Open-label
YT A X (EES | 60/60 63/63 154/154 151/151
E3/ITT fEfT )
TA4A—7 v THiM 10.6 10.6 11.2 11.2
NEEDEFLHERE PEMRBO+PEM+CARB+PE PEM+CARB+PEM PEMBRO (CARB+PEM) or
H: A M (maintenance) optional (maintenance) | o fF#: T R{E 64.5 . (CIS+PEM) or

o Fin: 19 61.8 5%, A
=4 63%

o Fin: F1963.2m. M
Al it 59%

451 =4 40.3%

(CARB+GEM) or
(CIS+GEM) or
(CARB+PAC)+PEM
(maintenance)

o FHn: HRIE 66 . 1%
Al =t 37.1%
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HERA

KEYNOTE-042(19)

KEYNOTE-042 - China®”)

AEBREERMELIIGA

International

China

R EMH

BT ETEE I3 ERH D IER T £ & IE/NARAHE D A

BEAS UL

BT ETHEE 3BT D IER F LK IE/NRARAHE DA

BEUAS®mLUL)

HMCaR. EA14. B
BE.LOABRTAOL
(&))

PEMBRO
e PEMBRO, 200 mg.
Q3W.®mAK35H44JL

CARB+PEM+PEM
(optional maintenance)
e CARB. AUC 5 F¥f=l& 6.

PEMBROa
e PEMBRO, 200 mg.
Q3W.&mAK 35944l

CARB+PEM+PEM
(optional (maintenance)
e CARB., AUC 5 F7=IZ 6.

Q3W.JmK4H4A4U)L Q3W. &K 4H1UL
e PEM, 500mg/m?2, e PEM, 500mg/m?2,
Q3W.&mK 6 HAU)L Q3W. &K 641U
HERTHA RCT RCT
BiRibik Open-label Open-label
YT A X (EES | 637 637 128/128 134/134
L8/ITT R0
JAA—7 v 7AiM 12.8 12.8 33 33
NEEDFLERER PEMBRO CARB+PEM+PEM PEMBROa CARB+PEM+PEM
o FHh: hRE63m. ™ | (optional maintenance) | o F#h: FRIE62m%. ™ | (optional (maintenance)
Al &itE 29% o Ffh: PRIE6G3Im.1E | Bl: &t 18% o il RIE 62K, %

Al &% 29%

All: &M 11.2%
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HERA

KEYNOTE-189(17)

KEYNOTE-189 - Japan(3®)

AEBREERMELIIGA

International

Japan

R EMH

BT R X EB IO IER T L& IF/MEREAMHED R A

BT ETEE X ERB 1 D IER F L K 3E/NRARAHE DA

EEASEUL) EEA8mUL)
HMCARE. EF4. H PEM+(CARB or PEM+(CARB or CIS) PEM+(CARB or PEM+(CARB or CIS)
=2, LUA BREY (1)L | CIS)+PEMBRO e PEM, 500 mg/m?Z2, CIS)+PEMBRO e PEM, 500 mg/m?2,
GA)) e PEM, 500 mg/m2, Q3W. - e PEM, 500 mg/m2, Q3W. -
Q3wW. - e CIS %1=IZ CARB, Q3W, - e CIS %/-1& CARB.
e CIS %1=I& CARB, 75mg/m2 % f=(& AUC 5. e CIS %7-I% CARB. 75mg/m2E£7t=1& AUC 5,
75mg/m2E£t=1& AUC 5, Q3W. mK 4549l 75mg/m2Et=[& AUC 5, Q3W.mK4H14)L
Q3W. mK4H1U)L Q3W. mK 41Ul
e PEMBRO. 200 mg. e PEMBRO. 200 mg.
Q3W. - Q3W. -
HEBTHY RCT RCT
B®itix Double-blind Double-blind
ST HA X (EEE | 410 206 25/25 15/15
1E8Y/ITT fEATER)
J2A40—7 v T AR 10.5 10.5 18.5 18.5
HNEEOELESER PEM+(CARB or PEM+(CARB or CIS) PEM+(CARB or PEM+(CARB or CIS)
CIS)+PEMBRO o Fih: PR{E 63.5 K. CIS)+PEMBRO o TG PRI{E 66 F. 4
o Fin: PRMEGSm.E | HA: &M 47.1% o Fh: hRIE6GAFZ.ME | Al -
A & 38% Al -
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HERA

KEYNOTE-598(39)

Lee 2016(40)

AEBREERMELIIGA

International

Korea

R EMH

B ETEE X EHB IO IER T LR IF/MEREAMHED KA

BT ETEE =3I D 3B/ F £ K 3E/NAR AT D A

EHE A8 FLL) E2E 18 mUL)
M CRE. X4, B PEMBRO+IPI PEMBRO+PBO PEM+CARB PEM
2. LTA BEYA4)L | « PEMBRO, 200 mg/m2, | e PBO. -, Q3W, 15 e PEM, 500 mg/m?2, e PEM, 500 mg/m?2,
GE)) Q3wW. 10 e PEMBRO. 200 mg/m2, | Q3W, - Q3W. -
o IPI. 1mg/kg. Q6W. 10 | Q3W. 15 e CARB. AUC 5. Q3W. &
X4H4o)L
BT RCT RCT
SiRiLiE Double-blind Open-label
YT A X (EEE | 284/284 284/284 - -
L8/1TT R 30
JAA—7 v 7AiM 20.6 20.6 - -
MNEEDEFLERER PEMBRO+IPI PEMBRO+PBO PEM+CARB PEM
o Fih: PRIE 64 K. % o Fih: hRIE 65K 1% o FHh: hRIE 74 . 1 o FHh: hRIE 74 4
Al - Al - Al = 35% Al & 35%
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HERA

LIBRETTO-001(10)

LOGIK1201¢41)

Niho 2012(42)

AEBREERMELIIGA

International

Japan

Japan

R EMH

PR EITHEE T EBIEDIE

B ETEEIEBIEDERT LR

BREITIE R (FERBIEDER T LR IF/ME

RELZIENERMEORA | ENERMREOKRAERSE (18 FLLL) | BIEOMAERE (18 ML)
EE A8 ImLUL)
HMCa®E. EX/I4. B | SEL PEM PEM+BEV PAC+CARB PAC+CARB+BEV+BE
E. LA BEYaY | ¢ SEL. 160 mg. —H 2 [HE, - | ¢ PEM, 500 e PEM, 500 e PAC, V (maintenance)
JLGED) mg/m2, Q3W. - | mg/m2, Q3W, - | 200 mg/m?2, e PAC. 200 mg/m2,
e BEV, 15 Q3W.&KAk4~5 | Q3W.6
mg/kg. Q3W.- | (UL e CARB. AUC 6.
e CARB. AUC 6, Q3W. 6
Q3w. 4.5 e BEV. 15 mg/kg.
Q3W. -
HEBTHI1 BBEAER RCT RCT
giRiLE Open-label - Open-label
SN A X (EESE | 39 20/20 21/21 59/- 121/-
1E8Y/ITT f2ATE0)
J+0—7 v T Hi 9.2-9.8 - - - -
MNHEREFOELE=ER | SEL PEM PEM+BEV PAC+CARB PAC+CARB+BEV+BE
o Fih: PRIEG6LE. A | o FH: PRIE o Fih: hR{E o FH5: FR{E 60 | V (maintenance)
2% 56% 77.5 &%. 5 78.5 & MH5: e MR = o FHh: hRIE 61 K.
't 40% 2% 45% 36% MR %% 36%
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HERA

ORIENT-11(43)

PointBreak(“4)

AEBREERMELIIGA

China

us

R EMH

BT ETEE =3I D IE R F L K 3E/NARAHEE D A

BT ETEE = XERB 1 D IE R F L K 3B/ AHE DA

B2HE(8FELE) BHE(A8FELUL)
NAFEDFHMCEHE. | PEM++(CIS or PEM++(CIS or PEM+CARB+BEV+PEM PAC+CARB+BEV+BEV
EH&,HE.LYA, | CARB)+SINT CARB)+PBO (maintenance)+BEV (maintenance)
wEY A7)V GE)) e PEM. 500 mg/m?2, e PEM, 500 mg/m2, (maintenance) e PAC. 200 mg/m2,
Q3W. 4 Q3W. 4 e PEM, 500 mg/m?2, Q3W.6
e CARB., AUC 5. Q3W. 4 e CARB, AUC 5. Q3W. 4 Q3W.7 e CARB. AUC 6. Q3W. 6
e SINT. 100mg or e PBO. -. Q3W. - e CARB,AUC 6.Q3W.7 | e BEV, 15 mg/kg. Q3W,
200mg. Q3W. 4 e BEV. 15 mg/kg. Q3W. |6
7
HEBET Y1 RCT RCT
iRk Double-blind Open-label
HYUTIWH A X (FEESE | 266/266 131/131 472/472 467/467
EBY/ITT BT
7+ 0—7 v TR 8.9 8.9 11.7 11.9
HEEDELGERER | SINT+PEM+(CIS or PBO+PEM+(CIS or PEM+CARB+BEV+PEM PAC+CARB+BEV+BEV
CARB)+SINT CARB)+PBO (maintenance)+BEV (maintenance)

(maintenance)+PEM
(maintenance)

o Fin: PRAE6L . A
All: 2 23.3%

(maintenance)+PEM
(maintenance)

o Fin: PRAE6L . A
All: ZtE 24.4%

(maintenance)

o Ffin: HRME64.6 . &
Al &t 46.8%

o FHn: PRIE64.95F. 1%
A X 46.7%
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HERA

PRONOUNCE*>)

RATIONALE 30446

AEBREERMELIIGA

us

China

R EMH

B ETEE X EHB IO IER T LR IF/MEREAMHED KA

BEAS®mLUL)

BT ETEE =X ERB 1 D IE R F L K 3E/NARAHEE D A

BHEA8mLL)

HMCaR. EA14. B
BE.LOABRTAOL
(&))

PEM+CARB+PEM
(maintenance)

e PEM, 500 mg/m2,
Q3W. 6

PAC+CARB+BEV+BEV
(maintenance)

e PAC. 200 mg/m?2,
Q3W.6

TIS+CARB+PEM+TIS
(maintenance)+PEM
(maintenance)

e TIS. 200 mg. Q3W. 10

CARB+PEM+PEM
(maintenance)

e CARB. AUC 5, Q3W. -
¢ PEM, 500mg/m?2,

e CARB,. AUC 6, Q3W. 6 e CARB. AUC 6. Q3W. 6 e CARB, AUC 5, Q3W. 4 Q3w, -
e BEV. 15 mg/kg. Q3W. | * PEM, 500mg/m?2,
6 Q3WwW, -
HEETH A RCT RCT
SiRiLiE Open-label Open-label
YT A X (A | 182/182 179/179 223/223 111/111
L8/1TT fRATE0)
JAA—7 v 7AiM - - 9.8 9.8
HNEEDELHESER PEM+CARB+PEM PAC+CARB+BEV+BEV TIS+CARB+PEM+TIS CARB+PEM+PEM

(maintenance)
o Ffin: PRfE65.8 . 1%
Al & 42.3%

(maintenance)
o Ffh: RfE65.4 5. 1%
Al ZE41.9%

(maintenance)+PEM
(maintenance)

o Fin: PRIE 60 K. 1%
B: &tk 24.7%

(maintenance)
o Fiin: hRE6L .M
Al &% 28.8%
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HERA

Sandler 200647

Socinski 2012(3)

AEBREERMELIIGA

us

Australia, Canada, Japan, Russia, Ukraine, US

R EMH

BT R X EB O IER T LR IF/MEREAMEDRA

BT ETEE = XERB 1 D IE R F L K 3B/ AHE DA

EHE A8 EUL) EHE 18 FLL)
M CRE. X4, B PAC+CARB PAC+CARB+BEV+BEV nabPAC+CARB PAC+CARB
E.LUA BEYA)L | o PAC, 200 mg/m?2, (maintenance) e NBPAC, 100 mg/m?2, e PAC. 200 mg/m?2,
G&)) Q3W.5 e PAC. 200 mg/m2, Q3W.5 Q3W. 6

e CARB, AUC 6.Q3W. 5

Q3W.7
e CARB, AUC 6. Q3W.7
e BEV. 15 mg/kg. Q3W.

e CARB. AUC 6. Q3W. 5

e CARB. AUC 6. Q3W. 6

7
ABRTHAY RCT RCT
BRILE - -
YUTNHA X (Rik% | 444/- 434/- 292/292 310/310
EBU/ITT #4730
Z24A—7vIHMA 19 19 - -
HREDEGHERER | PAC+CARB PAC+CARB+BEV+BEV | NBPAC+CARB PAC+CARB

o FHG: - MRl &
42%

(maintenance)
o fFln: - MR %
50%

o fFfn: HRfE 60 %K. 1%
Al %1% 35.96%

o fFfin: HRfE 60 %K. 1%
Al &% 36.13%
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HERA

Spigel 2018(48)

TASUKI-52(49)

AEBREERMELIIGA

Japan, Korea, Taiwan

R EMH

BT ETEE X ERH 1D IER T £ & IE/N AR AT D

BREITHER TR DR T LRI/ MRREMED KA BE

AE. LA BEYA
2ILGA))

e PEM, 500 mg/m2,
Q3w.4
e BEV. 15mg/kg.

e PEM, 500 mg/m?Z,
Q3W.5
e BEV. 15mg/kg.

e NIV, 360 mg/m2, Q3W,
11
e CARB., AUC 6, Q3W. 4

BABE (18 mLlL) (18 mAL)
FHiCaR, EHl4. PEM+BEV PEM+BEV+CARB NIV+CARB+PAC+BEV PBO+CARB+PAC+BEV

e PBO. -.Q3W. 10
e CARB, AUC 6. Q3W. 4
e PAC, 200mg/m2, Q3W. 4

o i PR{E 66 K. A
it 25.5%

Q3W. 4 Q3W.5 e PAC, 200mg/m?, Q3W. 4 | « BEV. 15 mg/kg. Q3W. 10

e BEV. 15 mg/kg. Q3W.
10

BT RCT RCT

iRk - Double-blind

ST A X (EE 63/63 61/61 275/275 275/275

EIEBY/ITT B

J+0—7 v T HiR - - 13.7 13.7

HMNEEDELGER PEM+BEV PEM+BEV+CARB NIV+CARB+PAC+BEV+NI | PBO+CARB+PAC+BEV+PB

H: A o FEh: hRME 72, | o F#s: PRIE 73 %, % | V (maintenance)+BEV O (maintenance)+BEV

Al =% 43% Al & 44% (maintenance) (maintenance)

o Ffh: thR{E 66 m&. MH:
7 25.1%

ATEZ, atezolizumab/75V1) X< 7. BEV, bevacizumab/~X/\LX<J, BSC, Best Supportive Care/ XXk R—F T4 7, CAM,Camrelizumab, CARB, Carboplatin/A/LKRTS
F> . CEM, Cemiplimab, CIS, Cisplatin/>XF5F> . CTX, Chemotherapy. GEM, gemcitabine/4 L 4E > | IC, induction chemotherapy/E A{bZ &%, IPI, Ipilimumab/(E
1)< T, ITT = intension to treat, NBPAC, nab-paclitaxel/77/32'42%+)L . NIV, nivolumab/=R/)L<TJ, PAC, paclitaxel/s37')4%+)L, PBO/PCB, Placebo/ 75+, PEM,
pemetrexed/ R AL ¥+ K, PEMBRO, pembrolizumab/~R A7 01 X< 7, RAM, ramucirumab/5.43 L= T, SEL, selpercatinib/®/LRJLHF =T SINT, sintilimab. TIS,

tislelizumab
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3.3 V)=ANIIRFIV(REILEBHEHIVTEEHAR) [RETIHEDH]
3.2 [C50#

3.4 VATITAVILEL— (BEHLEBHRBHAIVITEHHR) [BRUTIHIEEDH]
3.2 250 %

3.5 BET—20OHEM
LIBRETTO-001 [SEERERTHY ., BILRILAF =T LB BE OB ARSI RE R
FTESTFHFAUSNTULEN =8, KEYNOTE-189 RERDT—4Z L, MEBHEZAIHLT-,
C2H DHARSALCOT(E, MELEZTIEE. EALNILOT—2Z2ANSIENTEDS
&. MAIC(Matched adjusted indirect comparison: <yF 4 ABIN-RIELLR) %
FRAVTEEESEDEVGEHEYLGHELTOILELNH D, 1ESNTILVS, CUKEYNOTE-189
HERIE. ERFELRIE/NMARMNEEED—IABEICEITHEIRAN FEF+RLTOYXIT+
TSFFHENERAN X LR+ TSFFRBOAENEETHEL-EE AR BEE L _ETHT
SERFBOE I BB THY. 7) IPD NAFARETH o1z, Ffz. KEYNOTE-189 D*t &
BIRANFER+TS5FFEAN T, RESN-REBEO D TR ARG LLENEBTHY . Ch
FCREABEATINTEN-, D=6 . KEYNOTE-189 RHERD IPD #xtBE DA IZF
ALT=,
LIBRETTO-001 #EXIEBE (L. KEYNOTE-189 SHERDRANL TR+ TS5FFEF|ED
IPD 7M., Fih. XHEEDEE. RERODLZWLEEDEIE. ECOG PS, A&, MR
DAT—UREDHARRELGREET —FERABLAIR L, XEEZHABTIRIC.UTOA
EERELT,
a. IvFUT
i. fEmRa7<vyF>4 (Propensity score matching, PSM)
i. EEMTYFoY (Genetic matching)
b. EH&FIT(ERRAT7IZKBEHFT (Propensity score weighting, PSW))
i, —f#tT—AFETIL(Generalized boosted model) #AL f= PSW
i. BOXToyEIEERL -z PSW
c. ZEI[ZA/NRMiFiE(Targeted minimum loss-based estimation,
TMLE)

LIBRETTO-001 HERDEBHEARMNENI L D DAIRUNIMN DN EIZKY, T—271=
DGIZE DI TMLE FERIF+HRDHEBRDEN-OETIIVEREICHTE TERLAIREELHY.
TMLE IZ&BBENRERINT—I A7 F IS RIERLEN oz, — A IYF T EEH
(FOHEDBRICONT, NSURDENT-EEFFHEOCH AR REAHEEEICE DT, B
BERIELIZRDHDIEIETEGM oA BRRRIZ H 1L PSM Ao DEEEIELRTFHTHSE
WSZEITEDE PSM IZKBBENRERVNT—IA3T7F ) RIFERL (G
Appendix 3-3),

3.6 AFTFFIADEM
ZEL

3.7 HMEBELEORINT—IA3F7F IO ADEER

E|IBELA TN, 2EFHRERRELT ARAOTUORINT =IO AT F ) REEHELT=, E
ENRETIVESUZ LMBRETILOBMALNERSNT-, EEZRETILTIE, Pairwise Dtk
RIZEWT. B TARAEDRICIESDENRNIE, SUF LB ET LTI, Pairwise DLt
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RICBE AR ENERS IR > THRMTER T IILEFRELT, CDRVbT—0 45
THIDADAR—=REGDETIVIE, SRAZBOBRMESICEYVT I LEZFRT 5K
HBETILTHD, CVEE RACTURYNI =047 F1) O REERMET HRE<IE. WinBUGS
EIFFRAETHBRMEDH S JAGS ZEALT=, JAGS (X7 /La7E#EETH/La (Markov
chain Monte Carlo, MCMC)i&IC&YNRA XBERET ILDBHETOIVINIZIT THD LT
[T AEROBMELRRE T 5 (F#(E Appendix 3-4),

3.7.1 5%

MHBEFE

RAXFDMEHETIE, BRISHERTETILEND S, BIRLEFRISHICE>THRENE
BEhHN, BRI HDOBRICDHELGHABT—EALBNEE . HFYFEREZSTLVEFRSE
#14 % (vague prior) AEREN S, SEDHHICIE TRRNEF L HEFERL .
RBRBEOR—RASIUES SWABRSRDOEFREN S (L. NICE DSU TSD 263 TR
ShTWAESIC, Fi 0, 98 1002 DERAMELIz. SUF LBRETILTIE., HBRMEDIE
SOEDERHNHIL0,8)D—HAHELE, ChiF. TUFRAUITHIEEELFLHM. 2
EFEHRICHETIMRBFEDARDROEEZEN/ N N—T DD +HBERESELTERESNT =,
ETIHUELEZVG S (E, Turner 5CNA#ER T 2FE R4 # (informative prior) (& 3-6)
#=FERAL-,

£ 3-6 SV LMRETILTHW-BELH

MRMEREEICHTS FYRT=D AT FIRIZE
E-Ipo %] [T379bhL

2REICLDHFETE T2 ~ LN (-4.18, 1.412) 2EFHRE
FE7 morbidity 1Rk T2 ~ LN (-3.95, 1.792) RmIEELEFHIM

LN: lognormal

FIMhLDEAT

ETLOBEEH
EEEAHZRAVTRAT—2IHTIETILOEESHETFMET 5702, &BRE (deviance,
D)ZBRIEL. BTUFRAUMIOVWT . BERHMRETIESUE LHRETIOEAZFTFMLI-.
ChLDETIVIE, FRO KRR EFREHE (Deviance information criterion, DIC)
FALWTHESNT -,

D = —2 x log(likelihood)

DIC =D +pp

CCT.DIXREEBREDEERTY. pplIBH/SA28ERKRT, DIC KN EWNFEEETILDE
BHNBRNEEZLONDS,

REMEF—BIEORIE

FTRTDAITFIVVRICEWT, EFNIHARMOREHE (L. BT OHELRT. HROMBR
[CEVNTHRYDBAZEDH TN, A7 FIARNOREMEEET 25:%IEX 1 DTIEGL
N, —EOFZEERANASILT. TAOREMZRDILICKY . BROBEREEZFFML. BK
MR AZEZERYICTIDOICRIDAEREMENAH D=6, AR TIIREMEZTET S5-I
UTO770—F%&REtLT=,

- AT FIVIRICEFNIAROERELE, RNEE KBTS EHETS
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- IURRAVNEZ DL EHET S

- FYRT—UTRL BB EEDENERELE TS (PEMC+PLATI &
BEVc+PACi+PLATiI M HL#R)
-RYRT—ORNOEEHER—BIEEREIT 5 (12 HiETE. Cochran @ Q #iitE)
> DERROIEEHITIUTOEYTH S,

- 0% M5 40%: EETHIVER M,

- 30%~60%:HIEEDEL M,

- 50%~90%: KEHEH M,

- 75%~100% SEDEE M,

BEEUENR OB E. TREDESIBAEEZHAWVTHAEL-,

- ETIICEEEEZEHILT. MEOEAEENEEEEZ N ESNETHRT S,
- BES

3.7.2 #£8

RADTORYNT—=PAZTF I REICKY  BIEEAFHRRUVESEFHBEO/N\Y—FLE
(BESTODRRIE)RY IS%ERARMMEREH LIz, £ HBRIETAHLANTOVMNIKY T ST
TRERLIzo N\ —FLEOBZRPREIEATRSIN, T 5 I5%EARXRMIEIHETSTTR
SND, NYF—FLEEA 1 KEDIZEIL. MR ELIBEEN LR IN AR ELYLHIEMIZE
MTHAZEETITH, T 5 I5%ERAREA 1 Z2E5TIHE. CORKRIFRTEM THUVATRE
HLH5, FABEEX, —ROABEELESNTONBRAN TR+ TSFFEHE|
(PEMC+PLATI) ELEEL . EILRILAFZT LD LB ERLT=,
BENRELUVIVELMBETILDORYNT—IA3T7F 1) REEEL, EBDOEE DR
E4EZEL. BERRBNNDAEAV VA LSRETILOEREER—Ry—RELIZ(ETIL
DELEIZRE T HEE#(% Appendix 3-5 %2 H),
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SHOFB/RELUTISRY,
3-2 RYNT—VFATI 5L - REFHM (G LHRETIV)

ATEZc+ BEVE+PACIHPLATI N=1)

PACIPLATI (N=5

\I\‘

PEM:+ PEMBROC PLATI N=3)

2

ATEZC+PEMCPLATI (N=2 F

CAMRc-PEMe+ PLATI (N=1
PEMLPLAT e« NIVO: (N=1)

PEMc+ PLATI RAM: (N=1

ATEZ, atezolizumab/ 7 5% Y X< 7 . BEV, bevacizumab/ R /8> X< 7 | ¢, continuous/ # & & #% .
CAMR,Camrelizumab, CEMIPL, Cemiplimab, DURV, durvalumab/Fa)L/3L=7, GEM, gemcitabine/% L4
E>. 1, induction/®A&#. IPI, Ipilimumab/<4EY.L<7 . Nab-PAC, nab-paclitaxel/97/844%+4)L, NIVO,
nivolumab/ =7 )L < 7| PAC, paclitaxel/ 7821 4& % € L. PEM, pemetrexed/ R AkL ¥ K, PEMBRO,
pembrolizumab/ R A7 QY X7 PLAT, platinum/ 75F+ 8%, RAM, ramucirumab/S A )L 7J . SEL,
selpercatinib/®JLR)LAF =T SINT, sintilimab, TISL, tislelizumab

