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B FRKEC (R
AACR American association foSFr cancer research
AE Adverse event
AIC Akaike information criterion
ALT Alanine aminotransferase
ASCO American society for clinical oncology
ASMR Amélioration du service médical rendu
AST Aspartate aminotransferase
ATC Anaplastic thyroid cancer
BIC Bayesian information criterion
BSC Best supportive care
CADTH Canadian agency for drugs and technologies in health
CASP Critical appraisal skills programme
CCDC6 Coiled-coil domain containing 6
CRD Centre for reviews and dissemination
CT Computerised tomography
DTC Differential thyroid cancer
ECG Electrocardiogram
ECOG Eastern cooperative oncology group
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

ESMO European society for medical oncology

FGFR Fibroblast growth factor receptor

FTC Follicular thyroid cancer

HAS Haute autorité de santé

HR Hazard ratio

HRQOL Health-related quality of life

HTA Health technology assessment

ICER Incremental cost-effectiveness ratio

IQWIG Institut flr qualitat und wirtschaftlichkeit im
gesundheitswesen

IRC Independent Review Committee

ITT Intention-to-treat

KIF5B Kinesin family member 5B

KM Kaplan meier

LY Life-year

MKI Multikinase inhibitor

MTC Medullary thyroid cancer

NA Not applicable

NCCN National comprehensive cancer network

NCOA4 Nuclear receptor coactivator 4




NHS National health service

NICE National institute for health and care excellence

OR Odds ratio

ORR Overall response rate

0s Overall survival

PBAC Pharmaceutical benefits advisory committee

PDTC Poorly differentiated thyroid cancer

PedsQL Pediatric quality of life inventory

PFS Progression-free survival

PRISMA Preferred reporting items for systematic reviews and
meta-analyses

PS Performance status

PTC Papillary thyroid cancer

QALY Quality-adjusted life-year

QOL Quality of life

RAI Radioactive iodine

RCT Randomised controlled trials

RECIST Response evaluation criteria in solid tumors

RET Rearranged during transfection

RPSFT Rank-preserving structural failure time

RPSFTM Rank-preserving structural failure time model

SD Standard deviation

SE Standard error

SEL Selpercatinib

SLR Systematic literature review

SMC Scottish medicines consortium

SMR Service médical rendu

TC Thyroid cancer

TKI Tyrosine kinase inhibitor

TTD Time-to-treatment discontinuation

UK United Kingdom

us United States

VEGFR Vascular endothelial growth factor receptor
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1. HREGLIERG ERBBOME

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

1.2 RIREEMEHE

RIR(E RS

40mg 1 A7+l 3,680.00 M

80mg 1 A7tJL 6,984.50 M (1 HE{H:27,938.00 )

EEAX FHUEMDLEAR (D

HEERER (— %) - —aYATEIL 250mg (D) VF=T) 12,146.90 M (1 BHE/M:
24,293.80 M)

FEIEINE

ERMME (1) (A=5%)

S HEMNE (1) (A=10%)

1.3 BERMRDOAN=X LA

LR )ILAF =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 RIRERALLDHRE
RET M & B FBED VIR RELETT - B F 03B/ Nz
RET M& B FBEDRAVIRT RS FIRIRE
RET ;&fnFEEBG 1% DR G VIR A% B AR ER G HR 2

1.4.2 RIEERELHEEDEM
ABFEOIRET g A B FEEO VIR EAET- BROIE/NAME XL T, BRAX%
BE@EDMENIEE (2021 £ 11 B)Z=I1+.2022 45 8 A 17 BIZHREZFIRHL TS,
ZOMEDIEE®RIRET A EEFBIEDRAYIBRTRELFRREISLUIRET B FER
IS DR B VIR A RE B KARBERREZ 1AV EMERY (2022 F 2 B) . AREEFIRHTHED
ThHb.