3-3(DIESF LAHRETVERW-2EFRMICH T 5T 5FFR/A|+RANLFEFEE
NUSNDEBBRONF—FH(BESHOIRRE)DIHLANTOVRTH S, BILRIVAF=TI(C
KBAEIE, T5FFHE|+RANLFEFEEBLTRET /N —FBEI oz (N\F—FEEDE
BPREOS%IEARYE]: I ) -2 3-30D & SV LBRETILE
AW =247 HMICHTI2EARILAFZTEFNLUNDABBRONF—FEOT7HLANTOY
FTCHB. CIRIVHFZTIZEDABRIE. TS5FFHE+RANFEF+RLTOYXTT EE
BLTRTNT—FBMEN >z (NW\F—FHEORRPRE[IS5%EAXMHE]: I T

)
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K 3-3 7xLANFOyvh - £EFH (SO LBRETIL)

IT*

ATEZ, atezolizumab/7TY1JX<7 . BEV, bevacizumab/~/\L X< 7, ¢, continuous/###it;a% . CAMR,Camrelizumab, CEMIPL, Cemiplimab. DURV, durvalumab/F /LN LT GEM, gemcitabine/% L
LAEY 1, induction/8 A&, IPI, Ipilimumab/4/E1) <7, Nab-PAC, nab-paclitaxel/37/321)4%+)L,  NIVO, nivolumab/ =)L J ., PAC, paclitaxel//$91)&2%+)L PEM, pemetrexed/RARLF+K,
PEMBRO, pembrolizumab/~R.4L7 0! X< 7, PLAT, platinum/ F5FF&%|, RAM, ramucirumab/3 .43 )L T, SEL, selpercatinib/t/)LR)LAF =T, SINT, sintilimab, TISL, tislelizumab

* X DB, 95%CrI FRRATRT>1 THof=f=H. 1 EEFLL,
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& 3-7 N\Y—FHEOBRDRE - 2EFHM (ST LHRETIV)

TEOIaTnIarnainnT
marnaTarnamnTnTnn
anaTaTarmmnT

Toararnornnmamim

TarnraraInToTnT

OO TornararnmmT

RO

TaraToTnInImnaIm

mnnrnarnnarnrnaTnT

mearnrornnIninn
mEnInTraTrormnmnT
TROIOTaITaTrnTnTn

TMEOITATOInaInInTeE

TaInTnInITnITEm
TR OTEnTnT
TR
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TR TamnInIm
TR aTaTmmnT

T AN
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ATEZ, atezolizumab/77Y'1) X< 7 | BEV, bevacizumab/~/\> X< 7T ¢, continuous/###E;4# . CAMR,Camrelizumab. CEMIPL, Cemiplimab., DURV, durvalumab/7 2)L/3N)L T GEM, gemcitabine/7 L RE > |,

induction/& A A%, IPI, Ipilimumab/AE") L J . Nab-PAC, nab-paclitaxel/+7 7841 #&% )L NIVO, nivolumab/ =)L <7 PAC, paclitaxel/s$9')2¥ )L, PEM, pemetrexed/ R AL F K, PEMBRO, pembrolizumab/
RLTOYXTT, PLAT, platinum/ F5FF &%l RAM, ramucirumab/5 43 )L J, SEL, selpercatinib/tJLRJLAF =T, SINT, sintilimab. TISL, tislelizumab

BEOTILIFE, EEIBEIYVFELOEHESNIAEREZRT (9O5%ERARMO ERIF<1),
FEDOEIVIE, LEFBELIVIFELGOEHIENEREETT (95%ERRBEOTRIE>1),
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3-4 RYET—DFATT 5L - MEBEFMM(GUFTLBRETIV)

ATEZe+BE e+ PACIPLAT 1)

NIVOc+8EVe+PACH: PLATI N=1

BEVPEMc+PLATI (N=1)

ATEZ, atezolizumab/ 7 7% ) X< 7 . BEV, bevacizumab/ R /A< X< 7 | ¢, continuous/ # & & # .
CAMR,Camrelizumab, CEMIPL, Cemiplimab, DURV, durvalumab/FaJL/3L=<7 ., GEM, gemcitabine/5 L%
E>. 1, induction/®AA#. IPI, Ipilimumab/4EY A< T Nab-PAC, nab-paclitaxel/+7/%21)%% 4L, NIVO,
nivolumab/ =7 )L =< J | PAC, paclitaxel//$2 1% % )L, PEM, pemetrexed/ R AkL % K, PEMBRO,
pembrolizumab/ R A7 Q1Y) X< 7J ., PLAT, platinum/ Z7S5F+8#|. RAM, ramucirumab/S A4 LT, SEL,
selpercatinib/®JLRJLAF=T SINT, sintilimab, TISL, tislelizumab

3-5(D)IEF5 LSRET LV ERW-RIEEEFHMICN T 2T5FF8E|+RAN X1

FEZTNLUNDABBDNT—FH(BESTHOPRE)DIAHLANTOVNTH D, BILRILAF
—JI2&BABEIE. T5FFEE|+ RANFERFEEBL TR EE - IEENF—FHEH T
(NF—FLEOERPRIE[IS%EAEHE]: N ) - 2 3-50D (&, 524
LMRET IV EZRAWV-RIEELEFHMICHTI2EALRILAF=TDEALUNDEBERD/NF—F
DAL AN TOVRTH S, CILRIVAF=ZT2EBEERE. T5FFHE|+RANLFEF+R
L7ON AT ELBLTREEIEENTF—FREM - (W\F—FHEDEH P RE[95%

ERRME]: - . ) -
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3-5. 7#LAFTAyh - FWEBEFYM (SOX LBRETI)

I II*

ATEZ, atezolizumab/75V'1)X<J ., BEV, bevacizumab/~/\ X< 7 ¢, continuous/## ka8, CAMR,Camrelizumab., CEMIPL, Cemiplimab., DURV, durvalumab/F 2/L/\L< 7T GEM, gemcitabine/% A
AEY 1, induction/BA A, IPI, Ipilimumab/(E)L<7T . Nab-PAC, nab-paclitaxel/+2/351)4%+)L. NIVO, nivolumab/ =/R/L<J . PAC, paclitaxel//391)4%+)L. PEM, pemetrexed/RARLFR,
PEMBRO, pembrolizumab/~RAL7AY)X<TJ, PLAT, platinum/ FSFF&#l, RAM, ramucirumab/3 43 LR, SEL, selpercatinib/+/LRJ)LAF =T SINT, sintilimab. TISL, tislelizumab

* X BDAEIL, 95%CrI FIRMNTRT>1 THoff=0H. 1 EEFHL,
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& 3-8 N\Y—FHOBERPRIE - REBEFMM(GUFTLBRETIV)

ToTarnToiomnT

marnrnnornnT

arnrarnInorm

marnrarnTnrm

orarEnTarn

ITorEnTnIaTnT
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ATEZ, atezolizumab/7FV1) X< 7. BEV, bevacizumabh/R/\3 X< 7 ¢, continuous/# ;& # . CAMR,Camrelizumab . CEMIPL, Cemiplimab. DURV, durvalumab/F aJL/V)L<7F [ GEM,
gemcitabine/#* L32E > 1, induction/#AA#. IPI, Ipilimumab/AEY.L<T T Nab-PAC, nab-paclitaxel/77/841)&3%+JL. NIVO, nivolumab/ =#)L<T,PAC, paclitaxel//$2Y4%%+)L. PEM,
pemetrexed/RArLF K, PEMBRO, pembrolizumab/~RA7RAY X<, PLAT, platinum/ ZFS5FF8#l. RAM, ramucirumab/S5.4¥ L7, SEL, selpercatinib/&/L_)LAF=7 SINT, sintilimab, TISL,
tislelizumab

REDELIZE, EBEABEIYFELOEH SO IZAREZTTT (95%ERRMO LRIX<1),
FEOTILE, EKBEHRBELIVFELLNEHTSM I AREETT (95%ERRMOTRIE>1),
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3.8 EMH AEOH MBS
HREFAT LITEMBAREORRICEE I HEFEZE TaCISEE®L =,

& 3-9 EMMAREOAMICETHFMADTLH

HREH RET M&&EF B0 IE/NREAhE

A LRV AF=T

LR TS5FFHE+RANFEF+RLTOYXTT

TIMhL FREBEFHM. 2EFHM

amgsRtoss |» EMMARAESHY o NEMMFRRLELIHSVEHY LT TER

LM

H I DIRBEG =T
—5

B RCT DAF7F)UA o BE—@RCT
O ATAZEOLBBEHE o RCT ORELER
0O EHEROLE o BRET—FEL

EBMHEREOERE
ZHIMTL-EHh

PHOFER. SEFHMICEVT, BRIV HFZT L HERIEE. T5F
FHHA+RANLFER+RLTON X T T EEBELTRENF—FHE, >
f=(\YF—FLEOE&PRIE [95%ERXME]: I '

) - BEEEFHREICEVTEEARLAFZT L 5EKRIE. T
FFREAN+RANFER+ARALTOYXITELBLTRTFEZEENY
—RAUEA o= (NS —FHEDBERPRIE[95%EAXME]:
I ) - COCEMND, ARG T B BTN L TEMME
AEETHLHELE=.
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4. SIFEDEH

4.1 SAE

4.1.1 EANBROEHAEZE

ADH(E. RET S EEFEEOIE/NMARRMEI T2 —RABRELTDEIARIVAFZIELRT
SFUHRANFER+RLTONVAITDERFNNRETHET 5O R EEFRHHETIL
(Partitioned Survival model. E 4-1)ICkYERMNRSTEERLI, BEKEBIZLTOLS
IS TEEBEARE | BEXOERE] REIEERIN TS,

FRERKBOERIILUTTHS,

o MIBEAT: BEORKINREFREIFIUMLTCLSIKRET, ETLTULVEL, COKRETIE.
BE.BE . EROEFHNER. JL—F3/4 DEEEZROERICEAETIERANEETD
LBET D, -, BEOMAITEEBEROAEFOHM LKL TELS,

o BEZOARE: BEMNEREIIHT HEIIEELE (Response Evaluation Criteria in
Solid Tumors, RECIST) #i#&f=L. REMNETL TV SRETH S, COKETIE. BIUET
onf-aEE —EHR#BEL. D D/FEE. EOROMMNARIEEREZZIT. AR, B E
RKOEFHEE, 3—IFTITTICHETLIEANRLETLAIRENLH D, - BIEELRF
DIFEELLRLT, BEOHAITIELLGS,

e L

H 4-1 SEEERBETIV

100%

= Dead health state membership at time t

.- Progressed health state membership at time t

Percent of patients

Time

B Progression-free B Progressed Dead

4.1.2 ETIILCHERALERE

ERMRETIVLOBELSIRAT 2T LTOLIGRENEENTILS,
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* RETHSEBEEFBHERED QOL{EIX.RETHMABEFOLVEELRASETHS BEE
PFRNDERTIX. RET A BEFBEEED HRQOL (X, ALESE D LVIBLELEEE
HERBRTHAHEFEINDIEDIETH 1=,

*  REROBAR. BEROEFHMICKELGVEREL. BERO 1 BRVYOERELT

ETICERLT=,

TRIZELUNDREZTT .
& 4-1 RELRF
&/ R 5+ B2

RET MEBEFOLRVWBEZEICHAANIR
BTHRESN-LEBABEOARMMRIL, RET

MEBREFBIEBECTIMETRETH D,

FYRT =D AT F Y ATl LBl N —FiE
ZRELTWLWAN, CHIETTRTOIVRRAVE

(SEE) TRV AT REMEA B D,

EEOBRKEMRIE, R@ZTE T HIEMITEL,

CHhETO NICE OFFHETHEZ T ANONTEZR
LI RETHAIEERERLT-,

FYRT =0 A7 F O RIZBITEH L ERNLETRESE
HEDEEL, CRNILHAF=ITHRATERLZRELN
24EFRRT—4%2FEL . ChI(TFBTERELR
ﬁbl{f:o

4.2 FHTERALIz/5A—4

S TEALET—3ETRICFEEDT=,

£ 4-2 R—25—RATCRAW=AVTYMERERTE

INSA—4

Time horizon

Mean Starting Age
Percentage Female
Mean weight (Kg)

Mean BSA (mg/m?)

Discount Rate Outcomes

Discount Rate Costs

Survival approach

NMA HRs
PFS function: Selpercatinib

Estimated control
(pemetrexed + platinum)

Lifetime
(25-year)

2.0%

2.0%

Trial
survival
extrapolat
ion
Proportion
al Hazard

Exponenti
al

Exponenti
al

SE oK) Hist
NA NA Assumption
[ ] Normal Lilly data on file
[ Beta Lilly data on file
[ ] Normal Claims data
[ | Normal Claims data
NA NA Central Social
Insurance
Medical Council
NA NA Central Social
Insurance
Medical Council
NA NA NA
NA NA NA
VCVM Correlated Lilly data on file
normal
VCVM Correlated Lilly data on file
normal
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INTA—5
TTD function: Selpercatinib

OS approach: Selpercatinib

Comparators

Mortality ratio

Utility: progression-free
Utility: progressed
Costs (JPY)
Selpercatinib price: 1 x
80 mg tabs

Selpercatinib price: 1 x
40 mg tabs

& SE

Same as VCVM
PFS

Exponenti VCVM

al
Exponenti VCVM
al
1.00 0.10
0.801 0.022
0.678 0.050
6,984.50 NA
3,680.00 NA

Drug cost per treatment cycle (planned dose)

Include drug wastage

Oral treatment cycle length
(weeks)

Selpercatinib

Pembrolizumab +
pemetrexed + carboplatin

Proportion on dose:
selpercatinib

Dose intensity: comparators

Yes NA
4 NA
717,062.3 NA
0
615,803.2 Varies
1 with BSA

1st treatment cycle:
160mg (2x80mg) was
received by %
and 80mg (1x80mg)
by I % of patients.
2nd and subsequent
cycles: 160mg
(2x80mg) was
received by %,
120mg (1x80mg +
1x40mg) by %,
80mg (1x80mg) by
%, and 40mg
(1x40mg) by % of
patients.

_— 20%

Drug administration costs (per treatment cycle) *

Selpercatinib

1,960.00 196.00

JPY

Pkl

Correlated
normal

Correlated
normal

Correlated
normal

Normal
Beta
Beta

NA

NA

NA
NA

Fixed

NA

Beta

Gamma

Hist
Lilly data on file

Lilly data on file
Lilly data on file

Assumption
Lilly data on file
NICE TA621

Lilly data on file

Lilly data on file

Assumption
NICE TA630

Lilly data on file

PMDA website:
package insert,

MHLW: NHI price

Lilly data on file

Average relative dose
intensity assumed

same as
selpercatinib,

LIBRETTO-001 Safety
Tables Data cut June,

2021

MHLW: medical fee




INSA—4
Pembrolizumab +

pemetrexed + carboplatin

Monitoring cost (per week,

ECG)

Subsequent active systemic

therapy (total)

Selpercatinib

Immunotherapy

& SE

4,100.00 410.00
JPY

1,300.00
JPY

130.00

2,661,881
JPY

2,300,274
JPY

Health state costs (per week)*

Progression-free
Progressed

Terminal care (total)

Diagnostic test (per test)

4,599.92 459.99
JPY

15,932.02 1,593.20
JPY

766,094.9 74,020.68
9JPY

30,000.00 30,000.00
JPY

Pkl

Gamma

Gamma

Varies with
dose intensity,
and
administration
costs. See
Country
Specific Data
sheet (costs)
Beta (%
patients)

Varies with
dose intensity,
BSA/weight,
and
administration
costs. See
Country
Specific Data
sheet (costs)
Beta (%
patients)

Gamma

Gamma

Gamma

Gamma

Hist
MHLW: medical fee

MHLW: medical fee

Survey of 63
physicians who treat
a total of 3,389
NSCLC patients
monthly, conducted
in June 2020; 39
physicians completed
data for Platinum-
based therapy (w/o
pembrolizumab), 27
physicians completed
data for
pembrolizumab and
36 physicians
completed data for
pembrolizumab plus
platinum plus
pemetrexed. Kantar
2020

Expert opinion and
MHLW: medical fee

Expert opinion and
MHLW: medical fee

Expert opinion and
MHLW: medical fee
4.2.3 BAD/IFA—4
DFHE BEFREIS

BSA: body surface area; NA: not applicable; TTD: Time-to-Treatment Discontinuation; VCVM: variance
covariance matrix for survival function parameters

*2EHTEER: Appendix4-1

4.2.1 AME-REUFD/ SIS0

REEEFUMS LU LEFLM
TIRIWAFZITHEERRAT TIYF T SNEABE (RANF 2R+ T5F - 8E) ORIEELE
FHMELEFHROT 22, BARERENTIEIH-. P HONTIIFYICETIRFDERE
£ 4-3ITFRT hTF0AV—HBAOEENLES (L. B 4-2 £E 4-3 [TRENTLVS,
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& 4-3 BEYRKAEMRO RET BEREFHBIEFNMERMEICHTIELRHFTELERR
AT TIVF T ENE=HRE (RANFEF+ 7578 OREBELEFHNRLLEFHROET

JUBE
MG ELEFHR 2EFHRM

Rank Rank Rank Rank
Function AIC BIC (AIC) (BIC) AIC BIC (AIC) (BIC)
Exponential 540.7 546.4 3 1 451.6 457.3 2 1
Weibull 540.2 548.8 2 2 450.4 458.9 1 2
Gompertz 542.6 551.2 5 4 452.3 460.9 5 3
Spline/knot=1 539.3 550.7 1 3 451.6 463.1 2 4
Stratified Weibull  542.2 553.6 4 5 451.9 463.3 4 5
Stratified
Gompertz 544.6 556.0 6 6 454.1 465.5 6 6

AIC: Akaike information criterion; BIC: Bayesian information criterion
Source: Lilly data on file, 14 March 2022; Naive unadjusted-Propensity score matching-paramsurv-unstratified-

FitStatistics.csv; Naive unadjusted-Propensity score matching-paramsurv-stratified-FitStatistics.csv
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X 4-2:KA4%0 RET BtSEEFEMEIEMNAREICHT 2 I RIVAFZILHER R a7 TIYFT

SNI=HBH (RAN R +T 577 8H) OMISBEEFER

o g
- —— Salpercatinib - —— Selpercatinib
—— Pemetrexed/platinum —— Pemetrexed/platinum

© 4 <
=] =]
o _| o _|
o o
<+ <
o =1
o _| Exponen N
o AIC=540.72 o AlC=540.10

BIC=546.42 BIC=548.75
e 4 e
° 5 T T T T ° N T T T T

0 10 20 30 40 0 10 20 30 40

Time (Month) Time (Month)
< < 4
— —— Selpercatinib — —— Selpercatinib
—— Pemetrexed/platinum —— Pemetrexed/platinum
© ©
o 7 o 7|
© | ©
o o |
<+ | <
=] o 7]
Stratifie

o~ Eplinefkn o
O T|aic=53033 © T|aic=s42.19

BIC=550.73 BIC=55368
e o
e N T T T T e 4L T T T T

0 10 20 30 40 0 10 20 30 40

Time (Month) Time (Month)

AIC: Akaike information criterion; BIC: Bayesian information criterion

00 02 04 06 08 1.0

1.0

0.0 02 04 06 08

“|ac=s42.62

—— Selpercatinib
—— Pemetrexed/platinum

Gompe:

BIC=551.18

T T T T T

0 10 20 30 40
Time (Month)

“|aic=s44 82

—— Selpercatinib
——  Pemetrexed/platinum

Stratifie
Gompe

BIC=556.02

T T ] I T

0 10 20 30 40
Time (Month)

[ 4-3:F&A%D RET BEREFHEINMIIEI SN T 5 LI RIVAFZIEERRITTIYFY

TEN-HBE (RANFER+T 57T 8HF) O £ 4£77RE%

o [=]
- 7 — Selpercatinib -~ 7 — Selpercatinib
— Pemetraxed/platinum — Pemetrexed/platinum
© _| =! © _| e
= o
o ©
o (=]
] <+
o =]
oy _|Exponential o | Weibull
o AlC=451.61 o AIC=450.38
BIC=457.32 BIC=458.04
S g
° N T T T T e N T T | T
0 10 20 30 40 0 10 20 30 40
Time (Month) Time (Month)
q _ o
- — Selpercatinib - — Selpercatinib
— Pemetrexed/platinum —— Pemetrexed/platinum
o] =% @ =4
S 7 o
© | ©
o o
< <
S 7 o
) Stratified
o _Bpllnea’kml o | Weibull
o AlC=451.65 o AlIC=451.80
BIC=483.06 BIC=462.3
e o
° T T | | e 4 T T T T
0 10 20 30 40 0 10 20 30 40
Time (Month) Time (Month)
AIC: Akaike information criterion; BIC: Bayesian information criterion

1.0

00 02 04 06 08

00 02 04 06 08 10

" aic=452.32

—— Selpercatinib
—— Pemetrexad/platinum

Gompertz

BIC=480.88

0 10 20 30 40
Time (Month)

—— Selpercatinib
—— Pemetrexed/platinum
-

Stratified
Gompertz
AlC=454.08
BIC=485.40

T T T I T

0 10 20 30 40
Time (Month)
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Fl= . BREMARKY SRR CHHFSNSEFE SISOV TRRE T - BERESHERSMICK
DEBFHRTOEFISDHEEEHLICK 4-4 RUK 4-5I277,
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% 4-4 BREMRICIIEFRRATOEFRNSORAHL, ERRSGFICIIEFHS(REBETHMN)

Parametric curves
Exponential

Weibull

Gompertz

Spline Knot 1
Stratified Weibull
Stratified Gompertz

BEREMARADI4E
Ea—#R

LRV AF=T

T53FFBR+AANFEF+RLTOYXTT

Median
PFS (in
mts)
24.85
23.93
24.62
25.32
23.93
24.62

21

3 year
survival

37.08%
33.03%
35.20%
38.57%
33.30%
34.95%

30-35%

5 year
survival

19.14%
13.29%
15.15%
21.86%
13.66%
14.55%

15%

10 year
survival

3.66%
1.05%
0.95%
5.68%
1.16%
0.71%

3-5%

20 year
survival

0.13%
0.00%
0.00%
0.45%
0.00%
0.00%

1-5%

Median
PFS (in
mts)
9.90
9.44
9.90
9.21
9.44
9.90

10-11

3 year
survival

8.26%
3.72%
6.50%
8.70%
3.60%
7.32%

15%

5 year
survival

1.57%
0.25%
0.72%
2.03%
0.23%
1.07%

<5%-
5%

10 year
survival

0.02%
0.00%
0.00%
0.06%
0.00%
0.00%

0-<1%

20 yea

r

survival

0.00%
0.00%
0.00%
0.00%
0.00%
0.00%

0-<1%
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& 4-5 BEREMRICIIEFRATOEFIEDORAAL, EREBSMICIIEFRNS (LEFHM)

IRV HAF=T T5FFER+RANFER+RALATOYXTT
Median Median
. 3 year 5 year 10 year 20 year . 3 year 5 year 10 year 20 year
0S (in . . . . OS (in . . . .
) survival survival survival survival survival survival survival survival
Parametric curves mts) mts)
Exponential 52.01 61.97%  45.05% 20.29% 4.12% 20.25 29.33% 12.95% 1.68% 0.03%
Weibull 43.96 58.67% 36.16% 8.69% 0.28% 17.72 18.70% 4.08% 0.05% 0.00%
Gompertz 41.42 57.55% 26.92% 0.08% 0.00% 18.41 18.23% 1.76% 0.00% 0.00%
Spline Knot 1 48.33 60.68% 41.88% 15.74% 1.97% 18.41 23.77% 8.18% 0.49% 0.00%
Stratified Weibull 41.19 56.63% 30.66% 4.11% 0.02% 18.18 21.46% 5.92% 0.16% 0.00%
Stratified Gompertz 39.81 56.25% 21.65% 0.00% 0.00% 19.56 26.14% 8.65% 0.20% 0.00%
BREREMARADIUE
Ea—#R 50-72 60% 45-50% 20% 1-10% 12-24 25-40% 6-17% <1-5% 0-<1%
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R—Rr—Z2SHTIX. ETILOBEEEHEE(AIC, BIC)LEEEEFHM - 2EFHMICETS
BREREMRINSOBEICE SV TTREDEYEHERRLT-,

& 4-6 R—Ry—ASMTHEALE-EFERY

RANLFERF+TS5FF  RLTOYZXTT+ARAR

Endpoint ELRVAF=D 051 L¥ R+ 75578
ERELFHMN L k] b Gl b EE Gk
L4EFHRM L kil bS] b Sk

RLTOY AR T+RANFEF+TSFFRHADEFBRIL. RVT =047 FIVO R & HHEE
EEFHMB LU LEFHMONT R GIRAN F 2R +TS5FF8EF:13.7 MELERORVE
D—=9A3F7 ) ADBRISR) hoEL(H 4-4),

#2$. Model averaging®®) (EHOBERFZEBRHKICOLTAIC IZETVWTEFAFLOBHOLSL
HLEE% THEHL. TOEA ITHWVEFEBOEAFETFEHZREH T 55X ICKVEFBEHZER
. INERWUF A ET2(R4-7) . COFZEIIERDOEAXMDRIFMBLNTF IS
LN A—EIL(FLYT) OFFHEOMRICHERFTEENAVEZHZLAETHS,

R—25—ATCERALE-EFERIIRX 20 EHICHh-2EEEAERMRUVLEEREMICETS
EMROEREZHELTHEY. AIC.BIC LA ETHIRTAETEERBOSMEIZ OV TEREKMN
RUMDBEEEHIEL TS, —F T Model averaging OF i TIXERRBR THRASIN-BEL
BRI T 2D TIEHREDOD ., 2TOHHHNS, AIC IZE K EELLLECHLF S T545EH
WE/IIENTEDLEVSBRATHILNLGFETHLREMELH D,

& 4-7 oFIVA DM TCHEALE-EFRERY

AIC Values Weights

RBEELETNR  24£FURM REBELEFHR  24£FURM

Exponential 540.7 451.6 19% 18%
Weibull 540.2 450.4 24% 32%
Gompertz 542.6 452.3 7% 12%
Spline Knot 1 539.3 451.6 38% 18%
Stratified Weibull 542.2 451.9 9% 15%
Stratified Gompertz 544.6 454.1 3% 5%
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B 4-4: FARD RET BEEGFBEI/MIRTEICHT 52 RIVAFTEERRIFT TR
VF VT SNIHBE (RANFER+TSFFHHA) ORIEBREFIR RV EFHMO PR

Proportion of Patients

KM:

Proportion of Patients

(A) EIZE A FHIR

(selpercatinib = exponential ; pemetrexed plus platinum = exponential)

100%
90%
80%
70%
60%
50%
40%
30%
20%
10%

0% : -
0 20 40 60 80 100 120 140 180
Months

Selpercatinib KM Pem + plat KM

Selpercatinib Pem + Plat Pembro + Pem + Plat

(B) &£ HAM

(selpercatinib = exponential; pemetrexed plus platinum = exponential)

100%
20% |
80%
T0%
60%
50%
40%
30%
20%
10%

0%

0 50 100 150 200 250 300
Months

Pem + plat KM

Selpercatinib wee Pemn + Plat Pembro + Pem + Plat — Selpercatinib KM

Kaplan-Meier; PSM: propensity score matching
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BEEA, LB IEETORIM (Time-to-Treatment Discontinuation, TTD)

N—RT—ATR ABRPLERES SH-HICEEEBLFRENS AL LGN,

BNAICBT2EEERRAEMEL, BRART —2CESWTEL L, ERAOEERE QOLIC
EELGEELRIITAREEOSVEETSRERICEBL. JL—F 3 LULOBEERT. T ARMTHEE
[22%LUEDENHDELD QUIFHBRTHV LN -RE) ERREL-, RETERICHEEITIER
& QOL EDFAD (FHESNTWDIGE) EETIVIZED . RUIDETIILHAIILIZERLT,

BEEZEROHREEEER 4-7IZRT . BILRILAFZIUADETOHRAIZDONT, CAHDT—4
[X.RET ZEZETHEBIZEALIOTIEIAN., MEMRELSNTX. BEEEILRETHHEER
. BEZARELEBEREVRIOHDEBRIZE DR —AThDY LT ) TEht=,

ERABLUV QOLEDRELY . AEERDOMBFEER 4-8 (TR Y, MERMBRESTTIE. BAKE
U QOL EDHA . EESEROMBGEFH I H TR Y T TSN, REREF, THYE
M 10%&LT=,
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£ 4-8 AFER(JL—F3UL)DRERE

FESR
T

=mE

DER QT MRER

B3

& N

& ot

RO R
FS5=UFI/NS50R75—EEM
FRINSGEUBTI/NUR75—E M
{EF+) D L fE

1) BB EE

fith ¢

o/ RGE A EE

YRR AME

=yl

f@k

FRAEIF P BRI A

fit ik 2%

B

B i fiE

IRV AF=T
LIBRETTO-001

N =

RLTAYXIT+RANFER+T5FF
A
KEYNOTE-1892
N = 405
5.19%
0.49%
0.00%
5.68%
6.17%
3.70%
3.70%
0.00%
0.00%
0.25%
0.00%
5.68%
7.90%
15.80%
16.30%
1.48%
5.68%
2.96%
3.46%
0.00%
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RALATOYZXTT+RANFER+TS5FF

ELRIVAF=T 3]

LIBRETTO-001 KEYNOTE-1892
HEER N =l N = 405
AEEEE I 0.00%

2ZOETIVICE, RYRT—=0 287 FIDRICEFNDIRBR (RATOYXTT D KEYNOTE-042 B&LURLTAYXIT - RANLFEFENILRTFF D KEYNOTE-021(Langer et al., 2016))DF
BHERTANEFND. REOHEBRIE. ChoORBRTREL2O. BFNTOD (RIZEREB|BESATLVEN),

Sources: LIBRETTO-001(Lilly data on file 2022); KEYNOTE-189 (17).

£4-9 AFBR(JL—F3LUL)DOEA. QOL {ENOF A LEEFRM - FAMOIE/NERRME

FEER ARV EDOER (M) H# QOLfEMEY  HR(H) Hig
TH#i 280.00 -0.047 5.5 NICE TA621; Disutility: Nafees et
al., 2008(5%); Duration: NICE TA476
oy (Study CA046)
E40))
=mE 4206.00 ER —0.085 15.0 NICE TA428; Disutility: KEYNOTE-
010 (NICE TA428); Duration:
Assumption
DER QT HRER 0.00 0.000 0.0 Assumption
B 0.00 -0.074 23.8 NICE TA621; Disutility: Nafees et

al., 2008(58); Duration: NICE TA306
(PIX301), NICE TA476 (Study
CA046)

| 0.00 -0.074 23.8 NICE TA484; Disutility: Nafees et
al., 2008(58); Duration: Assumption
(same as fatigue)
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HEER
Mgt

W PR 2

FS=UFPI/NSUR
J2x5—E1#Em

FRISFUETI/H
SUAI7x5—E1Em

€512 L e

)2 1 \BRBAE

fiti ¢

i/ MRGRME
YFPBRRAME

-V

ARUrEDOER (M)
0.00

0.00

0.00

0.00

0.00

0.00

782,107.00

0.00
21,669.00

54,114.75

e QOL fEmE

Ll
RN
BER

!
D
BER

—0.085

—0.050

-0.051

-0.051

—0.085

—0.050

—0.008

0.000
—0.090

—-0.073

R (8)

15.0

15.0

14.7

14.7

15.0

15.0

15.0

0.0
15.0

23.8

o g
NICE TA428; Disutility: KEYNOTE-

010 (TA428); Duration: Assumption

NICE TA484; Disutility: Doyle et al.
(2008)(57); Duration: Assumption

NICE TA621; Disutility and
Duration: Assumption (average of
other disutilities)

NICE TA621; Disutility and
Duration: Assumption (average of
other disutilities)

NICE TA428; Disutility: KEYNOTE-
010 (NICE TA428); Duration:
Assumption

NICE TA484; Disutility: TA449;
Duration: Assumption

NICE TA484; Disutility: Marti et al.
(2013)(58); Duration: Assumption

Assumption

NICE TA428, Table 10; Disutility:
Nafees et al., 2008(56); Duration:
Assumption

NICE TA484; Disutility: Nafees et
al., 2008(58); Duration: Assumed
same as fatigue
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HEER
faoK

FERMELF PR E

frif 28

B

Bl fE

MEEEE

ARUrEDOER (M)
0.00

139,107.60

1,102.50

1,987.50

0.00

0.00

i 52

&M
0]
BER

QOL {ED# A
-0.085

—0.090

—0.085

—0.085

—0.090

—0.085

R (8)
15.0

15.0

15.0

15.0

15.0

15.0

o g

NICE TA428; Disutility: KEYNOTE-
010 (NICE TA428); Duration:
Assumption

NICE TA428, Table 10; Disutility:
Nafees et al., 2008(56); Duration:
Assumption

NICE TA428; Disutility: KEYNOTE-
010 (NICE TA428); Duration:
Assumption

NICE TA428; Disutility: KEYNOTE-
010 (NICE TA428); Duration:
Assumption

Assumed same as Febrile
Neutropenia

NICE TA428; Disutility: KEYNOTE-
010 (NICE TA428); Duration:
Assumption

80



4.2.2 QOL fED &+

LIBRETTO-001 $#£8&TlX. European Organisation for Research and Treatment of
Cancer(European Organisation for Research and Treatment of Cancer, EORTC)®
QLQ-C30 version 3.0(18 UL LDEHF)H LU PedsQL(12-17 @D EHE) DT—2FINEL
1zo LIBRETTO-001 B OMRE (X A—RSAUF(E 1 Y4 . B) . F 13 YA(UILET
8 8 BRICEL(~2 AU E)  F 13 A4V LRITERETET 12 8MIE(~3 40
JLZE)IZEORTC QLQ-C30 IEIZELT -, B OKREBICHLIBE T —RIIFLEALEWRESATL
iV, &> T LIBRETTO-001 HEBRMSRHAHIENTELVEERD QOL fEl. NICE [T&5%
TOERMNMRFMOBRTHLIKRERD LEREREFZEAR (EGFR) Bt IE/ Nl RHRE < xF
T34 ANF=T DFHE (TA416. (NICE. 2016)) O THESh - {EZFRALT=.

— AT EMELFIZHF5 QOL X LIBRETTO-001 HBRICTHALT—ANEFETREE
Z%.EORTC QLQ-C30 m»F—%h 5 EORTC-8D M#E = (Rowen et al., 2011)E0%ALV=%
M&. Young et al. (2015)(61)_ Kontodimopoulos et al. (2017)®2E & Marriott et al.
(2017) MR ENFNIRETHIVEL T PILTVXLICHNEHLEZ (K 4-10), 1 DOBERXR
U320TVEVTFIITVXLIZKYEHEN- QOLEN IS, ZBIELMEES X5 Young et
al.CDEDEFRALIz. ChIZEFDE AR OB SAHSFHZE< (ICER Z:BXEHHET )
RTFWERBIRTHDEEZ D

AERRICES QOLENOEELHEL TS, 5#MllIX 4.2.1 AUt REMFD/NFA—20DH
ﬂ':ﬁﬁbf:o

& 4-10 QOL {EDNHTEE — FKiEHDIE/NHHRIME

Hist REELET MEM
TA621 (TA416 D7 YT T—F) 0.794 0.678
SE = 0.0069; N = 486>  SD = 0.314 N = 392

LIBRETTO-001 EORTC data

EORTC-8D 0.87¢ 0.83
(Rowen et al., 2011) SD, 0.11 (N=52, n=225) SD, 0.15 (N=12,
n=29)
Mapped to EQ-5D (Young 0.80¢ 0.75
2015)d SD, 0.16 (N=52, n=224) SD, 0.19 (N=13,
n=30)
Mapped to EQ-5D 0.94¢ 0.83
(Kontodimopoulos, 2017) SD, 0.19 (N=52, n=224) SD, 0.25 (N=13,
n=30)
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Hig RIETLET BEM

Mapped to EQ-5D (Marriott, 0.85¢ 0.79
2017) SD, 0.12 (N=52, n=224) SD, 0.15 (N=13,
n=30)

EORTC = European Organisation for Research and Treatment of Cancer; ERG = evidence review group; N =
number of patients; n = number of assessments; SD = standard deviation; SE = standard error;

TA = technology assessment.

2 AT ANF=T(TAG21) DR ERHEH : FLAURA BRERTIRSKL = EORTC QLQ-C30 ¥—4% (Young et al, 2015) A&
LE=ZLTYXLERANTIVEL L0, BRI OT—2 38 ESh TLVEL, NICE Evidence Review Group #F7=I&
Appraisal Committee 55D (X 1FTLVELY,

b Appraisal Committee’s preferred value in TA621; originally from EQ-5D-5L data collected in the AURA 2
study using the cross-walk, used in TA416.

¢ R—=ZFAHRDT X TOMERTEE

d Using response mapping.

Source: TA621, NICE (64), Lilly data on file, 2022. eortc_8d_irc; eq5d_3l_irc_young; eq5d_3l_konto_irc;
eq5d_3l_marriott_irc; 9 May 2022

4.2.3 BRAD/ISA—20O KM

ETIWICERALEERERBIUVEADHEEE., XE(CRTITIYIVEL—ICKYRE) D
BoN-BREBERMWERICIVARL-. ThThOEMIZ, MESh-ERENSIMELT =,

REFRE

ETIICIE,. BRIV AF=THO RET A BEFEE I IBREBEZRETH-ODRY)—=T
BREADHIA T avEREL,

FH|I2HMS RET MEBEFUNDOBEFEREZRET S (EDHE. LY I(EUNDFT—
EHEFFINRESNSEEZIOND)RERAZ. FFRUVLEEABOBRAELTEDKSICEIRT
BMNIHARSAFTRENGVD, KAWICTHENTIE 4 BEFORE (RARNIVHF=TERE

A1, RET Z8F4W) & 5 BIEEFORE (RET 280) DERIC, RVV—=27 128115 RET Bt
EOFERHZERLTEFIOBRRAICEDSHEELz CRIFUTOLSICTEEL TSI LIZHEET S,

1. RO)—=UTJ12811% RET IBHEEEHL T 5 BIEEFORE(RET 280) OBAEEFH
DERAELBELTNSD,

2. RO—ZU T E T RTOBEOREDEADSL., FFEIDRFTICLHENS (4 BEF
DRE (BIRIWAF=TEKZH. RET Z8FLEL) LS BEFORE(RETZ8L) DESR)
[2DOWTIE. FRIDERERIELTINS,

1OBARERIMD 4 BEFOREEBIET-OH. EHOILEMENRVNEVNSIBZZIFLHYR
B. LOLEN SR CREBLETEHFNZERALTVSBEICRELEBAELIEFZDLE, FH|
[ANDBRAEALG LIz, COEZF EEFFDE AR OFMEICE N THFRIC@MEEZ D,
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K411 [CRD) =T OBHEROHEEL LVRERERAZTRY.
& 4-11 EHRED /NS4

RET @& B =FB1EIE/ AR fH =
A== T Bt R 1.9% (Saito et al. 2016)(65)
#2274 Dx Target 30,000 H(TF&iE&kY 140,000-110,000 H=30,000 A &{RTE)
Test TILF CDX 28D 4 BEFOBRE(LLRILHAF=IKEN . RETZ&F4L)) 110,000

REEM (RET &EF A (ZREEM)
B2DH) 5EEFNHRE (RETEE4) 140,000 F (EEBH)
RHIR

Effil, 2022 £ 4 AOEMBELECRESEFRHBLI-(F 4-12),
®4-12: RHlORELRA

INT IV 1395 —2 =4 ()
EHIE i S
160mg #1H 2[E, 80mg x 1 6,984.50
IRV HF=T .
4 BH AL 40mg x 1 3,680.00
200 mg # 3 @M 1
RLTOYZXTT m. &K 2 FRFE-IE 100 mg 214,498.00
EROETIZES
2 ; 500 m 123,462.00
RARLEEE 500 mg/_m # 3:8R/M g
1@ 100 mg 31,134.00
800 mg 85,510.00
, )
RARLFEE (B RR) >00 mgl/_"l @E 38R 500 mg 56,970.00
100 mg 13,656.00
et 3 50 mg 5,027.00
R — 75 mg/m2% 3 ERIZ
SRTSFY 1E, 4 1OLET 25 mg 3,510.00
10 mg 1,169.00
75 mg/m2% 3 B >0 mg 3:351.00
N = ~ % [=] mg m =] -
DRTSFU (RFER) 1, 4 9 (ILET 25 mg 2,340.00
10 mg 779.00

AENHABNAVLEGERICEALEERES SUVRREROEEEEZR 4-13 27T,



& 4-13 GEBLUVHRENR

T5FFHEN+RANLFEF+ARLT0O) X2 T ARERE LI/ R i

BE
FHEE (kg) 59.1
FEREE(m2)* 1.59

Source: Lt FhF—424#(Medical Data Vision ¥—%, 2008.4-2022.3), Appendix 4-2
* BT —445# (Appendix 4-2)D HBAEEM SRS (http://www.jcoq.ip/doctor/tool/calc.html)

X5 LE=SYLYT

EHBREICETHEMIE 2022 £4 AOEEFBHEOLREBMICESERLEL-, ChiThmz
T. R XEICEIE. BOD 6 MAMDEILRIAF=TOE=L) BRI 7 BHDOILER
DIREERZIELIz, EEFD 1 (L HEYDOHEBERBIER 4-2 ITRLZEYTH S, BB
AORBERETOEBMDE=SYLTITONTIE, RO B RERECEEL-BAIIRL,

HEER
AEEROERAX.T14.2.1 AL -REMFD/NSA—F0OFHMITY,

#®iam

BAROERIT BEROEFITERFELLGVEREL., BERO 1 BIRYOERELTETILTE
ml.zf:o

—RERR T ROFE/NARMEDORERMD/Z—2IX, 2020 £ 6 AICEfESh -5t 3,389
ADIENMBREHEREZAEL 63 AOEMOBECE I, #EEER 4-14 2FT,

& 4-14 —XERET RO IE/NHRMEDRER

TIRILAF=TRE RERZEOBRE

aR ®OBEDEE (%) DEIE (%) 10
Fes%tL 2.10% 29.20% 18.00 8
= ) 0.28% 2.33% 26.07 8
KRLTAYZX<TI 0.56% 3.55% 26.07 38
FTIIVXRT 0.42% 1.67% 21.73 8
Fe4aFtL+5L2 0% 1.40% 50.30% 18.47 @
J
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IR AF=THRE
AR BOBEDEE (%)
RN ZXTT+HILARTS
FU+RANLFER 45.02%
AIWRTSFo+R AR 50.21%
FtR

REFRZBEDESE
DEE (%)

3.70%

9.25%

4R

27.90 38

18.00 &

Source: Cerner Enviza 2020.

EREREICEEL-BA
TRO-—RERRVEZORDEEHOEREROBREERAESBEREMROBRICES
T:?_a_cé‘&éo
& 4-15 @EREBH OFRERO RET MEREFHIEFE/ M EEMEICETS 30 BMH-YD
ERAR
mIAE 1%
TOER  BEN  ToE  sEmad o) MR
ERAR B B% FASARE
SE2DB 1.0 100% 1.0 78% 5,630.00
A x . . r . y
HER X B8 1.0 100% 1.0 61% 1,530.00 L\ s
CT RFv> 1.0 40% 1.0 16% 14,500.00 g zsgsp
DER 1.0 3% 0.0 0% 1300.00 B
TiREE 0.0 0% 5.0 57% 12,850.00 ;232;)
ik 2233 1.0 67% 1.0 28% 10,180.00
BRBR 0.0 0% 2.3 50% 18,583.00
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5. SRR

5.1 EXHH(EAANMRFMEEFTEBTRESN =T REHZLL5H ) DFHR
ERMMRFMEMEBTRESN =D TREAICEDE, HREHICHLTTREDBY D HFZE

%ﬁﬁbf:o

- RELI=24

B ERAMRST BLERAMRLEREHTD)

O BRAS/MESTT IREFEFELTERZLERT D)

5.1.1 EXSHOBHSER. BIDR EHBAHNRL
PHDERELVERDANRITTENRYTHD,

- DHEROER
g BEoE ICER(H
(QALY) (OALY) ZR (M) EHER (M) JOALY)
STl ot SR AT 4.08 2.35 30,657,769 | 16,230,685 | 6,897,950
LB of BR & il 1.72 — (14,427,084 | __— | ——
- BEROWNEROEEM
Sl et &R F T () Ee 8t B ER AT (F)
EHE 22,914,647 10,059,761
EHIEE 72,611 85,337
TRV 8,273 0
EEERDARE 3,896 64,695
INET 22,999,427 10,209,793
BEFRE 1,578,947 0
KEEEE
mIEEN 682,995 282,576
EE 2,201,890 957,349
INEE 2,884,885 1,239,925
FDinEA
%IAE 2,511,809 2,246,619
BAREAE 682,701 730,746
INEE 3,194,510 2,977,366
HWEHR 30,657,769 14,427,084

SFUL AT, FEBAEHR L IO THO L RIS ERBLE, #RELUTFICRE

#HI 5.
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Pembrolizumab

Intervention Selpercatinib
+ platinum

Base Case; PFS = Exponential, OS = Exponential

Total Cost (JPY) 30,657,769 14,427,084
LYs 5.50 2.33
QALYs 4.08 1.72
SA 1; PFS = Weibull, OS = Exponential

Total Cost (JPY) 27,977,047 13,716,454
LYs 5.50 2.33
QALYs 4.03 1.70
SA 2; PFS = Gompertz, OS = Exponential

Total Cost (JPY) 28,437,582 14,200,916
LYs 5.50 2.33
QALYs 4.04 1.71
SA 3; PFS = Spline knot 1, OS = Exponential

Total Cost (JPY) 32,411,986 14,372,029
LYs 5.50 2.33
QALYs 4.10 1.72

SA 4; PFS = Stratified Weibull, OS = Exponential

Total Cost (JPY) 28,116,946 13,695,885
LYs 5.50 2.33
QALYs 4.03 1.70
SA 5; PFS = Stratified Gompertz, OS = Exponential

Total Cost (JPY) 28,202,585 14,303,912
LYs 5.50 2.33
QALYs 4.03 1.72
SA 6; PFS = Exponential, OS = Weibull

Total Cost (JPY) 29,641,575 13,992,472
LYs 4.25 1.80
QALYs 3.23 1.36
SA 7; PFS = Exponential, OS = Gompertz

Total Cost (JPY) 27,453,309 13,925,202
LYs 3.43 1.74
QALYs 2.65 1.32

SA 8; PFS = Exponential, OS = Spline knot 1

+ pemetrexed

Incremental

16,230,685
3.17
2.35

14,260,593
3.17
2.33

14,236,666
3.17
2.32

18,039,957
3.17
2.38

14,421,061
3.17
2.33

13,898,673
3.17
2.32

15,649,104
2.45
1.87

13,528,107
1.69
1.33

ICER
(JpY)

5,124,064
6,897,950

4,502,101
6,124,037

4,494,548
6,126,261

5,695,255
7,575,919

4,552,761
6,185,395

4,387,842
5,999,737

6,375,838
8,370,793

8,004,129
10,193,909
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Pembrolizumab

Intervention Selpercatinib + pemetrexed Incremental
+ platinum

Total Cost (JPY) 30,231,025 14,177,870 16,053,155

LYs 4.97 2.02 2.95

QALYs 3.72 1.52 2.21

SA 9; PFS = Exponential, OS = Stratified Weibull

Total Cost (IPY) 29,120,021 14,079,674 15,040,348

LYs 3.80 1.90 1.90

QALYs 2.92 1.43 1.49

SA 10; PFS = Exponential, OS = Stratified Gompertz

Total Cost (JPY) 26,623,901 14,212,989 12,410,912

LYs 3.24 2.07 1.18

QALYs 2.51 1.54 0.97

SA 11; PFS = Model Average, OS = Model Average, (AIC

Based)

Total Cost (JPY) 29,306,558 13,843,104 15,463,455

LYs 4.38 1.95 2.42

QALYs 3.31 1.46 1.85

SA 12; Generic Prices Used for Pemetrexed and Cisplatin

Total Cost (JPY) 30,024,894 12,253,184 17,771,710

LYs 5.50 2.33 3.17

QALYs 4.08 1.72 2.35

ICER
(JpY)

5,441,993
7,279,058

7,935,320
10,108,427

10,545,767
12,836,636

6,381,438
8,367,155

5,610,569
7,552,877

ICER = incremental cost-effectiveness ratio; NSCLC = non-small cell lung cancer; OS = overall survival;
PFS = progression-free survival; QALY = quality-adjusted life-year; RET = REarranged during Transfection;

SA = scenario analysis.

Note: the table presents mean total expected lifetime costs and outcomes, per patient. Costs and QALYs are

discounted.