1.4.3 SRR ETHIERDOEFENEE (FRE, FIRREEH. FRERF)
FRIREEIRVEEHOZVADBENBERESZTHY. TRXTOEREBEZDS>50D1%KHE
THH Y, BAD2013FEICHITHRRIREHERBERILL5,6290I (B1£4,23341, &
11,3964 . AO10AABH-YDEETHRELTVWVEVEERRIIBEM6.84, H17.43. &
FEEER(EHRABRBERIIISSEETIILAOZEEANOETS, ) TBEMS5.01, &4
13.32THof- (RRIREZBLBEAMFSIUERZES.2018) (D), BRIREI, (1) ERaHl
fa. (2)CHfam2fEfEn Mg mEL., SR LL T ICHEKT 3 ERE - ElaE Ko 1biE-
KMMERE. (2) ICHERTIHEHRELGEIZHEIND, FRIRS LR (FLEEfE [Papillary thyroid
cancer, PTC]4>j&Ra#z [Follicular thyroid cancer, FTC]. &4t % [Poorly
differentiated thyroid cancer. PDTC]) (FBRRED P THRLZLFEHoNTEY. PTCIE



BRRELEDI0%, FTCIE5%~10%TH S, PTC, FTCKYIRET HEEZALNTIVD
PDTCIZBRRIFELED 1%KETH S, BLLPTC, FICKYIRETZEEZONBHEAEL
BRAEER L [Anaplastic thyroid cancer. ATClIZBRRIFELED 1% ~2%THD
()4, $RRa R Sk D R4 5 B RIRBEHESE (Medullary thyroid cancer, MTC) + BiRIRE £ (K
0)1'2%—6560

1.4.4 SHNBETIERICEHILBERS ERRBOEA(RA)ER

SRR HRET A REFBEORAVRFALFRIEE T 2FHOEAREY
(E—545) (Xl AERAENS.

B = (E—5%) 0P RIBE (P RIBEHEERO OREX( N A SRS (F
RATE L A—2021 EARABEBRTHRUEARS BELPRIBEHESECEHAT
FR). 20N, EMEBEELL SREEMAET SRS L4 %O Il A SEEsh
(KB RUSNBY—r o) —F 2 EFEL-BERRESEICBHATTA) . RET
LREFREEEEE % BT —F R ERAL-EEREESE(CARN
TF8) RU RET MAREFBIEES 11.0%OLFET 5. RET A REFBIEARRS
nBRRIESE P ALTESN. COR. B ER%IS AR EEENBERE LS (S5
Tyl —F R EFAL-BEREESECEHNTTA).,

1.4.5 4BERXR EMRBEEATIEFOILFR (R LEHNF
LIBRETTO-001 HERTIL. RET M & Bz FIEE R RIRETIIHRIE 54 &, RET BEFE
KB FRRBERE TIIXPRIE 57 & (BUAH) . 58 & (REM) LMES T D, RERERIC
BFBLYMIEDRRERSH RET MEBIEFBIERIKIRE. RET BZFERBEDFKIR
HERELRBROERBICLIENBESNDS,
431D T, LIBRETTO-001 HERTIX RET A BEFBIERRIRETIEIB LR 47%.
RET BEFERBHEFRIRBEHRE TIE 65% (BEARR) . 66% (RER) LRESh TS, R
RIZCEWTHRHEDLRTHLIENBESND.

1.5 ERAESF
ARDOERAEEFZLUTISRY,
®1-1 FRAE
BEZR #0
‘’E5H* BWTHERTS
B58 e FEA:160mg/[E
BEHE 182M
EHRHLEREHE (HENE | 4.2.1 A REEFONFA—FOFHROREELERFHN
HA42ILE) MELULEFNM TR AT IBRRENMEELERESNS,
Y5 E LIBRETTO-001 HER TR, RET MEABEEFIE1EFKIR
ZIcHT3EARREOFYEC . - REE
I G ) < 5o

BEH. FFX RET MEBEFBENBELERLLTEY., FAXETL+HGRRERTS
REBEFIIREMERICKY. RET MEBEFBEIERSN-BEICRETIL REIC
H->TIE, REBSN-FENEZHRAEERF-EERBBREANDS L, IEEHLNTIVS,

1.6 RBERBOARIHBTILUZREXS ERBBOMLE ST
FRIREZBZRA 51> 2018k B L, ET-BREOPRBALEICHLTITRESS
RERUAFTEROBRAMNSEFRESHRSN TV, F=. EF MKI(Multikinase



inhibitor) T&H 5V 7= RULUN\F_IT N RA VIR REL B RIRE 1Z#E 6 ELTER
TERIEINT-, FRIFESEZEHARFSM4 2018 TlE HEIT-BERRESEEICHLTIE S
FEMNEOFEREZHEINTNAL, EHEDENETIZ NCCN HARSAMAEREZESHL
VINF=T% preferred agent LTS EDREHINTLD, EIT-BREFKREERSMEREIC
HLTIELUNFZIDHFMNHERIA TSR, T - BRERPERBREHRETEINVTE2=IJER
DHBENREE RWTLUNAFZIT VST OERASHRESL TS,