EROVFIADHHERODEFHBELITICRT , SAT RU SA10 DA EHE (X PFS DiE
AN BRPTLEOHONTHEITNTLNAN, ChIX OB A TPFS OEFHEHEMN 0SDF
hEEE>1-1-T&HS(PFS DEFREEA 0S DFNELEESLLES. PFS [THF vy TEH

[TTLVB),
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B 5-1 LFUA S EFehiR

A. SA 1; PFS = Weibull, OS = Exponential

100% . . 100%
Progression Free Survival

Overall Survival

0% 90%
20% 80%
2 2
5 0% 5 To%
& oo g 6%
5 b=
g 0% g 50%
T 40% £ 4%
g 30% S 30%
o
20% 20%
10% 10%
0% - 0%
0 50 100 150 200 250 300
Months Months
—— Selpercatinib Pembrolizumab + pemetrexed + carboplatin/cisplatin

B. SA 2; PFS = Gompertz, OS = Exponential
100% Progression Free Survival 100% Overall Survival
90%
80%
70%
60%
50%
40%
30%

Proportion of Patients
Proportion of Patients

20%
10%

0% ———
150 200 250 300 0 50 100 150 200 250 300
Months Months

——Selpercatinib Pembrolizumab + per d + car

P isplatin

C. SA 3; PFS = Spline Knot 1, OS = Exponential

100% . . 100% "
go: Progression Free Survival : Overall Survival
%

90%
80%

80%
70%
60%
50%

70%
60%
50%

40%
30%
20%
10%

40%
30%

Proportion of Patients
Proportion of Patients

20%
10%

0% : 0%
0 50 100 150 200 250 300
Months Months

——Selpercatinib Pembrolizumab + pemetrexed + carboplatin/cisplatin
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D. SA 4; PFS = Stratified Weibull, OS = Exponential

100%

- . 100% .
Progression Free Survival . Overall Survival
90% 90% |
., 80% 80%
2 @
5 0% T 70%
g 80% g 60%
S 50% 2 50%
o
£ 40% % 40%
§ 30% 5 30%
o
20% \ 20%
10% \ 10%
0% — - 0%
0 50 100 150 200 250 300
Months
——Selpercatinib Pembrolizumab + pemetrexed + carboplatin/cisplatin

E. SA 5; PFS = Stratified Gompertz, OS = Exponential

100% . . 100% .
) Progression Free Survival Overall Survival
90% 20%
80%
70%

60%

80%
70%
60%

50% 50%

40% | 40%

30%

Proportion of Patients

30%

Proportion of Patients

20% 20%
10%

0%

10%

i ) 0%
0 50 100 150 200 250 300 0

50 100 150 200 250 300
Months

Months

Selpercatinib ~——Pembrolizumab + pemetrexed + carboplatin/cisplatin

F. SA 6; PFS = Exponential, OS = Weibull

100% . . 100% .
’ Progression Free Survival ’ Overall Survival
90%

80%

\,
=]
*

60%
50%
40%
30%
20%
10%

Proportion of Patients
Proportion of Patients

0%

150 200 250 300
Months

Months

——Selpercatinib —— Pembrolizumab + pemetrexed + carboplatin/cisplatin
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G.SA 7,

Proportion of Patients

H. SA 8;

Proportion of Patients

100%
90%
80%
70%
60%
50%
40%
30%
20%
10%

0%

100%

70%

3 88883
R 2R R=RR

0%

PFS = Exponential, OS = Gompertz

Progression Free Survival

150 200
Months

—— Selpercatinib

Overall Survival

PFS = Exponential, OS = Spline Knot 1

50

Progression Free Survival

100

150 200
Months

—— Selpercatinib

I.SA 9; PFS = Exponential, OS = Stratified Weibull

Proportion of Patients

100%
90%
80%
70%
60%
50%
40%
30%
20%
10%

0%
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J. SA 10; PFS = Exponential, OS = Stratified Gompertz
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5.1.2 BEESH
ARSI TEIRESTDOERERRD,

FENTGA=BIIOVWT—REBRESHEEREL. IBRERETROMN RA—FRIZRLT=,

B 5-2 —RuaBESH

Discount Rate Outcomes
Discount Rate Costs

Subsequent Active Systemic Anticancer Therapy - % after salpercatinib - Bevacizumab, carboplatin,..|
Subsequent Active Systemic Anticancer Therapy - Cost - Bevacizumab, carboplatin, pemetrexed
Subsequent Active Systemic Anticancer Therapy - % after immunotherapy - Docetaxel +ramucirumab
Diagnostic costs - Cost of testing
Subsequent Active Systemic Anticancer Therapy - Cost - Docetaxel +ramucirumab
Health State Costs - Average Weekly Costs - Progressed disease
Subsequent Active Systemic Anticancer Therapy - % after selpercatinib - Carboplatin, pemetrexed
Subsequent Active Systemic Anticancer Therapy - Cost - Carboplatin, pemetrexed
Health State Costs - Average Weekly Costs - Progression-free
Diagnostic costs - Patient population to be screened

Subsequent Active Systemic Anticancer Therapy - % after immunotherapy - Bevacizumab, carboplatin,..|
Subsequent Active Systemic Anticancer Therapy - % after immunotherapy - Pembrolizumab
Subsequent Active Systemic Anticancer Therapy - % after immunctherapy - Carboplatin, pemetrexed
Subsequent Active Systemic Anticancer Therapy - Cost - Pembrolizumab
Subsequent Active Systemic Anticancer Therapy - % after immunctherapy - Nivolumab
Subsequent Active Systemic Anticancer Therapy - % after immunotherapy - Docetaxel
Adverse Event Probability: Pneumonia - Pem + Pembro + Plat
Subsequent Active Systemic Anticancer Therapy - Cost - Nivolumab
Drug Administration Costs - Pembrolizumab + pemetrexed + carboplatin
Subsequent Active Systemic Anticancer Therapy - Cost - Docetaxel

Drug Admini: ion Costs - Selp inib |

Subsequent Active Systemic Anticancer Therapy - % after immunotherapy - Atezolizumab |

Subsequent Active Systemic Anticancer Therapy - Cost - Atezolizumab

] 1,000,000 2,000,000 3,000,000 4,000,000 5,000,000 6,000,000 7,000,000
LowerBound  m Upper Bound ICER IPY per LY Gained)
33X B VAN 75 v N A =z ola ===
HRHNBRESFORR. ERAVERETFELOBTRESIVERAMRZBHMBETELICTT,
B 5-3 fERMBRES
Probabilistic Estimates (per patient)
Totals Incrementals vs. Selpercatinib
Mean LCl ucl Mean LCI ucli
Total expected lifetime cost (JPY, discounted)
Selpercatinib 30,677,311 29,890,589 31,484,372
Pembrolizumab + pemetrexed + carboplatin/cisplatin 14,540,225 12,811,586 16,636,824 16,137,086 14,034,159 18,110,864
Total expected lifetime LYs (di d)
Selpercatinib 5.498 5.498 5.498
Pembrolizumab + pemetrexed + carboplatin/cisplatin 2.342 1.901 2.897 3.156 2,601 3.597
Total expected lifetime QALY (discounted)
Selpercatinib 4.07 3.786 4358
Pembrolizumab + pemetrexed + carboplatin/cisplatin 1.73 1416 2136 2.341 1.919 2.707
Incremental Incremental Cost
Cost per per Incremental
ICERS Incremental LY QALY
Pembrolizumab + pemetrexed + carboplatin/cisplatin 5,112,516 6,892,477
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Appendix 2-1: Medical Data Vision data

Medical Data Vision T—4~"—X (2022 £ 4 A 13 BER)IZEITS . EBEHAREM (RALATOYZXIT - RANFER-TSFFREOR B A EERE) EN
ALF-MEEFIZOVWT, EE—AH-YOHBRATSF AR DHRER

TREOMREMERHIZEYT—2ZHEH L=,
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(x5 AR :2018 £ 12 H~2022 % 1 A]

. RH—E

(E#]12018 F 12 A~2022% 1 A

[(ZFIIRBA OFsE: 80 QRALA: ST QEBRERLA: 50 @ORALA(DOQBLN): &1
& 1:AND 1412102000:[3FIFAbIL—4 (EB03,FI B 2xR) &4 2:AND 1410469000:[GFI7ILA(EL LY, IR LxR) &4 3:AND 1416434000:

BEINRSTSFo(ELLL, FIRERR)

ZR]--FHEL—

[(REIRAMN &% 1:AND C34: R EX RUMDEEHTEM<IES>

HILRTISF |
WHEEST (Madk, £4K) version:1.4.3 | T—A&#&EHH:2022-03-25
HMELZI—F EE T EEEH | 4% | 2% S (M) /8F
1410469000 | [EI7) L% 132 741 124,806,409
1412102000 | BEIFARIL—F 132 | 392 | 218,992,945
1416434000 | [GEINSTS5F 132 566 9,215,144 69,812

. R#—%

(E#]2018 £ 12 A~2022% 1 A

(RFIRBN OFSE: 8 Qks0A: 80 QBRIERLA: 8T @RRLA(DAALNMN): 8T
&4 1:AND 1412102000:[GEIFARIL—5 (EBDE, BB LXER) &4 2:AND 1410469000:[E]7) LA (ELLH, FIREMER) &4 3:AND
1418808000: 154 (Eb54, IR EMR)EINSTSFU(ELLE, FIRERR)

(BR]--SH-mL—

[(RBIFARN &4 1:AND C34: [EX XUV EMFTEYM<ES>

SRISFY |
WHEFEST (Maa, £K) version:1.4.3 | T—2&&E#HH:2022-03-25
MEZI—K LU EREEH | 4% | €% £EE (M) /EE
1410469000 | [FI7') LA 48 | 267 49,045,280
1412102000 | BEIFAFIL—F 48| 144 | 86,612,518
1418808000 | [FIZ>4% 48 272 3,148,395 65,592
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(x5 Ef:2021 F£4 A~2022 F 1 A]

. RE—%

(E#]12021 £4 A~2022 % 1 A

(EFIRBER OFSE: 8€ Q. 80 QRERLA: 8 @RRLA(DABLMN): 8T

&4 1:AND 1412102000:FEIF AR L—4 (EbDE, IR SR HR) &4 2:AND 1410469000:[EI71 LA (EEDE, KB £5R) &4 3:AND 1416434000:

FEINSTSFo(ELLE,FIRERR)
(Bm]--EHEL—

[(REIFARN &4 1:AND C34: [EX R VMO EMFTEYM<ES>

AILRTSFY

RERS (Ratk, £F)

version:1.4.3

T &E¥EEHH2022-03-25

fmBHa—F s REEHR | 4% | £EE EEMA)/BE
1410469000 | [FFI7U L% 39| 183 30,952,350
1412102000 | FFEIFASIL—F 39 96 44,005,531
1416434000 | EIAZTS5FY 39| 138 1,828,353 46,881

. EH—E
(E#E]12021 F£4 A~2022 % 1 A

(EFIRBAN OFSE: 88 Qksurs:

B QRREFHAA: 58 @RALA(DABLMN): 8T

&M 1:AND 1412102000:FEIFAMIL—F (EL L3, FIREXMR) 4 2:AND 1410469000:[FEI7I LR (ELLL, FIREXR) 4 3:AND
1418808000:F 5 4 (£Eb64, FIR LM R)

(BR]--FHEL—

(REIFARN &4 1:AND C34: [EX RV BN EY<ES>

SRATSFY

RARS (Ret, £F)

version:1.4.3

T—H&MEEHHE:2022-03-25

HEBI—F Bt RBEH | H4H% | 2EE) EHE(M)/EE
1410469000 | [FEI7ILE 9 29 5,607,843
1412102000 | [EJFAFL—F 9 16 7,309,648
1418808000 | [EI5v4 9 32 296,805 32,978
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Appendix 3-1: Search strategy

Ovid MEDLINE(R) In-Process & Other Non-Indexed Citations and Ovid MEDLINE(R) <1946 to 2018 June 13>
Table 3-1-1 Search performed on 12th January 2016 (SLR1)

ID Search term Hits
1 Carcinoma, Non-Small-Cell Lung/ 35933
2 nsclc.tw. 23875
3 (nonsmall cell adj2 (lung or pulmonary or bronchial)).tw. 2044
4 (non small cell adj2 (lung or pulmonary or bronchial)).tw. 37605
5 or/1-4 47937
6 (Cisplat$ or abiplatin or bioc#splatinum or blastolem or briplatin or cddp ti or cis ddp or (cis adj2 dichloroplatinum) [ 60751
or cis diamin#chloroplatinum or (cis adj2 platinum) or cis plat$ or cytoplatin or cytosplat or diamine dichloroplatinum
or diam?in#dichloroplatinum or dichlorodiam?ineplatinum or dichlorodiam?ine platinum or Docistin or elvecis or
Kemoplat or lederplatin or Lipoplatin or mpi 5010 or mpi5010 or Neoplatin or niyaplat or nk 801 or noveldexis or nsc
119875 or platamine or platiblastin or platidiam or Platimine or platinex or Platinil or platinol or (platinum adj2
diaminodichloride) or Platinum or (platinum adj2 dichloride) or Platiran or platistil or Platistin or platosin or Randa or
romcis or Sicatem or "spi 077" or Techoplatin).mp
7 (Carboplat$ or blastocarb or boplatex or carbosin or carbotec or carplan or CBDCA or cycloplatin or erbakar or ercar | 14005
or ifacap or jm 8 or kemocarb or nsc 241240 or oncocarbin or paraplatin$ or nealorin or neocarbo or platinwas or
ribocarbo).mp
8 (Gemcitabine or gemcite or gemzar or ly 188011 or ly188011).mp. 11957
9 (Docetaxel or daxotel or dexotel or docefrez or lit 976 or lit976 or nsc 628503 or nsc628503 or oncodocel or rp 56976 | 11681
or rp56976 or taxoter$ or taxoltere metro or texot).mp.
10 | (pemetrexed or alimta or elimta or ly 231514 or ly231514 or ly 231 514 or MTA).mp. 4908
11 | (paclitaxel or "abi 007" or abraxane or anzatax or asotax or biotax or bms 181339 or bms181339 or bristaxol or [ 30185
britaxol or coroxane or Formoxol or genexol or hunxol or ifaxol or infinnium or intaxel or medixel or mitotax or nsc
125973 or nsc125973 or oncogel or onxol or pacitaxel or pacxel or padexol or parexel or paxceed or paxene or paxus
or praxel or taxocris or taxol or taxus or taycovit or yewtaxan).mp.
12 | (bevacizumab or altuzan or avastin or nsc 704856 or nsc704865).mp. 11720
13 | (Erlotinib or cp 358774 or cp358774 or nsc 718781 or nsc718781 or osi 774 or 0si774 or r 1415 or r1415 or | 4591
tarceva).mp.
14 | (ramucirumab or cyramza or imc 1121 orimc 1121b orimc1121 b or imc1121b or ly 3009806 or ly3009806).mp. 174)
15 | (nivolumab or bms 936558 or bms936558 or mdx 1106 or mdx1106 or ono 4538 or ono4538 or opdivo).mp. 304
16 | (Gefitinib or geftinat or iressa or zd 1839 or zd1839).mp. 5198
17 | (Afatinib or bibw 2992 or bibw2992 or gilotrif or tovok or giotrif).mp. 438
18 | (Crizotinib or "pf 02341066" or pf 1066 or pf 2341066 or pf02341066 or pf1066 or pf2341066 or xalkori).mp. 958
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ID Search term Hits

19 | (Pembrolizumab or Keytruda or lambrolizumab or mk 3475 or mk3475).mp. 194

20 |[or/6-19 125501

21 | randomized controlled trial.pt. 403636

22 | controlled clinical trial.pt. 89944

23 | randomized controlled trial/ 403636

24 | random allocation.sh. 84835

25 [ double blind method.sh. 132170

26 | single blind method.sh. 21076

27 | clinical trial/ 495802

28 | clinical trial/ or clinical trial, phase i/ or clinical trial, phase ii/ or clinical trial, phase iii/ or clinical trial, phase iv/ or | 653443

multicenter study/

29 | (clin$ adj25 trial$).ti,ab. 303927

30 | ((singl$ or doubl$ or tripl$ or trebl$) adj25 (blind$ or mask$ or dummy$)).ti,ab. 143805

31 | placebos.sh. 32935

32 | placebos$.ti,ab. 170659

33 | randoms$.ti,ab. 797279

34 | animals/ not (animals/ and humans/) 4137434

35 [or/21-33 1544265

36 | 35 not 34 1407235

37 | 5and 20 and 36 6188
Table 3-1-2 Search performed on 13th June 2018 (SLR2)

ID Searches Results

1 Carcinoma, Non-Small-Cell Lung/ 44806

2 nsclc.tw. 33696

3 (nonsmall cell adj2 (lung or pulmonary or bronchial)).tw. 2488

4 (non small cell adj2 (lung or pulmonary or bronchial)).tw. 50592

5 or/1-4 63170

6 (Cisplat$ or abiplatin or bioc#splatinum or blastolem or briplatin or cddp ti or cis ddp or (cis adj2 dichloroplatinum) | 70481

or cis diamin#chloroplatinum or (cis adj2 platinum) or cis plat$ or cytoplatin or cytosplat or diamine dichloroplatinum
or diam?in#dichloroplatinum or dichlorodiam?ineplatinum or dichlorodiam?ine platinum or Docistin or elvecis or
Kemoplat or lederplatin or Lipoplatin or mpi 5010 or mpi5010 or Neoplatin or niyaplat or nk 801 or noveldexis or
nsc 119875 or platamine or platiblastin or platidiam or Platimine or platinex or Platinil or platinol or (platinum adj2
diaminodichloride) or Platinum diam?in#dichloride or (platinum adj2 dichloride) or Platiran or platistil or Platistin or
platosin or Randa or romcis or Sicatem or "spi 077" or Tecnoplatin).mp.
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ID Searches Results
7 (Carboplat$ or blastocarb or boplatex or carbosin or carbotec or carplan or CBDCA or cycloplatin or erbakar or ercar | 16250
or ifacap or jm 8 or kemocarb or nsc 241240 or oncocarbin or paraplatin$ or nealorin or neocarbo or platinwas or
ribocarbo).mp.
8 (Gemcitabine or gemcite or gemzar or ly 188011 or ly188011).mp. 14845
9 (Docetaxel or daxotel or dexotel or docefrez or lit 976 or lit976 or nsc 628503 or nsc628503 or oncodocel or rp | 14708
56976 or rp56976 or taxoter$ or taxoltere metro or texot).mp.
10 | (pemetrexed or alimta or elimta or ly 231514 or ly231514 or ly 231 514 or MTA).mp. 6572
11 | (paclitaxel or "abi 007" or abraxane or anzatax or asotax or biotax or bms 181339 or bms181339 or bristaxol or | 36062
britaxol or coroxane or Formoxol or genexol or hunxol or ifaxol or infinnium or intaxel or medixel or mitotax or nsc
125973 or nsc125973 or oncogel or onxol or pacitaxel or pacxel or padexol or parexel or paxceed or paxene or paxus
or praxel or taxocris or taxol or taxus or taycovit or yewtaxan).mp.
12 | (bevacizumab or altuzan or avastin or nsc 704856 or nsc704865).mp. 15610
13 | (Erlotinib or cp 358774 or cp358774 or nsc 718781 or nsc718781 or osi 774 or osi774 or r 1415 or r1415 or | 6067
tarceva).mp.
14 | (ramucirumab or cyramza or imc 1121 or imc 1121b orimc1121 b orimc1121b or ly 3009806 or ly3009806).mp. | 467
15 | (nivolumab or bms 936558 or bms936558 or mdx 1106 or mdx1106 or ono 4538 or ono4538 or opdivo).mp. 2344
16 | (Gefitinib or geftinat or iressa or zd 1839 or zd1839).mp. 6481
17 | (Afatinib or bibw 2992 or bibw2992 or gilotrif or tovok or giotrif).mp. 983
18 | (Crizotinib or "pf 02341066" or pf 1066 or pf 2341066 or pf02341066 or pf1066 or pf2341066 or xalkori).mp. 1810
19 | (Pembrolizumab or Keytruda or lambrolizumab or mk 3475 or mk3475).mp. 1663
20 |[or/6-19 154879
21 | randomized controlled trial.pt. 464843
22 | controlled clinical trial.pt. 92516
23 | randomized controlled trial/ 464843
24 | random allocation.sh. 94900
25 [ double blind method.sh. 146744
26 | single blind method.sh. 25422
27 | clinical trial/ 511158
28 | clinical trial/ or clinical trial, phase i/ or clinical trial, phase ii/ or clinical trial, phase iii/ or clinical trial, phase iv/ or | 716873
multicenter study/
29 | (cling adj25 trial$).ti,ab. 389112
30 | ((singl$ or doubl$ or tripl$ or trebl$) adj25 (blind$ or mask$ or dummy#$)).ti,ab. 164514
31 | placebos.sh. 34011
32 | placebos.ti,ab. 196552
33 | randoms$.ti,ab. 986443
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ID Searches Results
34 | animals/ not (animals/ and humans/) 4442967
35 |[or/21-33 1844962
36 |35 not 34 1685859
37 |5 and 20 and 36 7322
38 | limit 37 to yr="2016 -Current" 1031
*Same search strings were run for SLR3
Table 3-1-3 Search performed on 13th June 2018 (additional comparators; SLR2)
ID [ Searches Results
1 Carcinoma, Non-Small-Cell Lung/ 44806
2 nsclc.tw. 33696
3 (nonsmall cell adj2 (lung or pulmonary or bronchial)).tw. 2488
4 (non small cell adj2 (lung or pulmonary or bronchial)).tw. 50592
5 or/1-4 63170
6 (ipilimumab or bms 734016 or bms734016 or "mdx 010" or mdx 101 or mdx010 or mdx101 or strentarga or yervoy | 9042
or CTLA 4).mp.
7 (ticilimumab or cp 675 206 or cp 675206 or cp675 206 or cp675206 or tremelimumab).mp. 206
8 (durvalumab or imfinzi or medi 4736 or medi4736).mp. 180
9 (atezolizumab or mpd| 3280a or mpd|I3280a or rg 7446 or rg7446 or tecentrig or tecntrig).mp. 410
10 | or/6-9 9439
11 [ randomized controlled trial.pt. 464843
12 | controlled clinical trial.pt. 92516
13 | randomized controlled trial/ 464843
14 | random allocation.sh. 94900
15 | double blind method.sh. 146744
16 | single blind method.sh. 25422
17 | clinical trial/ 511158
18 | clinical trial/ or clinical trial, phase i/ or clinical trial, phase ii/ or clinical trial, phase iii/ or clinical trial, phase iv/ or | 716873
multicenter study/
19 | (clin$ adj25 trial$).ti,ab. 389112
20 | ((singl$ or doubl$ or tripl$ or trebl$) adj25 (blind$ or mask$ or dummy$)).ti,ab. 164514
21 | placebos.sh. 34011
22 | placebo$.ti,ab. 196552
23 | randoms$.ti,ab. 986443
24 | animals/ not (animals/ and humans/) 4442967
25 | or/11-23 1844962
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ID | Searches Results
26 | 25 not 24 1685859
27 5and 10 and 26 200
*Same search strings were run for SLR3
EMBASE <1974 to 2018 June 15>
Table 3-1-4 Search performed on 12th January 2016 (SLR1)
ID | Search term Hits
1 *lung non small cell cancer/ 39234
2 nsclc.tw. 42191
3 (nonsmall cell adj2 (lung or pulmonary or bronchial)).ti. 1535
4 (non small cell adj2 (lung or pulmonary or bronchial)).ti. 35552
5 (nonsmall cell adj2 (lung or pulmonary or bronchial)).ab. /freq=2 273
6 (non small cell adj2 (lung or pulmonary or bronchial)).ab. /freq=2 6122
7 or/1-6 60225
8 *cisplatin/ 49001
9 (Cisplat$ or abiplatin or bioc#splatinum or blastolem or briplatin or cddp ti or cis ddp or (cis adj2 dichloroplatinum) | 70866
or cis diamin#chloroplatinum or (cis adj2 platinum) or cis plat$ or cytoplatin or cytosplat or diamine
dichloroplatinum or diam?in#dichloroplatinum or dichlorodiam?ineplatinum or dichlorodiam?ine platinum or
Docistin or elvecis or Kemoplat or lederplatin or Lipoplatin or mpi 5010 or mpi5010 or Neoplatin or niyaplat or nk
801 or noveldexis or nsc 119875 or platamine or platiblastin or platidiam or Platimine or platinex or Platinil or
platinol or (platinum adj2 diaminodichloride) or Platinum diam?in#dichloride or (platinum adj2 dichloride) or
Platiran or platistil or Platistin or platosin or Randa or romcis or Sicatem or “spi 077" or Tecnoplatin).tw.
10 carboplatin/ 10930
11 | (Carboplat$ or blastocarb or boplatex or carbosin or carbotec or carplan or CBDCA or cycloplatin or erbakar or | 19440
ercar or ifacap or jm 8 or kemocarb or nsc 241240 or oncocarbin or paraplatin$ or nealorin or neocarbo or
platinwas or ribocarbo).tw.
12 *gemcitabine/ 9555
13 | (Gemcitabine or gemcite or gemzar or ly 188011 or ly188011).tw. 19156
14 *docetaxel/ 9772
15 | (Docetaxel or daxotel or dexotel or docefrez or lit 976 or lit976 or nsc 628503 or nsc628503 or oncodocel or rp | 20189
56976 or rp56976 or taxoter$ or taxoltere metro or texot).tw.
16 *pemetrexed/ 2154
17 | (pemetrexed or alimta or elimta or ly 231514 or ly231514 or ly 231 514 or MTA).tw. 7407
18 *paclitaxel/ 20708
19 | (paclitaxel or "abi 007" or abraxane or anzatax or asotax or biotax or bms 181339 or bms181339 or bristaxol or | 42884
britaxol or coroxane or Formoxol or genexol or hunxol or ifaxol or infinnium or intaxel or medixel or mitotax or
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ID | Search term Hits
nsc 125973 or nsc125973 or oncogel or onxol or pacitaxel or pacxel or padexol or parexel or paxceed or paxene
or paxus or praxel or taxocris or taxol or taxus or taycovit or yewtaxan).tw.
20 | *bevacizumab/ 10932
21 | (bevacizumab or altuzan or avastin or nsc 704856 or nsc704865).tw. 23141
22 *erlotinib/ 3963
23 (Erlotinib or cp 358774 or cp358774 or nsc 718781 or nsc718781 or osi 774 or 0si774 or r 1415 or r1415 or | 10926
tarceva).tw.
24 | *ramucirumab/ 165
25 | (ramucirumab or cyramza or imc 1121 orimc 1121b orimc1121 b orimc1121b or ly 3009806 or ly3009806).tw. | 487
26 *nivolumab/ 284
27 | (nivolumab or bms 936558 or bms936558 or mdx 1106 or mdx1106 or ono 4538 or ono4538 or opdivo).tw. 813
28 | *gefitinib/ 3688
29 | (Gefitinib or geftinat or iressa or zd 1839 or zd1839).tw. 11041
30 *afatinib/ 401
31 [ (Afatinib or bibw 2992 or bibw2992 or gilotrif or tovok or giotrif).tw. 1229
32 *crizotinib/ 690
33 [ (Crizotinib or “pf 02341066" or pf 1066 or pf 2341066 or pf02341066 or pf1066 or pf2341066 or xalkori).tw. 2305
34 *pembrolizumab/ 168
35 [ (Pembrolizumab or Keytruda or lambrolizumab or mk 3475 or mk3475).tw. 519
36 | or/8-35 194317
37 clinical trial/ 855345
38 | randomized controlled trial/ 391383
39 randomization/ 68692
40 crossover procedure/ 45424
41 double-blind procedure/ 127493
42 | single-blind procedure/ 21258
43 | placebo/ 280499
44 | random$.tw. 1043945
45 rct.tw. 19070
46 | factorial$.tw. 26741
47 | (crossovers$ or cross-overs$).tw. 79575
48 | placebos$.tw. 230453
49 | (double$ adj blind$).tw. 163874
50 | (singl$ adj blind$).tw. 16976
51 | assign$.tw. 277297
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ID | Search term Hits
52 | allocats$.tw. 99954
53 |or/37-52 2054800
54 | animal/ not (animal/ and human/) 1272024
55 | 53 not 54 1994326
56 |7 and 36 and 55 8396
57 | conference.so. 212845
58 | conference paper/ 730145
59 |57 or 58 2840696
60 | 56 not 59 5984
Table 3-1-5 Search performed on 15th June 2018 (SLR2)
ID | Searches Results
1 *lung non small cell cancer/ 39068
2 nsclc.tw. 62122
3 (nonsmall cell adj2 (lung or pulmonary or bronchial)).ti. 1948
4 (non small cell adj2 (lung or pulmonary or bronchial)).ti. 47838
5 (nonsmall cell adj2 (lung or pulmonary or bronchial)).ab. /freq=2 311
6 (non small cell adj2 (lung or pulmonary or bronchial)).ab. /freq=2 7669
7 or/1-6 82947
8 *cisplatin/ 55052
9 (Cisplat$ or abiplatin or bioc#splatinum or blastolem or briplatin or cddp ti or cis ddp or (cis adj2 | 85087
dichloroplatinum) or cis diamin#chloroplatinum or (cis adj2 platinum) or cis plat$ or cytoplatin or cytosplat or
diamine dichloroplatinum or diam?in#dichloroplatinum or dichlorodiam?ineplatinum or dichlorodiam?ine
platinum or Docistin or elvecis or Kemoplat or lederplatin or Lipoplatin or mpi 5010 or mpi5010 or Neoplatin or
niyaplat or nk 801 or noveldexis or nsc 119875 or platamine or platiblastin or platidiam or Platimine or platinex
or Platinil or platinol or (platinum adj2 diaminodichloride) or Platinum diam?in#dichloride or (platinum adj2
dichloride) or Platiran or platistil or Platistin or platosin or Randa or romcis or Sicatem or "spi 077" or
Tecnoplatin).tw.
10 | *carboplatin/ 12579
11 | (Carboplat$ or blastocarb or boplatex or carbosin or carbotec or carplan or CBDCA or cycloplatin or erbakar or | 23895
ercar or ifacap or jm 8 or kemocarb or nsc 241240 or oncocarbin or paraplatin$ or nealorin or neocarbo or
platinwas or ribocarbo).tw.
12 [ *gemcitabine/ 12009
13 | (Gemcitabine or gemcite or gemzar or ly 188011 or ly188011).tw. 24758
14 | *docetaxel/ 12322
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ID | Searches Results
15 | (Docetaxel or daxotel or dexotel or docefrez or lit 976 or lit976 or nsc 628503 or nsc628503 or oncodocel or rp | 25640

56976 or rp56976 or taxoter$ or taxoltere metro or texot).tw.
16 | *pemetrexed/ 2891
17 | (pemetrexed or alimta or elimta or ly 231514 or ly231514 or ly 231 514 or MTA).tw. 10027
18 | *paclitaxel/ 25043
19 | (paclitaxel or "abi 007" or abraxane or anzatax or asotax or biotax or bms 181339 or bms181339 or bristaxol or | 52611

britaxol or coroxane or Formoxol or genexol or hunxol or ifaxol or infinnium or intaxel or medixel or mitotax or

nsc 125973 or nsc125973 or oncogel or onxol or pacitaxel or pacxel or padexol or parexel or paxceed or paxene

or paxus or praxel or taxocris or taxol or taxus or taycovit or yewtaxan).tw.
20 | *bevacizumab/ 14712
21 | (bevacizumab or altuzan or avastin or nsc 704856 or nsc704865).tw. 30181
22 | *erlotinib/ 5127
23 | (Erlotinib or cp 358774 or cp358774 or nsc 718781 or nsc718781 or osi 774 or 0si774 or r 1415 or r1415 or | 13647

tarceva).tw.
24 | *ramucirumab/ 427
25 | (ramucirumab or cyramza orimc 1121 orimc 1121b orimc1121 b orimc1121b or ly 3009806 or ly3009806).tw. | 1033
26 | *nivolumab/ 2524
27 | (nivolumab or bms 936558 or bms936558 or mdx 1106 or mdx1106 or ono 4538 or ono4538 or opdivo).tw. 4829
28 | *gefitinib/ 4615
29 | (Gefitinib or geftinat or iressa or zd 1839 or zd1839).tw. 13271
30 | *afatinib/ 994
31 | (Afatinib or bibw 2992 or bibw2992 or gilotrif or tovok or giotrif).tw. 2420
32 [ *crizotinib/ 1395
33 | (Crizotinib or "pf 02341066" or pf 1066 or pf 2341066 or pf02341066 or pf1066 or pf2341066 or xalkori).tw. 4046
34 | *pembrolizumab/ 1734
35 [ (Pembrolizumab or Keytruda or lambrolizumab or mk 3475 or mk3475).tw. 3643
36 |or/8-35 244484
37 | clinical trial/ 969293
38 | randomized controlled trial/ 506443
39 | randomization/ 78462
40 | crossover procedure/ 55835
41 | double-blind procedure/ 150812
42 | single-blind procedure/ 31631
43 | placebo/ 326584
44 | random$.tw. 1311564
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ID [ Searches Results
45 | rct.tw. 28826
46 | factorial$.tw. 33008
47 | (crossover$ or cross-overs).tw. 94493
48 | placebo$.tw. 275570
49 | (double$ adj blind$).tw. 190316
50 | (singl$ adj blind$).tw. 21294
51 | assign$.tw. 340046
52 | allocat$.tw. 128559
53 | or/37-52 2495983
54 | animal/ not (animal/ and human/) 1410427
55 |53 not 54 2426160
56 |7 and 36 and 55 11082
57 | conference.so. 408541
58 | conference paper/ 770488
59 [57 or58 1169328
60 |56 not 59 9039

61 | limit 60 to yr="2016 -Current" 1642

62 | conference.pt. 3822251
63 |[61 not 62 602

*Same search strings were run for SLR3

Table 3-1-6 Search performed on 15th June 2018 (additional comparators; SLR2)

# Searches Results
1 *lung non small cell cancer/ 39068
2 nsclc.tw. 62122
3 (nonsmall cell adj2 (lung or pulmonary or bronchial)).ti. 1948
4 (non small cell adj2 (lung or pulmonary or bronchial)).ti. 47838
5 (nonsmall cell adj2 (lung or pulmonary or bronchial)).ab. /freq=2 311
6 (non small cell adj2 (lung or pulmonary or bronchial)).ab. /freq=2 7669
7 or/1-6 82947
8 *ipilimumab/ 2394
9 (ipilimumab or bms 734016 or bms734016 or "mdx 010" or mdx 101 or mdx010 or mdx101 or strentarga or yervoy | 12348
or CTLA 4).tw.
10 | *ticilimumab/ 249
11 | (ticilimumab or cp 675 206 or cp 675206 or cp675 206 or cp675206 or tremelimumab).tw. 522
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# | Searches Results
12 | *durvalumab/ 278

13 | (durvalumab or imfinzi or medi 4736 or medi4736).tw. 796

14 | *atezolizumab/ 361

15 | (atezolizumab or mpdl 3280a or mpdI3280a or rg 7446 or rg7446 or tecentriq or tecntrig).tw. 1164

16 | or/8-15 13957
17 |7 and 16 922

18 | clinical trial/ 969293
19 | randomized controlled trial/ 506443
20 | randomization/ 78462
21 | crossover procedure/ 55835
22 | double-blind procedure/ 150812
23 | single-blind procedure/ 31631
24 | placebo/ 326584
25 | randoms$.tw. 1311564
26 | rct.tw. 28826
27 | factorial$.tw. 33008
28 | (crossover$ or cross-overs$).tw. 94493
29 | placebo$.tw. 275570
30 | (double$ adj blind$).tw. 190316
31 [ (singl$ adj blind$).tw. 21294
32 | assign$.tw. 340046
33 | allocat$.tw. 128559
34 |or/18-33 2495983
35 [ animal/ not (animal/ and human/) 1410427
36 | 34 not 35 2426160
37 | conference.so. 408541
38 | conference paper/ 770488
39 | 37 or 38 1169328
40 | 36 not 39 2305502
41 | 17 and 40 309

*Same search strings were run for SLR3
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CENTRAL
Table 3-1-7 Search performed on 12th January 2016 (SLR1)

ID | Search term Hits
1 MeSH descriptor: [Carcinoma, Non-Small-Cell Lung] this term only 2561
2 nsclc:ti,ab 3352
3 ((nonsmall cell) near/2 (lung or pulmonary)):ti,ab 180
4 ((non small cell) near/2 (lung or pulmonary)):ti,ab 40
5 (#1 or #2 or #3 or #4) 4708
6 ((Cisplat*) or (abiplatin) or (biocisplatinum) or (biocysplatinum) or (blastolem) or (briplatin) or (cddp ti) or (cis ddp) | 8414
or (cis near/2 dichloroplatinum) or (cis diamin?chloroplatinum) or (cis near/2 platinum) or (cis plat*) or (cytoplatin) or
(cytosplat) or (diamine dichloroplatinum) or (dia*in?dichloroplatinum) or (dichlorodia*ineplatinum) or (dichlorodia*ine
platinum) or (Docistin) or (elvecis) or (Kemoplat) or (lederplatin) or (Lipoplatin) or (mpi 5010) or (mpi5010) or
(Neoplatin) or (niyaplat) or (nk 801) or (noveldexis) or (nsc 119875) or (platamine) or (platiblastin) or (platidiam) or
(Platimine) or (platinex) or (Platinil) or (platinol) or (platinum near/2 diaminodichloride) or (Platinum dia*in?dichloride)
or (platinum near/2 dichloride) or (Platiran) or (platistil) or (Platistin) or (platosin) or (Randa) or (romcis) or (Sicatem)
or (spi 077) or (Tecnoplatin)):ti,ab, kw
7 ((Carboplat*) or (blastocarb) or (boplatex) or (carbosin) or (carbotec) or (carplan) or (CBDCA) or (cycloplatin) or | 3101
(erbakar) or (ercar) or (ifacap) or (jm 8) or (kemocarb) or (nsc 241240) or (oncocarbin) or (paraplatin$) or (nealorin)
or (neocarbo) or (platinwas) or (ribocarbo)):ti,ab,kw
8 ((Gemcitabine) or (gemcite) or (gemzar) or (ly 188011) or (ly188011)):ti,ab,kw 2128
9 ((Docetaxel) or (daxotel) or (dexotel) or (docefrez) or (lit 976) or (lit976) or (nsc 628503) or (nsc628503) or | 2796
(oncodocel) or (rp 56976) or (rp56976) or (taxoter$) or (taxoltere metro) or (texot)):ti,ab,kw
10 | (pemetrexed) or (alimta) or (elimta) or (ly 231514) or (ly231514) or (ly 231 514) or (MTA):ti,ab,kw 742
11 | ((paclitaxel) or (abi 007) or (abraxane) or (anzatax) or (asotax) or (biotax) or (bms 181339) or (bms181339) or | 4291
(bristaxol) or (britaxol) or (coroxane) or (Formoxol) or (genexol) or (hunxol) or (ifaxol) or (infinnium) or (intaxel) or
(medixel) or (mitotax) or (nsc 125973) or (nsc125973) or (oncogel) or (onxol) or (pacitaxel) or (pacxel) or (padexol)
or (parexel) or (paxceed) or (paxene) or (paxus) or (praxel) or (taxocris) or (taxol) or (taxus) or (taycovit) or
(yewtaxan)):ti,ab,kw
12 | ((bevacizumab) or (altuzan) or (avastin) or (nsc 704856) or (nsc704865)):ti,ab, kw 1816
13 | ((Erlotinib) or (cp 358774) or (cp358774) or (nsc 718781) or (nsc718781) or (osi 774) or (osi774) or (r 1415) or | 557
(r1415) or (tarceva)):ti,ab,kw
14 | ((ramucirumab) or (cyramza) or (imc 1121) or (imc 1121b) or (imcl121 b) or (imc1121b) or (ly 3009806) or | 45
(ly3009806)):ti,ab, kw
15 | ((nivolumab) or (bms 936558) or (bms936558) or (mdx 1106) or (mdx1106) or (ono 4538) or (ono4538) or | 33
(opdivo)):ti,ab, kw
16 | ((Gefitinib) or (geftinat) or (iressa) or (zd 1839) or (zd1839)):ti,ab,kw 358
17 | ((Afatinib) or (bibw 2992) or (bibw2992) or (gilotrif) or (tovok) or (giotrif)):ti,ab,kw 80
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ID [ Search term Hits
18 | ((Crizotinib) or (pf 02341066) or (pf 1066) or (pf 2341066) or (pf02341066) or (pfl066) or (pf2341066) or | 23
(xalkori)):ti,ab, kw
19 | (Pembrolizumab or Keytruda or lambrolizumab or (mk 3475) or mk3475):ti,ab, kw 25
20 | #6 or #7 or #8 or #9 or #10 or #11 or #12 or #13 or #14 or #15 or #16 or #17 or #18 or #19 17495
21 | #5 and #20 2974
22 | #21 in Trials 2709
Table 3-1-8 Search performed on 18th June 2018 (SLR2)
ID | Search term Hits
1 MeSH descriptor: [Carcinoma, Non-Small-Cell Lung] this term only 4143
2 nsclc:ti,ab 5893
3 ((nonsmall cell) near/2 (lung or pulmonary)):ti,ab 283
4 ((non small cell) near/2 (lung or pulmonary)):ti,ab 81
5 (#1 or #2 or #3 or #4) 7917
6 ((Cisplat*) or (abiplatin) or (biocisplatinum) or (biocysplatinum) or (blastolem) or (briplatin) or (cddp ti) or (cis | 11416
ddp) or (cis near/2 dichloroplatinum) or (cis diamin?chloroplatinum) or (cis near/2 platinum) or (cis plat*) or
(cytoplatin) or (cytosplat) or (diamine dichloroplatinum) or (dia*in?dichloroplatinum) or (dichlorodia*ineplatinum)
or (dichlorodia*ine platinum) or (Docistin) or (elvecis) or (Kemoplat) or (lederplatin) or (Lipoplatin) or (mpi 5010)
or (mpi5010) or (Neoplatin) or (niyaplat) or (nk 801) or (noveldexis) or (nsc 119875) or (platamine) or (platiblastin)
or (platidiam) or (Platimine) or (platinex) or (Platinil) or (platinol) or (platinum near/2 diaminodichloride) or
(Platinum dia*in?dichloride) or (platinum near/2 dichloride) or (Platiran) or (platistil) or (Platistin) or (platosin) or
(Randa) or (romcis) or (Sicatem) or (spi 077) or (Tecnoplatin)):ti,ab,kw
7 ((Carboplat*) or (blastocarb) or (boplatex) or (carbosin) or (carbotec) or (carplan) or (CBDCA) or (cycloplatin) or | 5064
(erbakar) or (ercar) or (ifacap) or (jm 8) or (kemocarb) or (nsc 241240) or (oncocarbin) or (paraplatin$) or
(nealorin) or (neocarbo) or (platinwas) or (ribocarbo)):ti,ab,kw
8 ((Gemcitabine) or (gemcite) or (gemzar) or (ly 188011) or (Ily188011)):ti,ab,kw 3994
9 ((Docetaxel) or (daxotel) or (dexotel) or (docefrez) or (lit 976) or (lit976) or (nsc 628503) or (nsc628503) or | 4919
(oncodocel) or (rp 56976) or (rp56976) or (taxoter$) or (taxoltere metro) or (texot)):ti,ab,kw
10 | (pemetrexed) or (alimta) or (elimta) or (ly 231514) or (ly231514) or (ly 231 514) or (MTA):ti,ab, kw 1558
11 | ((paclitaxel) or (abi 007) or (abraxane) or (anzatax) or (asotax) or (biotax) or (bms 181339) or (bms181339) or | 7350
(bristaxol) or (britaxol) or (coroxane) or (Formoxol) or (genexol) or (hunxol) or (ifaxol) or (infinnium) or (intaxel)
or (medixel) or (mitotax) or (nsc 125973) or (nsc125973) or (oncogel) or (onxol) or (pacitaxel) or (pacxel) or
(padexol) or (parexel) or (paxceed) or (paxene) or (paxus) or (praxel) or (taxocris) or (taxol) or (taxus) or (taycovit)
or (yewtaxan)):ti,ab, kw
12 | ((bevacizumab) or (altuzan) or (avastin) or (nsc 704856) or (nsc704865)):ti,ab, kw 4114
13 | ((Erlotinib) or (cp 358774) or (cp358774) or (nsc 718781) or (nsc718781) or (osi 774) or (osi774) or (r 1415) or | 1192
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ID | Search term Hits
(r1415) or (tarceva)):ti,ab,kw

14 | ((ramucirumab) or (cyramza) or (imc 1121) or (imc 1121b) or (imc1121 b) or (imc1121b) or (ly 3009806) or | 248
(ly3009806)):ti,ab, kw

15 [ ((nivolumab) or (bms 936558) or (bms936558) or (mdx 1106) or (mdx1106) or (ono 4538) or (ono4538) or | 808
(opdivo)):ti,ab,kw

16 | ((Gefitinib) or (geftinat) or (iressa) or (zd 1839) or (zd1839)):ti,ab,kw 713

17 | ((Afatinib) or (bibw 2992) or (bibw2992) or (gilotrif) or (tovok) or (giotrif)):ti,ab,kw 265

18 | ((Crizotinib) or (pf 02341066) or (pf 1066) or (pf 2341066) or (pf02341066) or (pfl1066) or (pf2341066) or | 207
(xalkori)):ti,ab, kw

19 | (Pembrolizumab or Keytruda or lambrolizumab or (mk 3475) or mk3475):ti,ab,kw 632

20 | #6 or #7 or #8 or #9 or #10 or #11 or #12 or #13 or #14 or #15 or #16 or #17 or #18 or #19 29229

21 | #5 and #20 5022

22 | #21 Publication Year from 2016 to 2018 1128

*Same search strings were run for SLR3
Table 3-1-9 Search performed on 18th June 2018 (additional comparators; SLR2)

ID Search term Hits

1 MeSH descriptor: [Carcinoma, Non-Small-Cell Lung] this term only 4143

2 nsclc:ti,ab 5893

3 ((nonsmall cell) near/2 (lung or pulmonary)):ti,ab 283

4 ((non small cell) near/2 (lung or pulmonary)):ti,ab 81

5 (#1 or #2 or #3 or #4) 7917

6 (ipilimumab or bms 734016 or bms734016 or "mdx 010" or mdx 101 or mdx010 or mdx101 or strentarga or yervoy | 860
or CTLA 4):ti,ab kw

7 (ticilimumab or cp 675 206 or cp 675206 or cp675 206 or cp675206 or tremelimumab):ti,ab, kw 124

8 (durvalumab or imfinzi or medi 4736 or medi4736):ti,ab,kw 195

9 (atezolizumab or mpd| 3280a or mpdI3280a or rg 7446 or rg7446 or tecentriq or tecntriq):ti,ab,kw 257

10 | #6 or #7 or #8 or #9 1257

11 | #5 and #10 221

12 | #11 in Trials 220

*Same search strings were run for SLR3
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PubMed
Table 3-1-10 Search performed on 12th January 2016 (SLR1)

biocysplatinum[Title/Abstract] OR blastolem[Title/Abstract] OR briplatin[Title/Abstract] OR cddp[Title/Abstract]
OR cis ddp|[Title/Abstract] OR cis diamine dichloroplatinum[Title/Abstract] OR cis
diaminechloroplatinum([Title/Abstract] OR cis diaminedichloroplatinum[Title/Abstract] OR cis diammine
dichloroplatinum([Title/Abstract] OR cis diamminedichloroplatinum[Title/Abstract] OR cis
dichloridiammineplatinum[Title/Abstract] OR <cis dichloroadiamine platinum[Title/Abstract] OR cis
dichlorodiamine platinum[Title/Abstract] OR cis dichlorodiammineplatinum[Title/Abstract] OR cis platinous
diamino dichloride[Title/Abstract] OR <cis platinum[Title/Abstract] OR cisplatine[Title/Abstract] OR
cisplatino[Title/Abstract] OR cisplatinum[Title/Abstract] OR cisplatyl[Title/Abstract] OR citoplatino[Title/Abstract]
OR cytoplatin[Title/Abstract] OR cytosplat[Title/Abstract] OR diamine dichloroplatinum[Title/Abstract] OR
diaminodichloroplatinum[Title/Abstract] OR diamminedichloroplatinum[Title/Abstract] OR dichlorodiamine
platinum[Title/Abstract] OR dichlorodiammineplatinum[Title/Abstract] OR docistin[Title/Abstract] OR
elvecis[Title/Abstract] OR kemoplat[Title/Abstract] OR lederplatin[Title/Abstract] OR lipoplatin[Title/Abstract] OR
mpi 5010[Title/Abstract] OR mpi5010[Title/Abstract] OR neoplatin[Title/Abstract] OR niyaplat[Title/Abstract] OR
nk 801[Title/Abstract] OR noveldexis[Title/Abstract] OR nsc 119875[Title/Abstract] OR platamine[Title/Abstract]
OR platiblastin[Title/Abstract] OR platidiam[Title/Abstract] OR platimine[Title/Abstract] OR
platinex[Title/Abstract] OR platinil[Title/Abstract] OR platinol[Title/Abstract] OR platinoxan[Title/Abstract] OR
platinum diamine dichloride[Title/Abstract] OR platinum diaminedichloride[Title/Abstract] OR platinum
diaminodichloride[Title/Abstract] OR platinum diamminedichloride[Title/Abstract] OR platiran[Title/Abstract] OR
platistil[Title/Abstract] OR platistin[Title/Abstract] OR platosin[Title/Abstract] OR randa[Title/Abstract] OR
romcis[Title/Abstract] OR sicatem[Title/Abstract] OR spi 077[Title/Abstract] OR tecnoplatin[Title/Abstract])) OR
(Carboplatin[Title/Abstract] OR Blastocarb[Title/Abstract] OR boplatex[Title/Abstract] OR
carboplat[Title/Abstract] OR carboplatino[Title/Abstract] OR carbosin[Title/Abstract] OR carbotec[Title/Abstract]
OR carplan[Title/Abstract] OR CBDCA[Title/Abstract] OR cycloplatin[Title/Abstract] OR erbakar[Title/Abstract] OR
ercar[Title/Abstract] OR ifacap[Title/Abstract] OR jm 8[Title/Abstract] OR kemocarb[Title/Abstract] OR nsc
241240[Title/Abstract] OR oncocarbin[Title/Abstract] OR paraplatin[Title/Abstract] OR paraplatine[Title/Abstract]
OR neolorin[Title/Abstract] OR neocarbo[Title/Abstract] OR platinwas[Title/Abstract] OR
ribocarbo[Title/Abstract])) OR (Gemcitabine[Title/Abstract] OR Difluorodeoxycytidine[Title/Abstract] OR
Gemcite[Title/Abstract] OR Gemzar[Title/Abstract] OR ly 188011[Title/Abstract] OR ly188011[Title/Abstract]))
OR (Docetaxel[Title/Abstract] OR daxotel[Title/Abstract] OR dexotel[Title/Abstract] OR docefrez[Title/Abstract]
OR lit 976[Title/Abstract] OR |it976[Title/Abstract] OR nsc 628503[Title/Abstract] OR nsc628503[Title/Abstract]