BRI EAARSM42 2022 FiRTIE.. MEHIVRRNRAEEFRIED MR BIRIRRE <%
L.LoNFZIHENEYSTI=TICRBABEITICE. YIRTRE- B R PRIREEHREIZx
L. N\ TARZTICEBBEEITIENEBHERIN TS, T, BREEERSMEEBIZHL, LY
NFIZEBABBEETOICENTBEEREIN TS,

EINTI& RET @& EEFEEDRRIREZES KU RET EEFEEBGHE O FRIRFERRZEIIXL
T.BILRIVAFZITHMN 2022 F 2 BIZEBINT,

HARSAUIZEWNTIL., BRIREZZEH MRS/ 2018 TIE Y LI REKZETHY
RHINTUAWN, BESZHEA MRS 2022 EROTIE. KEARIVERNABEERGOH
LR BRARIE ., VIRRT B BR P RBRHIFEICHLTEARILAFZIOEVESDEN T
SNi-ZE. RET & B FEME DR A VIBRTREG B RRE. RET B FERBGHED R AKIREE
FRIZIZR L CEIGBMAVRE SN FZEICE RSN TS, F=. KE D NCCN(National
Comprehensive Cancer Network) ® Thyroid Carcinoma QA AR5 4> 2022 FhRTIE
LIBRETTO-001 SAERDFERICEDE, RET RS EGFBHED VIR BT B R E (38
B, B, 5. B. NGB EEa) FLEER. B, Hurthle #IRgfE. ROMLE. 86
BEOWTNOMEBREICHLTERILNILAFZINERIN TS, BRREICS L TIE
preferred agent ERIEDIFHN TS,

MKI @ RET @&EEFEERRIRERV RET B FEEB R KIREHREICTT 283
HiF. BEERERVEREPLEIZESFUENRONSZLICKYFIRESNTIND, =, FIRIR
BEHRERVRERRSEEOVNTNIZHIERREIHENBHON TG, LIzA>T, RET
MEEEFEERRRER Y RET EEFEEGEFRREREICH TS MKI 2L 5EE(E
YRIRZ T4 DEMNSTFFHELFETODEETNEL TUoAVRZ—INHFET . ER
B RET BEEHIDBAIZLY . ChERETHAIRMENH I LD EFZOND,

1.7 ELEEER
YROEBHBEZEICRINE-EELAETER (EELRESNEURY) &, FHEEEES. QT M
RIEE. BEE. SME. BEEMEETHS,

APt RElE S

‘RET @& B FEIEEME. RET EEFEEGEFRRBHRERVZOMD RET jFitlt
EBEEzECETEREREEENREL-ERXRS I/11 f:ERTHS LIBRETTO-001 L&
D55, RET @A EEFEIERKIREBEN R Y RET B FEEBME MTCEHICEWNT, iF
HREEEREERIL 45.0%(99/220 ) IZ@BHHNT=, FL—F 3 LLEOHRREIS L
10.9%(24/220 fI) THof=s WT N DEEIZENTHI L—F 5 RU Hy's Law DEEIZE
I DR DHIEHFEDH NG M1,

BRRRABRICEV T, AR EEEERN S HETHRESNTEY. JL—F 3 ULDEEL
ERIVMESNCE BAERRICEV T AR EORRBENEE TERVEELITHAERE
ENEOONTNSIEM D EEGRHESNFZYRIITREL =,

QT MRt &
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-LIBRETTO-001 &HERD>%. RET @& EGFEMEFIRREES R U RET Bz FEERBM
MTC fEFIZH LT, QT BIREREEERIX 17.3%(38/220 ) IZBH5Nf-. FL—K 3
DRBRENEIL 3.2%(7/220 ) THo1=. WITNDEEICEWNTEIL—F 4 LLEDERIFER
HonEhotz,