ID | Search term Hits

1 Search (publisher[sb] NOT pubstatusnihms NOT pubstatuspmcsd NOT pmcbook) OR (pubstatusaheadofprint) 416271

2 Search ((nsclc[Title/Abstract])) OR ((((non small cell[Title/Abstract]) OR nonsmall cell[Title/Abstract])) AND | 43273
(((lung[Title/Abstract]) OR pulmonary[Title/Abstract]) OR bronchial[Title/Abstract]))

3 Search ((((((Cisplatin[Title/Abstract] OR Abiplatin[Title/Abstract] OR biocisplatinum[Title/Abstract] OR | 90201
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ID

Search term

Hits

OR oncodocel[Title/Abstract] OR rp 56976[Title/Abstract] OR rp56976[Title/Abstract] OR taxoter[Title/Abstract]
OR taxotere[Title/Abstract] OR texot[Title/Abstract])) OR (pemetrexed[Title/Abstract] OR Alimta[Title/Abstract]
OR Elimta[Title/Abstract] OR ly 231514[Title/Abstract] OR |ly231514[Title/Abstract] OR MTA[Title/Abstract] OR
Ly 231 514[Title/Abstract])) @ OR (bevacizumab[Title/Abstract] @ OR  Altuzan[Title/Abstract] OR
Avastin[Title/Abstract] OR nsc 704865[Title/Abstract] OR nsc704865[Title/Abstract])

Search  (((((((paclitaxel[Title/Abstract] OR abi 007[Title/Abstract] OR abi007[Title/Abstract] OR
abraxane[Title/Abstract] OR anzatax[Title/Abstract] OR asotax[Title/Abstract] OR biotax[Title/Abstract] OR bms
181339([Title/Abstract] OR bms181339[Title/Abstract] OR bristaxol[Title/Abstract] OR britaxol[Title/Abstract] OR
coroxane[Title/Abstract] OR formoxol[Title/Abstract] OR genexol[Title/Abstract] OR hunxol[Title/Abstract] OR
ifaxol[Title/Abstract] OR infinnium[Title/Abstract] OR intaxel[Title/Abstract] OR medixel[Title/Abstract] OR
mitotax[Title/Abstract] OR nsc 125973[Title/Abstract] OR nsc125973[Title/Abstract] OR oncogel[Title/Abstract]
OR onxol[Title/Abstract] OR pacitaxel[Title/Abstract] OR pacxel[Title/Abstract] OR padexol[Title/Abstract] OR
parexel[Title/Abstract] OR paxceed[Title/Abstract] OR paxene[Title/Abstract] OR paxus[Title/Abstract] OR
praxel[Title/Abstract] OR taxocris[Title/Abstract] OR taxol[Title/Abstract] OR taxus[Title/Abstract] OR
taycovit[Title/Abstract] OR yewtaxan[Title/Abstract])) OR (erlotinib[Title/Abstract] OR cp 358774[Title/Abstract]
OR cp358774[Title/Abstract] OR nsc 718781[Title/Abstract] OR nsc718781[Title/Abstract] OR osi
774[Title/Abstract] OR o0si774[Title/Abstract] OR r 1415[Title/Abstract] OR r1415[Title/Abstract] OR
tarceva[Title/Abstract])) OR (ramucirumab[Title/Abstract] OR Cyramza[Title/Abstract] OR "imc 1121
b"[Title/Abstract] OR imc 1121b[Title/Abstract] OR "imc1121 b"[Title/Abstract] OR imc1121b[Title/Abstract] OR
"ly 3009806"[Title/Abstract] OR |y3009806[Title/Abstract])) OR (nivolumab[Title/Abstract] OR bms
936558[Title/Abstract] OR bms936558[Title/Abstract] OR mdx 1106[Title/Abstract] OR mdx1106[Title/Abstract]
OR ono 4538[Title/Abstract] OR ono4538[Title/Abstract] OR opdivo[Title/Abstract])) OR (Gefitinib[Title/Abstract]
OR geftinat[Title/Abstract] OR iressa[Title/Abstract] OR zd 1839[Title/Abstract] OR zd1839[Title/Abstract])) OR
(Afatinib[Title/Abstract] OR bibw 2992[Title/Abstract] OR bibw2992[Title/Abstract] OR gilotrif[Title/Abstract] OR
tovok[Title/Abstract] OR giotrif[Title/Abstract])) OR (Crizotinib[Title/Abstract] OR pf 02341066[Title/Abstract] OR
pf 1066[Title/Abstract] OR pf 2341066([Title/Abstract] OR pf02341066[Title/Abstract] OR pf1066[Title/Abstract]
OR pf2341066[Title/Abstract] OR xalkori[Title/Abstract])

34782

Search (#3) OR #4

114533

Search ((#1) AND #2) AND #5

188
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Search for conference proceedings

EMBASE <1974 to 2018 July 23>
The following conferences were searched: 50th Annual Meeting of the American Society of Clinical Oncology (ASCO 2014) and 51st
Annual Meeting of the American Society of Clinical Oncology (ASCO 2015).

Table 3-1-11 Searches performed on January 25th 2016 (SLR1)

ID [ Search term Hits

1 ELCC 2014.so. 132

2 ECC 2015.s0. 2031
3 2014 Annual Meeting of the American Society of Clinical Oncology.so. 4828
4 2015 Annual Meeting of the American Society of Clinical Oncology.so. 5881
5 or/1-4 12872
6 *lung non small cell cancer/ 39243
7 nsclc.tw. 42429
8 (nonsmall cell adj2 (lung or pulmonary or bronchial)).ti. 1541
9 (non small cell adj2 (lung or pulmonary or bronchial)).ti. 35722
10 [ (nonsmall cell adj2 (lung or pulmonary or bronchial)).ab. /freq=2 274
11 | (non small cell adj2 (lung or pulmonary or bronchial)).ab. /freq=2 6148
12 | or/6-11 60517
13 | *cisplatin/ 49077

14 | (Cisplat$ or abiplatin or bioc#splatinum or blastolem or briplatin or cddp ti or cis ddp or (cis adj2 dichloroplatinum) | 71129
or cis diamin#chloroplatinum or (cis adj2 platinum) or cis plat$ or cytoplatin or cytosplat or diamine dichloroplatinum
or diam?in#dichloroplatinum or dichlorodiam?ineplatinum or dichlorodiam?ine platinum or Docistin or elvecis or
Kemoplat or lederplatin or Lipoplatin or mpi 5010 or mpi5010 or Neoplatin or niyaplat or nk 801 or noveldexis or nsc
119875 or platamine or platiblastin or platidiam or Platimine or platinex or Platinil or platinol or (platinum adj2
diaminodichloride) or Platinum diam?in#dichloride or (platinum adj2 dichloride) or Platiran or platistil or Platistin or
platosin or Randa or romcis or Sicatem or "spi 077" or Tecnoplatin).tw.

15 | *carboplatin/ 10946
16 | (Carboplat$ or blastocarb or boplatex or carbosin or carbotec or carplan or CBDCA or cycloplatin or erbakar or ercar | 19490
or ifacap or jm 8 or kemocarb or nsc 241240 or oncocarbin or paraplatin$ or nealorin or neocarbo or platinwas or
ribocarbo).tw.

17 | *gemcitabine/ 9580
18 | (Gemcitabine or gemcite or gemzar or ly 188011 or ly188011).tw. 19234
19 | *docetaxel/ 9801

20 | (Docetaxel or daxotel or dexotel or docefrez or lit 976 or lit976 or nsc 628503 or nsc628503 or oncodocel or rp 56976 | 20259
or rp56976 or taxoter$ or taxoltere metro or texot).tw.
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ID | Search term Hits
21 | *pemetrexed/ 2162
22 | (pemetrexed or alimta or elimta or ly 231514 or ly231514 or ly 231 514 or MTA).tw. 7455
23 | *paclitaxel/ 20763
24 | (paclitaxel or "abi 007" or abraxane or anzatax or asotax or biotax or bms 181339 or bms181339 or bristaxol or | 43051
britaxol or coroxane or Formoxol or genexol or hunxol or ifaxol or infinnium or intaxel or medixel or mitotax or nsc
125973 or nsc125973 or oncogel or onxol or pacitaxel or pacxel or padexol or parexel or paxceed or paxene or paxus
or praxel or taxocris or taxol or taxus or taycovit or yewtaxan).tw.
25 | *bevacizumab/ 10962
26 | (bevacizumab or altuzan or avastin or nsc 704856 or nsc704865).tw. 23235
27 | *erlotinib/ 3977
28 | (Erlotinib or cp 358774 or cp358774 or nsc 718781 or nsc718781 or osi 774 or 0si774 or r 1415 or r1415 or | 10969
tarceva).tw.
29 | *ramucirumab/ 166
30 | (ramucirumab or cyramza or imc 1121 or imc 1121b orimc1121 b or imc1121b or ly 3009806 or ly3009806).tw. 493
31 | *nivolumab/ 294
32 | (nivolumab or bms 936558 or bms936558 or mdx 1106 or mdx1106 or ono 4538 or ono4538 or opdivo).tw. 836
33 | *gefitinib/ 3697
34 | (Gefitinib or geftinat or iressa or zd 1839 or zd1839).tw. 11064
35 | *afatinib/ 408
36 | (Afatinib or bibw 2992 or bibw2992 or gilotrif or tovok or giotrif).tw. 1240
37 | *crizotinib/ 700
38 | (Crizotinib or "pf 02341066" or pf 1066 or pf 2341066 or pf02341066 or pf1066 or pf2341066 or xalkori).tw. 2328
39 | *pembrolizumab/ 181
40 | (Pembrolizumab or Keytruda or lambrolizumab or mk 3475 or mk3475).tw. 551
41 | or/13-40 195093
42 | clinical trial/ 856401
43 | randomized controlled trial/ 393047
44 | randomization/ 69020
45 | crossover procedure/ 45729
46 | double-blind procedure/ 127998
47 | single-blind procedure/ 21363
48 | placebo/ 281745
49 | randoms$.tw. 1049678
50 | rct.tw. 19258
51 | factorial$.tw. 26878
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ID [ Search term Hits

52 | (crossover$ or cross-overs$).tw. 79974

53 | placebo$.tw. 231749

54 | (double$ adj blind$).tw. 164717

55 | (singl$ adj blind$).tw. 17088

56 | assign$.tw. 278725

57 | allocat$.tw. 100486

58 [ or/42-57 2063507

59 | animal/ not (animal/ and human/) 1276973

60 | 58 not 59 2002575

61 |12 and 41 and 60 8410

62 |5and61 201
Table 3-1-12 Searches performed on July 23rd 2018 (SLR2)

# Searches Results

1 *lung non small cell cancer/ 39124

2 nsclc.tw. 62806

3 (nonsmall cell adj2 (lung or pulmonary or bronchial)).ti. 1963

4 (non small cell adj2 (lung or pulmonary or bronchial)).ti. 48321

5 (nonsmall cell adj2 (lung or pulmonary or bronchial)).ab. /freq=2 311

6 (non small cell adj2 (lung or pulmonary or bronchial)).ab. /freq=2 7754

7 or/1-6 83765

8 AACR 2016.s0. 5641

9 ELCC 2016.so0. 216

10 | ELCC 2017.so. 169

11 | ELCC 2018.so0. 225

12 [ 18th World Conference on Lung Cancer.so. 1928

13 | ESMO 2016.so. 2054

14 | ESMO 2017.so. 2718

15 [ 4th ESMO Symposium on Immuno-Oncology.so. 56

16 | ESMO Immuno Oncology Congress 2017.so. 98

17 | ASCO 2016.s0. 4685

18 [ 2017 Annual Meeting of the American Society of Clinical Oncology, ASCO.so. 4734

19 | or/8-18 22524

20 |7 and 19 3226

21 randomized controlled trial/ 511149
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22 (random* or RCT).ti,ab. 1328770
23 [21or22 1427540
24 | 20 and 23 564

*Same search strings were run for SLR3
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Hand search

Table 3-1-13 Searches were performed between 18th June to 20th June 2018 (SLR2)

Conference

Search

European Lung Cancer Conference (ELCC) 2015

https://annonc.oxfordjournals.org/content/26/suppl_1/local/com
plete-issue.pdf

An abstract booklet was downloaded from the oxford journals
website and the pdf was screened against eligibility criteria

European Society for Medical Oncology (ESMO) 2014

http://annonc.oxfordjournals.org/content/25/suppl_4.toc#Submi
ttedabstracts

All titles from the following sections from an online source of the
oxford journals website were screened against eligibility criteria:
Submitted abstract

NSCLC, locally advanced

NSCLC, metastatic

Late-breaking and press abstracts

16th World Conference on Lung Cancer (WCLC) 2015

http://wclc2015.iaslc.org/wp-content/uploads/2015/11/WCLC-
2015-Abstract-Book_vF _FOR-JTO-Website low-res_REV-NOV-
2015.pdf

The abstract booklet was downloaded from the International
Association for the Study of Lung Cancer (IASLC) website.

The keywords, ‘random’ and ‘RCT’ were typed into the search box
and search results were screened against eligibility criteria
Number of hits for ‘random’: 738

Number of hits for ‘RCT": 65

17th World Conference on Lung Cancer (WCLC) 2016

The abstract booklet was provided by the client and the pdf was
screened against eligibility criteria

American Association for Cancer Research (AACR) 2017

The abstract booklet was provided by the client and the pdf was
screened against eligibility criteria

American Association for Cancer Research (AACR) 2018

The abstract booklet was provided by the client and the pdf was
screened against eligibility criteria

American Society of Clinical Oncology (ASCO) 2018
https://meetinglibrary.asco.org/results/%28Keywords:non-
small%20cell%20lung%20cancer%20and%20Keywords:phase%
29

The keywords, ‘non-small cell lung cancer’ and ‘phase’ were typed
into the search box and search results were screened against
eligibility criteria
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Table 3-1-14 MEDLINE, Search conducted on 30th July 2021 (SLR4)

# Preliminary search strings Results
1 exp lung neoplasms/ 246177
> (non-small cell lung cancer or nonsmall cell lung cancer or NSCLC or nonsmall-cell lung cancer or non-small-cell lung
cancer).tw, kw. 71904
3 ((Lung or bronchial or pulmonary) and (non-small-cell or nonsmall-cell or non-small cell)).tw, kw. 72658
4 ((lung$ or bronch* or pulmonary) adj3 (adenocarcinoma* or cancer* or carcinoma* or neoplasm* or tumour* or
tumor®)).tw, kw. 253294
5 lor2or3oré4 334105
6 (metasta™® or advanced or stage IIIB or stage IV or stage 4 or stage four).tw,kw. 965932
7 5and 6 99703
8 (first line therapy or first-line or first line or 1st line or untreated or treatment naive or previously untreated or first-
line to progression or first line to progression).tw,kw. 279609
9 7 and 8 7152
(selpercatinib or LY3527723 or LY-3527723 or LY 3527723 or LOX0-292 or LOXO 292 or LOX0292 or RETEVMOTM
10 | or RETEVMO TM or RETSEVMO or Pralsetinib or blue-667 or blue 667 or blue667 or blu 667 or blu-667 or blu667 or
cs-3009 or cs 3009 or cs3009 or gavreto or RET inhibitor or RET inhibitors).mp. 234
11 | *cisplatin/ 22501
(Cisplat$ or abiplatin or bioc#splatinum or blastolem or briplatin or cddp ti or cis ddp or (cis adj2 dichloroplatinum)
or cis diamin#chloroplatinum or (cis adj2 platinum) or cis plat$ or cytoplatin or cytosplat or diamine dichloroplatinum
or diam?in#dichloroplatinum or dichlorodiam?ineplatinum or dichlorodiam?ine platinum or Docistin or elvecis or
12 | Kemoplat or lederplatin or Lipoplatin or mpi 5010 or mpi5010 or Neoplatin or niyaplat or nk 801 or noveldexis or nsc
119875 or platamine or platiblastin or platidiam or Platimine or platinex or Platinil or platinol or (platinum adj2
diaminodichloride) or Platinum diam?in#dichloride or (platinum adj2 dichloride) or Platiran or platistil or Platistin or
platosin or Randa or romcis or Sicatem or "spi 077" or Tecnhoplatin).mp. 82068
13 | *carboplatin/ 3459
(Carboplat$ or blastocarb or boplatex or carbosin or carbotec or carplan or CBDCA or cycloplatin or erbakar or ercar
14 | or ifacap or jm 8 or kemocarb or nsc 241240 or oncocarbin or paraplatin$ or nealorin or neocarbo or platinwas or
ribocarbo).mp. 18889
15 | *gemcitabine/ 0
16 | (Gemcitabine or gemcite or gemzar or ly 188011 or ly188011).mp. 18374
17 | *docetaxel/ 706
(docetaxel or daxotel or dexotel or docefrez or docetaxel accord or lit 976 or lit976 or n debenzoyl n tert
18 [ butoxycarbonyl 10 deacetyltaxol or n tert butoxycarbonyl 10 deacetyl n debenzoyltaxol or nsc628503 or nsc 628503
or oncodocel or rp 56976 or rp56976 or taxespira or taxoter$ or taxotere or texot or taxoltere metro).mp. 17987
19 | *pemetrexed/ 325
20 | (pemetrexed or alimta or armisarte or ciambra or elimta or ly 231514 or ly231514 or ly 231 514 or MTA or pemfexy [ 8333
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# Preliminary search strings Results
or pemta).mp.
21 | *paclitaxel/ 14509
(paclitaxel or "abi 007" or abraxane or anzatax or asotax or biotax or bms 181339 or bms181339 or bristaxol or
22 britaxol or coroxane or Formoxol or genexol or hunxol or ifaxol or infinnium or intaxel or medixel or mitotax or nsc
125973 or nsc125973 or oncogel or onxol or pacitaxel or pacxel or padexol or parexel or paxceed or paxene or paxus
or praxel or taxocris or taxol or taxus or taycovit or yewtaxan).mp. 43565
23 | *bevacizumab/ 2666
24 | (bevacizumab or altuzan or avastin or nsc 704856 or nsc704865).mp. 19857
25 | *erlotinib/ 719
26 (erlotinib or Tarceva or nsc 718781 or nsc718781 or osi 774 or 0si774 or r 1415 or r1415 or cp 358774 or
cp358774).mp. 7297
27 | *ramucirumab/ 0
28 | (ramucirumab or cyramza or imc 1121 orimc 1121b orimc1121 b or imc1121b or ly 3009806 or ly3009806).mp. 988
29 | *nivolumab/ 1381
30 (nivolumab or bms 936558 or bms936558 or cmab819 or cmab 819 or mdx 1106 or mdx1106 or ono 4538 or
ono4538 or opdivo).mp. 6843
31 | *gefitinib/ 271
32 | (Gefitinib or geftinat or iressa or zd 1839 or zd1839).mp. 7771
33 | *afatinib/ 179
34 | (Afatinib or bibw 2992 or bibw2992 or gilotrif or tovok or giotrif).mp. 1662
35 | *crizotinib/ 263
36 | (Crizotinib or "pf 02341066" or pf 1066 or pf 2341066 or pf02341066 or pf1066 or pf2341066 or xalkori).mp. 2759
37 | *pembrolizumab/ 0
38 | (Pembrolizumab or Keytruda or lambrolizumab or mk 3475 or mk3475 or sch900475 or sch900475).mp. 5884
39 | *ipilimumab/ 549
40 (ipilimumab or bms 734016 or bms734016 or "mdx 010" or mdx 101 or mdx010 or mdx101 or strentarga or yervoy
or CTLA 4).mp. 13622
41 | *ticilimumab/ 0
42 | (ticilimumab or cp 675 206 or cp 675206 or cp675 206 or cp675206 or tremelimumab).mp. 356
43 | *durvalumab/ 0
44 | (durvalumab or imfinzi or medi 4736 or medi4736).mp. 873
45 | *atezolizumab/ 0
46 | (atezolizumab or mpdl 3280a or mpdI3280a or rg 7446 or rg7446 or tecentriq or tecntrig).mp. 1773
47 | or/10-46 204774
48 | 9 and 47 4353
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# Preliminary search strings Results
49 | (juvenile or juvenile* or infant or child* or adolescen* or teen*).mp. 4224425
50 | (adult or adults or above 19 years or >19 years or above 18 years or >18 years or aged or middle aged).mp. 8450873
51 [49 not 50 2088687
55 (crossover procedure or double-blind procedure or randomized controlled trial or single-blind procedure or random*
or factorial® or crossover* or placebo* or assign* or allocat* or volunteer*).mp. 2035062
53 (single arm or single-arm or one arm or one-arm or clinical study or clinical stud* or clinical trial* or phase 2 clinical
trial or prospective study).mp. 1333611
54 [52o0r53 2857323
55 | animal/ not (animal/ and human/) 4833096
(comment* or letter or editorial or note or short survey or conference review or nonhuman or animal experiment or
56 | animal tissue or animal cell or animal model or in vitro study or in vitro or in vitro studies or in vitro technique or in
vitro technigues).mp. 3897604
57 [ 55 o0r 56 7983632
(RET mutation or RET-mutation or RET mutant or RET-mutant or RET fusion or RET-fusion or RET proto oncogene or
RET proto-oncogene or rearranged during transfection or oncogene RET or RET oncogene or ¢ RET protein or ¢ RET
protein or ¢ RET receptor tyrosine kinase or ¢ RET tyrosine kinase or protein ¢ RET or proto oncogene protein ¢ RET
58 | or proto oncogene proteins ¢ RET or proto-oncogene protein ¢ RET or proto-oncogene proteins ¢ RET or proto-
oncogene protein c-RET or proto-oncogene proteins c-RET or proto-oncogene protein ¢ RET or RET protein or RET
receptor tyrosine kinase or RET tyrosine kinase or RET rearrangement or RET alteration RET altered or RET
aberration).mp. 4730
59 | (9 and 58 and 54) not (51 or 57) 13
60 | limit 59 to dc=20200729-20210730 7
61 | (48 and 52) not (51 or 57) 1354
62 | limit 61 to dc=20200729-20210730 122
Total 129
Table 3-1-15 EMBASE, search conducted on 30th July 2021 (SLR4)
# Preliminary search strings Results
1 exp lung neoplasms/ 432223
> (non-small cell lung cancer or nonsmall cell lung cancer or NSCLC or nonsmall-cell lung cancer or non-small-cell
lung cancer).tw, kw. 123998
3 ((Lung or bronchial or pulmonary) and (non-small-cell or nonsmall-cell or non-small cell)).tw,kw. 117568
4 ((lung$ or bronch* or pulmonary) adj3 (adenocarcinoma* or cancer* or carcinoma* or neoplasm* or tumour* or
tumor®)).tw, kw. 389008
5 lor2or3or4 539429
6 (metasta™® or advanced or stage IIIB or stage IV or stage 4 or stage four).tw,kw. 1475851
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# Preliminary search strings Results
7 5and 6 184267
8 (first line therapy or first-line or first line or 1st line or untreated or treatment naive or previously untreated or
first-line to progression or first line to progression).tw,kw. 436877
9 7 and 8 15732
(selpercatinib or LY3527723 or LY-3527723 or LY 3527723 or LOX0-292 or LOXO 292 or LOX0292 or RETEVMOTM
10 | or RETEVMO TM or RETSEVMO or Pralsetinib or blue-667 or blue 667 or blue667 or blu 667 or blu-667 or blu667
or ¢s-3009 or cs 3009 or cs3009 or gavreto or RET inhibitor or RET inhibitors).mp. 533
11 | *cisplatin/ 61924
(Cisplat$ or abiplatin or bioc#splatinum or blastolem or briplatin or cddp ti or cis ddp or (cis adj2 dichloroplatinum)
or cis diamin#chloroplatinum or (cis adj2 platinum) or cis plat$ or cytoplatin or cytosplat or diamine
dichloroplatinum or diam?in#dichloroplatinum or dichlorodiam?ineplatinum or dichlorodiam?ine platinum or
12 | Docistin or elvecis or Kemoplat or lederplatin or Lipoplatin or mpi 5010 or mpi5010 or Neoplatin or niyaplat or nk
801 or noveldexis or nsc 119875 or platamine or platiblastin or platidiam or Platimine or platinex or Platinil or
platinol or (platinum adj2 diaminodichloride) or Platinum diam?in#dichloride or (platinum adj2 dichloride) or
Platiran or platistil or Platistin or platosin or Randa or romcis or Sicatem or "spi 077" or Tecnoplatin).mp. 204169
13 | *carboplatin/ 14498
(Carboplat$ or blastocarb or boplatex or carbosin or carbotec or carplan or CBDCA or cycloplatin or erbakar or
14 | ercar or ifacap or jm 8 or kemocarb or nsc 241240 or oncocarbin or paraplatin$ or nealorin or neocarbo or platinwas
or ribocarbo).mp. 77082
15 | *gemcitabine/ 14727
16 | (Gemcitabine or gemcite or gemzar or ly 188011 or ly188011).mp. 63509
17 | *docetaxel/ 14858
(docetaxel or daxotel or dexotel or docefrez or docetaxel accord or lit 976 or lit976 or n debenzoyl n tert
18 | butoxycarbonyl 10 deacetyltaxol or n tert butoxycarbonyl 10 deacetyl n debenzoyltaxol or nsc628503 or nsc 628503
or oncodocel or rp 56976 or rp56976 or taxespira or taxoter$ or taxotere or texot or taxoltere metro).mp. 65091
19 | *pemetrexed/ 3577
20 (pemetrexed or alimta or armisarte or ciambra or elimta or ly 231514 or ly231514 or ly 231 514 or MTA or pemfexy
or pemta).mp. 21095
21 | *paclitaxel/ 30157
(paclitaxel or "abi 007" or abraxane or anzatax or asotax or biotax or bms 181339 or bms181339 or bristaxol or
22 britaxol or coroxane or Formoxol or genexol or hunxol or ifaxol or infinnium or intaxel or medixel or mitotax or nsc
125973 or nsc125973 or oncogel or onxol or pacitaxel or pacxel or padexol or parexel or paxceed or paxene or
paxus or praxel or taxocris or taxol or taxus or taycovit or yewtaxan).mp. 123355
23 | *bevacizumab/ 18045
24 | (bevacizumab or altuzan or avastin or nsc 704856 or nsc704865).mp. 64568
25 | *erlotinib/ 5930
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# Preliminary search strings Results
26 (erlotinib or Tarceva or nsc 718781 or nsc718781 or osi 774 or o0si774 or r 1415 or r1415 or cp 358774 or
cp358774).mp. 29553
27 | *ramucirumab/ 917
28 | (ramucirumab or cyramza or imc 1121 or imc 1121b orimc1121 b or imc1121b or ly 3009806 or ly3009806).mp. | 3581
29 | *nivolumab/ 7608
30 (nivolumab or bms 936558 or bms936558 or cmab819 or cmab 819 or mdx 1106 or mdx1106 or ono 4538 or
ono4538 or opdivo).mp. 24467
31 | *gefitinib/ 5489
32 | (Gefitinib or geftinat or iressa or zd 1839 or zd1839).mp. 26806
33 | *afatinib/ 1700
34 | (Afatinib or bibw 2992 or bibw2992 or gilotrif or tovok or giotrif).mp. 6538
35 | *crizotinib/ 2188
36 | (Crizotinib or "pf 02341066" or pf 1066 or pf 2341066 or pf02341066 or pf1066 or pf2341066 or xalkori).mp. 9430
37 | *pembrolizumab/ 6356
38 | (Pembrolizumab or Keytruda or lambrolizumab or mk 3475 or mk3475 or sch900475 or sch900475).mp. 22385
39 | *ipilimumab/ 4122
40 (ipilimumab or bms 734016 or bms734016 or "mdx 010" or mdx 101 or mdx010 or mdx101 or strentarga or yervoy
or CTLA 4).mp. 28713
41 | *ticiimumab/ 473
42 | (ticilimumab or cp 675 206 or cp 675206 or cp675 206 or cp675206 or tremelimumab).mp. 2877
43 | *durvalumab/ 1242
44 | (durvalumab or imfinzi or medi 4736 or medi4736).mp. 5601
45 | *atezolizumab/ 1664
46 | (atezolizumab or mpdl 3280a or mpdI3280a or rg 7446 or rg7446 or tecentriq or tecntriq).mp. 8426
47 | or/10-46 487603
48 [9 and 47 10681
49 | (juvenile or juvenile* or infant or child* or adolescen*® or teen*).mp. 4400687
50 | (adult or adults or above 19 years or >19 years or above 18 years or >18 years or aged or middle aged).mp. 10653813
51 |49 not 50 2452729
5 (crossover procedure or double-blind procedure or randomized controlled trial or single-blind procedure or random*
or factorial™ or crossover* or placebo* or assign™® or allocat* or volunteer™).mp. 2828524
53 (single arm or single-arm or one arm or one-arm or clinical study or clinical stud* or clinical trial* or phase 2
clinical trial or prospective study).mp. 6143210
54 |52 o0r53 7710012
55 | animal/ not (animal/ and human/) 1528337
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# Preliminary search strings Results
(comment* or letter or editorial or note or short survey or conference review or nonhuman or animal experiment
56 | or animal tissue or animal cell or animal model or in vitro study or in vitro or in vitro studies or in vitro technique
or in vitro techniques).mp. 11546809
57 | 55 or 56 12880733
(RET mutation or RET-mutation or RET mutant or RET-mutant or RET fusion or RET-fusion or RET proto oncogene
or RET proto-oncogene or rearranged during transfection or oncogene RET or RET oncogene or ¢ RET protein or ¢
RET protein or ¢ RET receptor tyrosine kinase or ¢ RET tyrosine kinase or protein ¢ RET or proto oncogene protein
58 | ¢ RET or proto oncogene proteins ¢ RET or proto-oncogene protein ¢ RET or proto-oncogene proteins ¢ RET or
proto-oncogene protein c-RET or proto-oncogene proteins c-RET or proto-oncogene protein ¢ RET or RET protein
or RET receptor tyrosine kinase or RET tyrosine kinase or RET rearrangement or RET alteration RET altered or RET
aberration).mp. 4635
59 | (9 and 58 and 54) not (51 or 57) 40
60 | limit 59 to dc=20200729-20210730 23
61 [ (48 and 52) not (51 or 57) 3358
62 | limit 61 to dc=20200729-20210730 300
Total 323
Table 3-1-16 EBMR, search conducted on 30th July 2021 (SLR4)
# Preliminary search strings Results
1 exp lung neoplasms/ 8530
> (non-small cell lung cancer or nonsmall cell lung cancer or NSCLC or nonsmall-cell lung cancer or non-small-cell
lung cancer).tw, kw. 15415
3 ((Lung or bronchial or pulmonary) and (non-small-cell or nonsmall-cell or non-small cell)).tw,kw. 14873
4 ((lung$ or bronch* or pulmonary) adj3 (adenocarcinoma* or cancer* or carcinoma* or neoplasm* or tumour* or
tumor*)).tw, kw. 26651
5 lor2or3or4 28194
6 (metasta™® or advanced or stage IV or stage 4 or stage four).tw, kw. 102183
7 5and 6 13816
8 (first line therapy or first-line or first line or 1st line or untreated or treatment naive or previously untreated or first-
line to progression or first line to progression).tw,kw. 50864
9 7 and 8 3471
(selpercatinib or LY3527723 or LY-3527723 or LY 3527723 or LOX0-292 or LOXO 292 or LOX0292 or RETEVMOTM
10 | or RETEVMO TM or RETSEVMO or Pralsetinib or blue-667 or blue 667 or blue667 or blu 667 or blu-667 or blu667 or
cs-3009 or ¢s 3009 or ¢s3009 or gavreto or RET inhibitor or RET inhibitors).mp. 18
11 *cisplatin/ 0
12 | (Cisplat$ or abiplatin or bioc#splatinum or blastolem or briplatin or cddp ti or cis ddp or (cis adj2 dichloroplatinum) | 16219

135




# Preliminary search strings Results
or cis diamin#chloroplatinum or (cis adj2 platinum) or cis plat$ or cytoplatin or cytosplat or diamine
dichloroplatinum or diam?in#dichloroplatinum or dichlorodiam?ineplatinum or dichlorodiam?ine platinum or
Docistin or elvecis or Kemoplat or lederplatin or Lipoplatin or mpi 5010 or mpi5010 or Neoplatin or niyaplat or nk
801 or noveldexis or nsc 119875 or platamine or platiblastin or platidiam or Platimine or platinex or Platinil or
platinol or (platinum adj2 diaminodichloride) or Platinum diam?in#dichloride or (platinum adj2 dichloride) or
Platiran or platistil or Platistin or platosin or Randa or romcis or Sicatem or "spi 077" or Tecnoplatin).mp.

13 *carboplatin/ 0
(Carboplat$ or blastocarb or boplatex or carbosin or carbotec or carplan or CBDCA or cycloplatin or erbakar or ercar

14 | or ifacap or jm 8 or kemocarb or nsc 241240 or oncocarbin or paraplatin$ or nealorin or neocarbo or platinwas or
ribocarbo).mp. 8187

15 *gemcitabine/ 0

16 | (Gemcitabine or gemcite or gemzar or ly 188011 or ly188011).mp. 6772

17 *docetaxel/ 0
(docetaxel or daxotel or dexotel or docefrez or docetaxel accord or lit 976 or lit976 or n debenzoyl n tert

18 | butoxycarbonyl 10 deacetyltaxol or n tert butoxycarbonyl 10 deacetyl n debenzoyltaxol or nsc628503 or nsc 628503
or oncodocel or rp 56976 or rp56976 or taxespira or taxoter$ or taxotere or texot or taxoltere metro).mp. 8370

19 *pemetrexed/ 0

20 (pemetrexed or alimta or armisarte or ciambra or elimta or ly 231514 or ly231514 or ly 231 514 or MTA or pemfexy
or pemta).mp. 3025

21 | *paclitaxel/ 0
(paclitaxel or "abi 007" or abraxane or anzatax or asotax or biotax or bms 181339 or bms181339 or bristaxol or

22 britaxol or coroxane or Formoxol or genexol or hunxol or ifaxol or infinnium or intaxel or medixel or mitotax or nsc
125973 or nsc125973 or oncogel or onxol or pacitaxel or pacxel or padexol or parexel or paxceed or paxene or
paxus or praxel or taxocris or taxol or taxus or taycovit or yewtaxan).mp. 12254

23 *bevacizumab/ 0

24 | (bevacizumab or altuzan or avastin or nsc 704856 or nsc704865).mp. 7400

25 [ *erlotinib/ 0

26 (erlotinib or Tarceva or nsc 718781 or nsc718781 or osi 774 or 0si774 or r 1415 or r1415 or cp 358774 or
cp358774).mp. 1977

27 *ramucirumab/ 0

28 | (ramucirumab or cyramza or imc 1121 or imc 1121b or imc1121 b or imc1121b or ly 3009806 or ly3009806).mp. | 606

29 [ *nivolumab/ 0

30 (nivolumab or bms 936558 or bms936558 or cmab819 or cmmab 819 or mdx 1106 or mdx1106 or ono 4538 or
ono4538 or opdivo).mp. 2188

31 *gefitinib/ 0

32 | (Gefitinib or geftinat or iressa or zd 1839 or zd1839).mp. 1259
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33 *afatinib/ 0
34 | (Afatinib or bibw 2992 or bibw2992 or gilotrif or tovok or giotrif).mp. 504
35 *crizotinib/ 0
36 | (Crizotinib or "pf 02341066" or pf 1066 or pf 2341066 or pf02341066 or pf1066 or pf2341066 or xalkori).mp. 420
37 *pembrolizumab/ 0
38 [ (Pembrolizumab or Keytruda or lambrolizumab or mk 3475 or mk3475 or sch900475 or sch900475).mp. 2024
39 | *ipilimumab/ 0
40 (ipilimumab or bms 734016 or bms734016 or "mdx 010" or mdx 101 or mdx010 or mdx101 or strentarga or yervoy
or CTLA 4).mp. 1847
41 *ticilimumab/ 0
42 | (ticilimumab or cp 675 206 or cp 675206 or cp675 206 or cp675206 or tremelimumab).mp. 325
43 | *durvalumab/ 0
44 | (durvalumab or imfinzi or medi 4736 or medi4736).mp. 728
45 *atezolizumab/ 0
46 | (atezolizumab or mpdl 3280a or mpdI3280a or rg 7446 or rg7446 or tecentrig or tecntriq).mp. 992
47 | or/10-46 48693
48 |9 and 47 2940
49 | (juvenile or juvenile* or infant or child* or adolescen* or teen*).mp. 311411
50 [ (adult or adults or above 19 years or >19 years or above 18 years or >18 years or aged or middle aged).mp. 976299
51 |49 not 50 132264
52 (crossover procedure or double-blind procedure or randomized controlled trial or single-blind procedure or random*
or factorial™ or crossover* or placebo* or assign* or allocat™ or volunteer®).mp. 1396554
53 (single arm or single-arm or one arm or one-arm or clinical study or clinical stud* or clinical trial* or phase 2 clinical
trial or prospective study).mp. 688410
54 |52 o0r53 1484823
55 animal/ not (animal/ and human/) 10523
(comment* or letter or editorial or note or short survey or conference review or nonhuman or animal experiment
56 | or animal tissue or animal cell or animal model or in vitro study or in vitro or in vitro studies or in vitro technique
or in vitro techniques).mp. 131996
57 | 55 or 56 140907
(RET mutation or RET-mutation or RET mutant or RET-mutant or RET fusion or RET-fusion or RET proto oncogene
or RET proto-oncogene or rearranged during transfection or oncogene RET or RET oncogene or ¢ RET protein or ¢
58 RET protein or c RET receptor tyrosine kinase or ¢ RET tyrosine kinase or protein ¢ RET or proto oncogene protein
¢ RET or proto oncogene proteins ¢ RET or proto-oncogene protein ¢ RET or proto-oncogene proteins ¢ RET or proto-
oncogene protein ¢c-RET or proto-oncogene proteins ¢c-RET or proto-oncogene protein ¢ RET or RET protein or RET | 84
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# Preliminary search strings Results
receptor tyrosine kinase or RET tyrosine kinase or RET rearrangement or RET alteration RET altered or RET
aberration).mp.

59 | (9 and 58 and 54) not (51 or 57) 7

60 | limit 59 to yr="2020 -Current" [Limit not valid in DARE; records were retained] 5

61 | (48 and 52) not (51 or 57) 2350

62 | limit 61 to yr="2020 -Current" [Limit not valid in DARE; records were retained] 243
Total 248
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Appendix 3-2: Risk of bias

3-2-1. a9SUVRIFTINMTRY—)L
The following seven components were assessed:
— random sequence generation
allocation concealment
blinding of participants and personnel
— blinding of outcome assessment
— incomplete outcome data
e Were there any unexpected imbalances in drop-outs between groups? If so,
were they explained or adjusted for?
¢ Did the analysis include an ITT analysis? If so, was this appropriate, and were
appropriate methods used to account for missing data?
— selective reporting
— other sources of bias
The seven components can be allocated either of the three statuses: high, low, or
unclear risk of bias. Often, where an unclear risk of bias status was assighed, this
was thought to reflect poor reporting rather than underlying methodological
weaknesses.

3-2-2. Critical Appraisal Skills Program (CASP)
1. Did the study address a clearly focused issue?
2. Was the cohort recruited in an acceptable way?
3. Was the exposure accurately measured to minimise bias?
4. Was the outcome accurately measured to minimise bias?
5A. Have the authors identified all important confounding factors?
List the ones you think might be important, that the author missed.
5B. Have they taken account of the confounding factors in the design and/or
analysis?
6A. Was the follow-up of subjects complete enough?
6B. Was the follow-up of subjects long enough?
7. What are the results of this study?
8. How precise are the results?
9. Do you believe the results?
10. Can the results be applied to the local population?
11. Do the results of this study fit with other available evidence?
12. What are the implications of this study for practice?
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Appendix 3-3: Generation of Pseudo-comparator Arm to
Selpercatinib

Generation of Pseudo-comparator Arm to Selpercatinib
Patient-level data for a comparator treatment estimation for the LIBRETTO-001
study was taken from the KEYNOTE-189 trial, PEMc+PLATi treatment arm. An
estimated control arm was constructed by adjusting IPD data for available covariate
data: age, the proportion of female patients, proportion of patients who never smoke,
ECOG PS, race, and stage at diagnosis.
In order to have data that allows matching, five patients data have been excluded
from analysis from LIBRETTO-001 data set: four patients had ECOG PS 2 at baseline,
and one patient with missing stage. KEYNOTE-189 study PEMc+PLATi arm was used
to construct the comparator arm to selpercatinib data.
The following methods of control arm adjustment were used:
1. Matching
o PSM (Propensity score matching)
o Genetic matching
2. PSW (Propensity score weighting)
o PSW using a generalised boosted model
o PSW using a logistic regression
3. Doubly robust — TMLE (Targeted minimum loss-based estimation)

Propensity Score Matching

The comparison of baseline characteristics before and after PSM is presented in Table
A3-3-1. As expected and illustrated in Figure A3-3-1, the overall balance in baseline
patient characteristics became much better between PEMc+PLATi arm and SELc arm
after PSM. This is especially because of the relatively small size of the selpercatinib
treated arm and the need to retain patients in this arm, achieving the perfect balance
is not aimed at with any of the methods displayed below. Creating the balance in
the very small categories, like Stage III or Race:Other is especially challenging when
trying to balance all covariates simultaneously. The figures are aimed at visualizing
improvement in the similarity between the two arms rather than evaluating what
variables can benefit from further data manipulation to achieve balance. Since all
variables, except age are categorical, no non-linear transformation of covariates are
attempted in order to improve the balance.

Table A3-3-1 Baseline characteristics of LIBRETTO-001 and KEYNOTE-
189 before and after propensity score matching

SELc Before PSM?® After PSM?

Characteristic N = PEMc+PLATI PEMc+PLATI

- N = . N -

| Age (mean, years) | S — ]

ECOGPS=1,% |1l [ e
Female, % . . |
Never smoked, % | I [ [
Race: Asian, % [ [ [
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SELc Before PSM? After PSM?
Characteristic N = PEMc+PLATiI PEMc+PLATi
N = B N =
Race: Other®, % | NN I I
Stage III, % [ [ [
Stage 1V, % I [ I

¢, continuous; ECOG PS, Eastern Cooperative Oncology Group Performance status;
i, induction; N, sample size; PEM, pemetrexed; PLAT, platinum; PSM, propensity

score matching; SEL, selpercatinib.
aThe analysis followed greedy matching algorithm.
bRace:Other includes non-white, non-Asian, and unknown.

Figure A3-3-1 Standardized differences and variance ratio plot before
and after propensity score matching

Standardized differences plot Variance ratio plot

* Unmatched Data

* Matched Dala
Non-parametric log-rank test and Cox regression models performed on the KM data
after PSM to obtain significance tests for the treatment effect and to estimate hazard
ratio and 95% CI for SELc versus PEMc+PLATi arm is presented in Table A3-3-2.

Table A3-3-2 Estimated treatment effects for SELc in first-line patients
versus PEMc+PLATi arm created using propensity score matching

Endpoint Hazard ratio (95% Cl) p-value
PFS BN (NN W) [ p<0.001
0S ) p<0.001

¢, continuous; Cl, confidence interval; i, induction; OS, overall survival; PEM,
pemetrexed; PFS, progression-free survival; PLAT, platinum; SEL, selpercatinib.
The KM curves for PFS and OS after propensity score matching are presented in
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Figure A3-3-2.

Figure A3-3-2 Kaplan-Meier Curves for control arm created by

propensity score matching
PFS

Number at risk

Strata == Pemetrexed/Platinum == Selpercatinib

NSCLC, non-small cell lung cancer; OS, overall survival, PFS, progression-free
survival.

Note: Solid lines represent the survival data (control arm is matched by prognostic
factors: age, the proportion of female patients, the proportion of patients who never
smoked, ECOG PS, race, and stage at diagnosis).

Shaded portions represent 95% CI.

Genetic Matching

The genetic matching was performed to create comparable PEMc+PLATi arm to SELc
arm. The comparison of baseline characteristics before and after genetic matching
is presented in Table A3-3-3. As expected, after genetic matching, the overall
baseline patient characteristics were closer between PEMc+PLATi arm and SELc arm
(Figure A3-3-3). Sometimes improving overall balance between covariates results in
bigger difference in a specific baseline covariate.

Table A3-3-3 Baseline characteristics of LIBRETTO-001 and KEYNOTE-
189 before and after genetic matching

Before genetic After genetic
_— matching matching
Characteristic PEMc+PLATi PEMc-+PLAT
N = N =3

Age (mean, years)
ECOGPS =1, %
Female, %

Never smoked, %
Race: Asian, %

m
-
B
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Before genetic After genetic

Characteristic SELc matching matching
N = PEMc+PLATi PEMc+PLATI
N = N =
Race: Other, % [ [
Stage ITI, % [ [
Stage 1V, % | |

¢, continuous, ECOG PS, Eastern Cooperative Oncology Group Performance status;
I, induction; N, sample size; PEM, pemetrexed; PLAT, platinum; SEL, selpercatinib.

Figure A3-3-3 Standardized differences and variance ratio plot before
and after genetic matching

Standardized differences plot Variance ratio plot

* Unmatched Data

* Matched Dala
Non-parametric log-rank test and Cox regression models were performed on the KM
data after genetic matching to obtain significance tests for the treatment effect and
estimate hazard ratio and CI for SELc versus PEMc+PLATi arm is presented in Table
A3-3-4.
Table A3-3-4 Estimated treatment effects for SELc versus PEMc+PLATI
in the first-line setting (using genetic matching

Endpoint Hazard ratio (95% CIs) p-value
PFS B (. B) [ p<0.001
oS BN B) [ p<0.00!

¢, continuous; Cl, confidence interval; i, induction; OS, overall survival; PEM,
pemetrexed; PFS, progression-free survival; PLAT, platinum; SEL, selpercatinib.
The KM curves for PFS and OS after genetic matching are presented in Figure A3-3-
4,

Figure A3-3-4 Kaplan-Meier Curves for control arm created by genetic
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matching
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Strata == Pemetrexed/Platinum == Selpercatinib

NSCLC, non-small cell lung cancer; OS, overall survival, PFS, progression-free
survival.

Note: Solid lines represent the survival data (control arm is matched by prognostic
factors: age, the proportion of female patients, the proportion of patients who never
smoked, ECOG PS, race, and stage at diagnosis).

Shaded portions represent 95% CI.

Propensity Score Weighting Using Generalised Boosted Model

The comparison of baseline characteristics before and after PSW by generalised
boosted model is presented in Table A3-3-5. After PSW by generalised boosted
model, the baseline patient characteristics were closer between PEMc+PLATi arm
and SELc arm (Figure A3-3-5 ). The method was implemented with two methods of
measuring and summarising balance across pretreatment variables. These were
es.mean (mean effect size) and ks.max (maximum of Kolmogorov-Smirnov statistic).
They resulted in almost identical balancing results as can be seen from the two last
columns of the table. Effective sample size in the resulted control arm was smaller
than with matching methods; which makes comparison between arms less powerful.

Table A3-3-5 Baseline characteristics of LIBRETTO-001 and KEYNOTE-
189 before and after PSW using generalised boosted model

SELc Before PSW | After PSW?2

Characteristic N PEMc+PLATi | PEMc+PLATiI PEMc+PLATi
M - Nerr I Nerr = [l

Age (mean,

years) I s (s

ECOG PS =

1, % I (.

Female, % |pummm [mmmmm  [memmm
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Before PSW | After PSW?
PEMc+PLATi | PEMc+PLATi PEMc+PLATi

N = Nerr =Jili° Nerr = I

Characteristic

Never
smoked, %
Race:

Asian, %
Race:

Other, %
Stage III, %
Stage 1V, %
¢, continuous, ECOG PS, Eastern Cooperative Oncology Group Performance status;
i, induction; N, sample size; Netr; effective sample size, PEM, pemetrexed; PLAT,
platinum; PSW, propensity score weighting; SEL, selpercatinib.

3The control arm created by propensity score weighting with generalised boosted
model algorithm using two methods of measuring and summarising balance across
pretreatment variables.

bes.mean (mean effect size)

‘ks.max (maximum of Kolmogorov-Smirnov statistic).

i

1 B
1 BN
1B
I
1

Figure A3-3-5 Standardized differences and variance ratio plot before
and after propensity score weighing using generalised boosted model

Standardized differences plot Variance ratio plot

* Unmatched Data
* Matched Data(Stop method es mean)

* Matched Data(Stop method ks.max

Non-parametric log-rank test and Cox regression models were performed on the KM
data after PSW using generalised boosted model to obtain significance tests for the
treatment effect and estimate hazard ratio and CI for SELc versus PEMc+PLATi arm
is presented in Table A3-3-6.
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Table A3-3-6 Estimated treatment effects for SELc versus PEMc+PLATiI
in first-line patients using PSW using generalised boosted model

Endpoint Hazard ratio (95% Cl) p-value
PFS BN (NN W) | 0<0.001
0S ) p<0.010

¢, continuous; Cl, confidence interval; i, induction; OS, overall survival; PEM,
pemetrexed; PFS, progression-free survival; PLAT, platinum; SEL, selpercatinib.

The KM curves for PFS and OS after PSW by generalised boosted model are
presented in

Figure A3-3-.

Figure A3-3-6 Kaplan-Meier Curves for control arm created by PSW

using generalised boosted model
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NSCLC, non-small cell lung cancer; OS, overall survival, PFS, progression-free
survival.

Note: Solid lines represent the survival data.

Shaded portions represent 95% CI.

Propensity Score Weighting Using a Logistic Regression

The comparison of baseline characteristics before and after PSW using logistic
regression is presented in Table A3-3-7. After applying PSW using logistic regression,
baseline characteristics were closer between the two study populations (Figure A3-
3-7). Effective sample size in the resulted control arm was much smaller than with
matching methods; which makes comparison between arms less powerful.

Table A3-3-7 Baseline characteristics of LIBRETTO-001 and KEYNOTE-
189 before and after propensity score weighting using logistic
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regression

Before PSW | After PSW
PEMc+PLATi | PEMc+PLATi

N-pmm | Ner 5

Characteristic

Age (mean, years)
ECOGPS =1, %
Female, %

Never smoked, %
Race: Asian, %
Race: Other, %
Stage III, %
Stage 1V, %

¢, continuous, ECOG PS, Eastern Cooperative Oncology Group Performance status;
i, induction; N, sample size; Nefr; effective sample size, PEM, pemetrexed; PLAT,
platinum; PSW, propensity score weighting; SEL, selpercatinib.

i

Figure A3-3-7 Standardized differences and variance ratio plot before
and after propensity score weighting using logistic regression

Standardized differences plot Variance ratio plot

® Unmatched Dala

® Matched Data

Non-parametric log-rank test and Cox regression models were performed on
reweighted data to obtain significance tests for the treatment effect and estimate
hazard ratio and CI for SELc versus the pseudo-control arm presented in Table A3-

3-8.
Table A3-3-8 Estimated treatment effects for SELc versus PEMc+PLATi

in first-line patients using propensity score weighting using logistic
regression
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Endpoint Hazard ratio (95% Cl) p-value
PFS BN NN BEEN) [ p<0.001
oS ) p<0.010

¢, continuous; Cl, confidence interval; i, induction; OS, overall survival; PEM,
pemetrexed; PFS, progression-free survival; PLAT, platinum; SEL, selpercatinib.

The KM curves for PFS and OS after reweighting by PSW using logistic regression
are presented in Figure A3-3-8.

Figure A3-3-8 Kaplan-Meier Curves for control

propensity score weighting using logistic regression
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NSCLC, non-small cell lung cancer; OS, overall survival, PFS, progression-free
survival.

Note: Solid lines represent the survival data.

Shaded portions represent 95% CI.

Targeted Minimum Loss-based Estimation

The TMLE was explored to simultaneously model matched covariates from the
PEMc+PLATi arm and SELc arm. Non-parametric log-rank test and Cox regression
models were performed on the adjusted data to obtain significance tests for the
treatment effect and estimate hazard ratio and CI for SELc versus the pseudo-control
arm presented in Table A3-3-9.

Table A3-3-9 Estimated treatment effects for SELc versus PEMc+PLATi
in the first-line setting (using targeted minimum loss-based estimation)

Endpoint | Hazard ratio (95% CIs) p-value
PFS | (NN W) <0.0005
0S ) <0.0005

¢, continuous; Cl, confidence interval; i, induction; OS, overall survival; PEM,

148



pemetrexed; PFS, progression-free survival; PLAT, platinum; SEL, selpercatinib.

The KM curves for PFS and OS after TMLE adjustment are presented in Figure A3-3-
9.

Figure A3-3-9 Kaplan-Meier Curves for control arm created by targeted
minimum loss-based estimation

PFS 0S
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Time
== Pemetrexed (Keynote) == Selpercatinib (LIBRETTO)
NSCLC, non-small cell lung cancer; OS, overall survival, PFS, progression-free

survival. Dashed line represents raw data, solid line adjusted data.

Summary of Generation of Pseudo-comparator Arm to Selpercatinib

Matching and weighting methods used to generate the pseudo-control arm
substantially improved similarity in patient characteristics between PEMc+PLATi and
SELc arms to be more balanced to make comparisons of efficacy between the two
arms more balanced. The results from TMLE give consistent conclusions with other
methods but the HR estimate appears to be different for PFS, though gives HR very
close to that from the PSM for OS. The PFS data for about 22 months of follow-up is
available for SELc in KM curves from the LIBRETTO-001 study while only 14 months
of follow-up data is captured in the KM curves produced from the TMLE method.
Hence, it is evident that significant data on longer follow-up was not captured in the
TMLE method due to methodological limitations. The TMLE method simultaneously
models the covariates in the two study arms being matched and estimates predicted
cumulative hazard rates for the two study arms after adjustment for covariates. It
is a data mining technique and may require a lot of data to be able to accurately
model the covariates. LIBRETTO-001 arm has a sample size of 64, but only 22 events
for PFS and 20 events for OS in patients with treatment-naive NSCLC. Due to sparse
event data, TMLE might not have sufficient information to fit a survival model with
covariates accurately. The method also produces very optimistic PFS for
PEMc+PLATi-treated patients with advanced Nsq NSCLC. Hence, TMLE was not
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chosen for further analysis to estimate treatment effects in the NMA. A clear
preference for the selection of methods between matching and PSW could not be
made based on balanced patient characteristics and available estimates. Hence,
based on the clinical plausibility and the conservative estimates resulting from PSM,
it was chosen to match data from PEMc+PLATi to the SELc arm. Hence, the estimated
treatment effects from PSM were used in the current NMA.
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Appendix 3-4: Statistical Approach

¢ General Considerations

The underlying model for an NMA is a generalised linear model where linear
combinations of predictor variables are related to endpoints.? The endpoints
modelled include continuous and binary variables. The endpoints were assumed to
be derived from an underlying distribution that was chosen based on the type of
endpoint. For example, with continuous data, this was typically a normal distribution
and with binary data, a binomial distribution was typically chosen. A link function
was then specified to map the linear combination to the endpoint. Therefore, the
structure of the NMA differed according to the type of endpoint being modelled. The
NMA was performed in a Bayesian framework using the using JAGS, which is largely
equivalent and interchangeable with WinBUGS.

Both fixed-effect and random-effects models were run for each network and
endpoint. Within a fixed-effects model, it was assumed that there is no variation in
the treatment effect across studies for each pairwise treatment comparison. A
random-effects model relaxes this assumption wherein the treatment effects for
each pairwise comparison vary between studies following a normal distribution.?
Therefore, within a random-effects model, heterogeneity was explicitly modelled
though it was not explicitly explained.

e Model Specifications

A Bayesian approach involves updating prior beliefs regarding an event in light of
new evidence in order to reflect the current state of knowledge. Where evidence was
synthesised, each study provides new information with which to update the
parameters in the model. In Bayesian analysis prior distributions must be specified,
these distributions were then updated to reflect new evidence, which was called the
posterior distributions. Results were sensitive to the prior distribution chosen. When
there was no external data to inform our choice of prior, a vague prior, that contains
little information, was commonly used.

The vague priors for study-specific baseline terms and treatment effects were
normally distributed with a mean of zero and variance of 1002, as recommended in
the NICE DSU TSD 2.2 For the random-effects model, the prior distribution for the
between-trial variance term was uniformly distributed as uniform(0,8). This was
chosen to be sufficiently large to cover the range of trial-specific treatment effects
for the endpoints ORR, OS, and PFS considered. If convergence was not achieved,
it was possible to change the priors such that they were “less vague” (i.e., reduce
the variance) in order to improve convergence. For small networks, informative
priors were recommended by NICE and the evidence review group when models
were unable to converge. An informative prior recommended by Turner et al. for
binary outcomes based on a study of almost 15,000 meta-analyses were used for
the between-study variance in case there was an indication of non-convergence of
the model or very broad credible intervals are obtained (Table A3-4-1).© In the case
of small networks, the main impact of doing this was to improve the precision of the
estimates, rather than change the point estimates for the relative treatment effects.
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Table A3-4-1 Priors used in the RE model

Prior to bet -
Outcome type rior to be ween_ Outcome in NMA
study heterogeneity

All-cause mortality t2 ~ LN(-4.18, 1.412) 0s
Major morbidity event 2 ~ LN(-3.95, 1.792) PFS
General physical health t2 ~ LN(-2.53, 1.582) ORR
indicators

Withdrawals/dropouts

NMA, network meta-analysis; OS, overall survival; PFS, progression-free survival;
RE, random-effects, LN, lognormal.

The Bayesian NMA models were computed using a Markov chain Monte Carlo
simulation method. This method involved drawing samples for each parameter in
the model repeatedly such that in the long run, the samples of values converge to
the posterior distribution. The updated values were dependent on the past values;
therefore, initial values need to be specified for the parameters that were updated.
Three chains of initial values were specified to assess model convergence and the
influence of initial values. Initial values were specified for the study-specific baseline
term and treatment terms for each study and treatment arm. For each NMA a seed
was set to reproduce the initial values chosen and base-case results. The impact of
different initial values on the results was assessed by monitoring convergence.
Simulations prior to convergence were those obtained through the burn-in period
and that were then discarded. A number of further simulations were run to obtain
the posterior distributions. The burn-in period and a number of further simulations
run were determined based on the model convergence. We initially specify 50,000
simulations for the burn-in and 100,000 simulations for the update. Where the
chains were slow to converge, appropriate measures were taken. These include
increasing the number of simulations or burn-in period or thinning the chains.
Convergence was assessed by monitoring caterpillar, density, Brooks-Gelman-Rubin
plots, and autocorrelation plots.d

e Model Fit
In order to assess the fit of the models to the observed data using the underlying
likelihood function, the deviance (D) could be measured and compared between
models. Both fixed and RE models were assessed for each endpoint. RE models could
adjust for heterogeneity between studies to an extent. These models were then be
compared using the deviance information criterion (DIC) which penalizes the
deviance by the effective number of parameters (pp) as follows:
D = —2 x log(likelihood)

DIC =D +p,

DIC is a measure of the deviance, estimated by the posterior mean of minus twice
the log-likelihood plus the effective number of parameters in the model.®f Thus, it
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was considered as a Bayesian measure of goodness of fit that could be used as a
relative measure of the model. In parallel, the total residual deviances for each of
the models were also compared with the respective number of data points.f The fit
of the fixed and random-effects models was compared using DIC criteria to decide
which model results to use. Lower DIC indicates a relative improvement in fit. The
DIC criteria can indicate relative model fit only and does not provide an absolute
measure of fit. Instead, the residual deviance can be used to provide a measure of
this; we compared the residual deviance to the number of data points. Where the
DIC values are similar between the fixed and RE models, the RE model results
presented as this model can, to an extent, adjust for between-study heterogeneity.
The residual deviance provides an absolute measure of model fit which can also be
compared between the FE and RE models. However, as the DIC is a relative measure
of model fit, this was ultimately be used to determine the best-fitting model.

In cases where there was evidence of the posterior results being dominated by the
standard deviation prior around the random effect (e.g., if data were limited,
providing insufficient power to inform the posterior estimates), then fixed-effect
results was presented. In some of the smaller networks, there may be insufficient
data to fit a random-effects model. In these cases, only a fixed-effects model was
fitted, and the associated limitations are explained in the report.

e Inconsistency and Heterogeneity Assessment
A key assumption of NMA was that the direct and indirect evidence are estimating
the same parameters - meaning the evidence was consistent. For example, the
treatment effect dec estimated by BC trials were assumed to be the same as the
treatment effect estimated by the AC and AB trials if they had included treatment
arms B and C. Therefore, the treatment effect inferred from indirect evidence
through the NMA was assumed to be the same as the direct trial evidence. Where
this was not the case, this was referred to as inconsistency and could be assessed
through a number of methods.9
There were two loops in the network. We checked inconsistency using the
inconsistency vs consistency method which compares the residual deviances
between the two. The analysis was performed in the Bayesian Markov chain Monte
Carlo framework base-case models. Prior to commencing the approach, we
compared each pairwise treatment comparison predicted from the NMA with the
corresponding comparison in a trial. This may help us to understand where
inconsistencies lie, and which studies or treatment arms could be contributing to
this.
In all meta-analyses, heterogeneity between the included studies plays a substantial
part in the planning and execution of the analyses and the interpretation of results.
There was no one method to assess heterogeneity within meta-analyses, but a suite
of techniques could be used to explore the heterogeneity of the data and therefore
help assess the robustness of the results and highlight the underlying limitations.
Heterogeneity manifests itself in two key aspects in meta-analyses:

e Are the trial populations that we are combining fundamentally similar and
combinable?
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e Are the observed trial results (e.g., treatment effects) consistent across the
trials?

Understanding these two key aspects in relation to the given evidence was critical
when performing and interpreting the meta-analyses. Heterogeneity between-trial
populations or trial results or both can work in opposite directions and hide or
exaggerate the effects of treatment. For example, if treatment effects seen in trial
A were consistent with those seen in trial B but the age and sex distributions of the
populations were different between the trials, does this mean that age and sex do
not have any effect on the outcome of interest, or could it be that the effect of age
and sex was hidden by some other persisting heterogeneity between the trials? We
attempted to remove and adjust for these differences wherever possible, ensuring
that any residual heterogeneity unaccounted for was reflected as uncertainty in the
precision of the estimates.
In this project, we considered the following approaches to assess heterogeneity:

e Compare inclusion and exclusion criteria and study design of the trials

included in the meta-analyses
e Evaluate similarity of endpoint definitions
e Compare the response rates (ORR) for the most common treatments in the
network: PEMc+PLATi and BEVc+PACi+PLATiI
e Examine heterogeneity and inconsistency within the network of evidence
o The inconsistency parameter I?": to estimate the percentage of
variance explained by heterogeneity rather than by chance
o Cochran’s Q: to test the significance of the overall heterogeneity and
where any duplicate comparisons exist

The importance of the observed value of 12 depends on (i) magnitude and direction
of effects and (ii) strength of evidence for heterogeneity (for example, p-value from
the chi-squared test, or a CI for I%). A guide to interpretation (from the Cochrane
handbook, Section 9.5.2) was as follows:

e 0% to 40%: might not be important;

e 30% to 60%: may represent moderate heterogeneity;
e 50% to 90%: may represent substantial heterogeneity;
e 75% to 100%: considerable heterogeneity.

If heterogeneity was found, a number of possible methods could be used to try and
adjust for it:

e The inclusion of covariates in NMA models assesses whether the covariate in
question has an impact. This was checked by looking at whether the inclusion
of the covariate

o Reduces the heterogeneity in the model
o Improves overall goodness of fit statistics such as DIC
o Is significant
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e Sensitivity analyses: Exclusion of a particular study or studies if the
inconsistency was found and the study population or design differs from other
studies in the network and results from both models reported.

Interpreting the findings from all these different exploratory techniques requires a
careful and pragmatic consideration. The challenge was to combine data in a way
that was clinically meaningful, representative of the patient population of interest,
and fit for the purpose (e.g., estimates to be used in an economic model) but that
reflects the uncertainties in the observed evidence.

a Dias S, Welton NJ], 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
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Appendix 3-5: Model Assessment Statistics

Model Assessment Statistics

Both fixed-effect (FE) and random-effects (RE) NMAs were explored. In addition,
random-effects with informative priors were explored to evaluate better model fit
statistics. The differences in the DIC values between FE and RE were within the
range of +/- 5 points therefore model selection could not be made according to DIC.
Furthermore, the addition of informative priors did not improve model fit statistics
and caused issues in convergence and autocorrelation. Hence, results from the
random-effects model with non-informative priors were considered as the base-case
to account for the effects of between-study heterogeneity. A meta-regression was
used to explore the study level covariates, which were included one at a time to see
if they improved model fit: mean age, the proportion of patients with ECOG score >
1, the proportion of male patients, proportion of Asian patients, and year of initial
publication. For both OS and PFS only models with age and for OS also with year of
initial publication have converged. Results of the model assessment for all the
analyses conducted are presented in Table A3-5-1.

Table A3-5-1 Model assessment statistics

oS PFS ORR
Number Number Number
Analysis of data Dbar DIC of data Dbar DIC of data | Dbar DIC
points points points
Fixed-effect 31 26.40 46.46 28 29.93 48.06 51 47.63 | 88.77
Random-
andom 31 26.58 | 48.22 28 26.38 | 48.16 51 47.54 | 90.49
effects
Random-
ff ith
effects wit 31 26.51 | 46.92 28 28.65 | 47.92 51 - -
informative
priors
Age -
random- 31 26.95 52.05 28 30.61 56.13 51 NA* NA*
effects
ECOG -
random- 31 26.39%* 51.07* 28 30.68* 55.87* 51 NA* NA*
effects
Proportion
of male
patients - 31 27.99*% | 53.70%* 28 30.63* | 56.03* 51 NA* NA*
random-
effects
Proportion
of Asian 31 21.34*% | 41.90%* 28 18.68* 36.90* 51 NA* NA*
patients -
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(0 1) PFS ORR
Number Number Number
Analysis of data Dbar DIC of data Dbar DIC of data Dbar DIC
points points points

random-
effects
Year —
random- 31 26.61 51.38 28 30.53* | 55.97* 51 NA* NA*
effects

Dbar, mean sum of residual deviance; DIC, deviance information criterion; ECOG, Eastern Cooperative
Oncology Group; ORR, overall response rate; OS, overall survival; PFS, progression-free survival.

* models had convergence issue.

N/A: not available since models had convergence issue

Table A3-5-2 compares the total residual deviance and DIC in the consistency and
inconsistency (i.e., independent mean effect) base-case models for OS, PFS, and
ORR. In all the base-case, the consistency of DIC and residual deviance was similar
(within the range of +/- 5 points) to the inconsistency of DIC and residual deviance.
Therefore, we can conclude that no evidence of inconsistency was detected in the
vast majority of analyses. Furthermore, models produced good model fit diagnostics
(autocorrelation plots, trace plots, and Gelman plots) for OS, PFS, and ORR (Lilly
data on file).

Table A3-5-2 Summary table on inconsistency assessment

Consistency Inconsistency Numbe
. model model r of
Analysis Dbar | DIC Dbar | DIC data
points
Base-case - OS 26.58 48.22 27.90 51.57 31
Base-case - PFS 26.38 48.16 26.97 50.81 28
Base-case - ORR 45.69 86.76 43.28 85.76 51

Dbar, mean sum of residual deviances; DIC, deviance information criterion; ORR,
overall response rate; OS, overall survival; PFS, progression-free survival.
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Appendix 4-1: Cost information

Table A4-1-1 Drug administration costs (per treatment cycle)

I5H ZR (M) AER

00 1 FAFIEKRF1: 420H

01 1 EHKIFRAEK:240 HCGE1 BRAKRALR—THALDIIOVTIE FEEHKITHIAHLT 1
Selpercatinib 1,960.00 KELTHEET S 5H. 47D U LDERITDOVNTIFEELELY, )

10 2 FAFKIEEN — 29 HALIE: 600 A
F100-00 B EEFNAEEME (LAZEH): 700 H(GE 7)

Pembrolizumab +

GO000-00 #RILFHEME (IS5 MAUALDEZEDIZS ) ESRALZREME2(15 HULDE

ECG)

pemetrexed + carboplatin 4,100.00 EDHE )DEY
Monitoring cost (per week, | 4 340,00 D208 LEMERE 1 MKEEHERUNSHEEESCRIE 12 581,300 @

Table A4-1-2 Health state costs (per week):

Progression-free - 4,599.9 [

LEOEBTHE

RE L4 B E

VEESTHEED | ERAMA)

B4 * /30 B R

Outpatient visit 1.0

A001 B##: 730 M

A001 #hREHEME: 520 M

100% 5 630 F400 7524 680 M

! F100-00 fiBMHESHINAS EEME (A5 H): 700 H
B001-00 AAEBHFEEEMDFH: 3,680 H

Chest radiography 1.0

E002 &% 1 HiflilzsE TORLEF: 680 H
100% E001 BEEZMr 1 HliEs « EED. AR, BT EH -
1,530 850 M

CT scan 1.0

E200-00 CT &% (64 FILL ETILFRSA ZBHESRR) (Z D) :
10,000 M
E203-00 avEa—4%—WiE#2MH: 4,500 A

40% 14,500

ECG 1.0

D208 LEHKRE 1 RREBFERVRBFELETHRIE

0,
3% 1,300 12 5%#:1,300 M

Blood test 1.0

D400 m#FHEE(1BI=DEF) 1 F#AR:370 M
D005 mi&MRE-#EEIRE 6 XK H MREK (RiIRZE) 250 M
D005 mi&MAE-HEERE 5 R #H MR—KKRE: 210 H

7% 10,180
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D007 Mkt /v 101EHLE: 1,060 H

D015 M ## EAREFHKRE 1 CRISHEER (CRP) EMH.
CRIGMER(CRP):160 M

D026 #®IAREHIMHE 3 MEFHRELIEE: 1,250H
D026 #H®IAREYIEF 6 REFMNHRELIEF: 1,440H
D026 H®IFREHIEFE 4 £FMRE(T)FIEF:1,440
B001_3 EHESHEVMEAREEN ZT0MhDbn (2) 215
BLUEDIZE: 4,000

Total cost per month (30 days)

19,714

BEETHEHU x BEETLHEEDNEIG x HR/30 B

Total cost per week (7 days)

4,599.9

MR/ x78

* Expert opinion (2021 &£ 5 A, #tRE&EH)

Table A4-1-3 Health state costs (per week):

Progressed - 15,932.02 1

1 EDZZ TR

RE ¥ HEM

DEETHBED

=N

A
/308

Outpatient visit 1.0

78%

5,630

A001 BZ#: 7301

AO0O01 #\EEEME: 520 A

F400 /%% : 680 M

F100-00 nEMEEFNAEEME (LAH): 700 H
B001-00 MABEREEEHDFEY: 3,680 H

Chest radiography 1.0

61%

1,530

E002 #&#21 Hfiks: TURILIRS:: 680 M
E001 BEEZMr 1 HiliRs: « BRED. MAR. BEM T EH -
850 A

CT scan 1.0

16%

14,500

E200-00 CT #&%2 (64 FILL ERIILF RS/ REMESR) (ZD1th) :
10,000 M
E203-00 avEa—45—WfE2H: 4,500 A

ECG 0.0

0%

1,300

D208 LEHFEE 1 LXEBFERUVRBFELECRIE
12 §%%:1,300 H

Nurse home visit 5.0

57%

12,850

CO05 AEBHEFHMEHE-EEH(1HIZOE)

3 BHESOEBEISHTHENTT.E BE77XISATIIMY
TRUOANIBR77ICHRLIFEFOTHELEZ T-BEMICL 515
£:12,850H

Blood test 1.0

28%

10,180

D400 MmFFEIM(1BIZD=) 1 #Ak:370 M
D005 MiKRZAE-#EERE 6 R # MKRKE(HHR%):250H
D005 IMj&AzEE-#AEHRE 5 K 44 mMiE—REE 210 M
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D007 Mmi&xiL¥#2ZE *¥/\ 10IBELIE: 1,060 M

D015 1 # ZBEHREFHKRE 1 CRIGHEEH (CRP) EX.
CRIGMER(CRP):160 H

D026 #ixzEHIEE 3 MERZMWBRELIEE: 1,250 M
D026 HAREFIEE 6 REFMRELIME: 1,440 H
D026 H®IFREHIEFE 4 £FMRE(T)FIEF:1,440 0
BO01_3 EMESEHEVEAEREEN ToMhotD (2) 218
BUENEE: 4,000

C003 HEENABEERREZEHM(IBIZOI)DFEY: 17,467

- A
GP home visit 2:3 >0% 18,583 C003 EENAERBABIE (1HI2D%)E5OFY:
1,117 M
Total cost per month (30 days) 477,960.6 | HELFTIHEH x HELTEIEEFENDES x ER/30 B
Total cost per week (7 days) 15,932.02 | &MF/B x7H

*Expert opinion (2021 £ 5 A. #tREH)
**illy $tREH

Table A4-1-4 Table Health state costs (per week): Terminal care (total) - 766,094.99 {

I5H BEDEE ZRAM)/32.287 AR
A001 ARREARHODFY: 13,7390
Hospital admission 53% 18,059 A226-2 BT T7ELEME(IBIZDE): 3,900 M

F500 FRFIEMEARK: 420 H(/A)

C005 EERBEHMEE -EEH(1AIZDE)

Nurse home visits 14% 12,850 3 BEMEEDOEBICHITIEMT 7. E By 7XIFIAIILMA7 7R
AIBERT7ICR52EMOMEEZ - FHEMICL55E6:12,850
C003 HEEMNAEEKREZEH(IBIZOE)DFEY: 17,467 H

GP home visit 14% 18,583 C003 AEMNAEERKREZEH(1BIZDOE)F5DTFY:

1,117 M

A310 EMY7HREARE (1RIZ2%) 1 My 7HREARE1-4 30
Hospice care stay 20% 49,885 BLURNOHRM 5,107 m& 2 BN 7HREARRH2-4 30 BLUHNOH

fdl 4,870 AMF1y: 49,885 H

Total cost - 766,094.99

*Expert opinion (2021 &5 A. #REMH) . RRER-EM778E 2021, BRKRRE R -ZF7 7 ik EE EH
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Appendix 4-2: Body Weight and Height

BREAEIL. Medical Data Vision T—2IZH T, LEBEMTHLITSFFRE|I+ AN
FER+RLTOY XY TAEEZFRIBLI-MEERSE 4,267 ZIZDOWT, ARFKBKRATOEEZER
L/T:o

Table A4-2-1 Body Weight and Height of the lung cancer patients who
started Pembrolizumab + pemetrexed + platinum therapy

Statistic LC who started Pembrolizumab
+ pemetrexed + platinum
therapy
Body weight
N 4,267
Mean (SD) 59.06 (11.45)
Height
N 4,267
Mean (SD) 163.06 (10.36)

LC; Lung Cancer
Source: L7+ TF—42# (Medical Data Vision T—%, 2008.4-2022.3)
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