ERREERIZBVT, QT HMRERBEESEROERIXFEAENTL—F 1 FE 2 THo=D
DD, EERFAERTIE QT MRERODRBRIRIDHZEEERN LIz LTERSN., AF|RE
%= QTcF(corrected QT interval) f[ENR—X 5125 60msec UL EEML TS EEM
BHEAROONT =, —fEHIC QT ERICHSIFEBIRDRBELI-BE . EELGERRE-EHAHE
HRHLHI LMD, EREGHFESNZURVICEREL

BEE

-LIBRETTO-001 & MD>%. RET & EEFHERRREES XU RET Bz FEEBMK
MTC fEBIICHE LT, BBEMEERIF 1.8%(4/220 ) I2BHonf=. TL—F 3 L EDFE
BEEHONGH 1=,

EERERICEVT. FFEORRBRENBEETERVWEEFZET ., BB - RRAFOEREH
SERMDBBEMNZDHON-CEMD, EEGFESNVRVITREL=.

= E

-LIBRETTO-001 & D55, RET B&EEFEEFRREES XU RET Sz FEEBM
MTC EFIICHE LT, SMERESERIL 39.5%(87/220 ) Ic@BHHNT=, FL—F 3 LLED
RIMEIAEL 19.5%(43/220 #I) TH 1=,

BRRARICEVN T, SMEREERN—EDHETHESNTEY. JL—F 3 ULDEEL
ERLBESNCE FRBARERTRICENT, FFEDORRBELBETERVEESH
MNEHONTNSTEMNDG, EEGRESNIRVISREL=.

EE MR R

-LIBRETTO-001 HERMD>%. RET gt & B FEMEFIKREES R RET E-FEEBGH
MTC EHIZH LT, BB MR EREEERIE 1.8%(4/220 ) Z3BH5NnT=, FJL—FK 3 KL
LOEZREFIBHSNIGEHI ST,

EERERICEBVTC. MEBEMMEEEESERORBRIETNTIL—F 1 £=IEL 2 TH-of=. LM
LEMs., —iRMICHREMMEBISRELIZIGES . EELERREUSTAIEEENHHII L. RUE
NEERFTERICBEVTARBFIEORARBRIEETCELVEEFIINEOHON TSI EN D, E
BERBESNIRIIZHREL,

1.8 fihE D ERE M FFM R & (T HFHmFER
(EEEICHIT2HEN—ER]

- EES
E4 ek FHEFER (GE&EH) 1) R Ml
(R @ E
i)
1¥)R NICE | - #E32/3FH#3E/\ S DT HE(ERMIC: £4,368

Managed access agreement)/Z®MO1th ( ) | (without

- EMERT—AR: BEAAFURRSTNF0M | VAT)

SMC | - R/ FEREEOTER (AN )z |27V
ot )
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TR HAS -SMR: "Faible" (LOW) for MTC, "Insuffisant" | -
(INSUFICIENT) for RET fusion TC
-ASMR: 1/11/111/1V/M
ShEEETE: HY(F% ICER DIE: )/ FF A
B /R E
[NV IQWIG | - €1,657.15
Major/Considerable/Minor/Unquantifiable/[N| | (80mgx56
lo additional benefit] h7tIL)
HhF+E CADTH | - #3/JEHER /KU OEHE(ERMIC: )% | -
231:10)
F—RLSUT PBAC | &Z&7%L -
(BREIZHEIT5HE A REFMDEEM]
1. FHEOEED—F
ESE R FHEEREOFE
AFYR NICE HY) 7L/ ISP (FSTRHY/%EL)/ A
SMC &Yy L/ FlR/ R
TSR HAS HY) e/ FHlid /T8
k1Y IQWIG &Yy L/ FER/ A
HhF4 CADTH By e/ FHlit/ A
F—ZrSUT PBAC HY/ L) B (FSTHY/HL)/ R
2. FHEFER DM
ESE AFXVR(AVT SR/ T—ILX)
R NICE
FMESER D URL L https://www.nice.org.uk/guidance/ta742
ST R B EARLVAF=T
Bt S DOEHE
EHFEHEDSAX. £D | Managed access agreement
EH D
FHEXT RER BEAED
RET @& &nT 5% R KERE :
VYSTIZTBE LW/ FRIFLUNFZIICEDAARRICESEE
ELEETHETE RET MEECFEERRBREORANESE
RET B FEEB SR KIREERE
12 U EDOETH RET B TFEEB MR IKIRHERET, AR
DFZITBEW/FEEEFNUTEAZIICKBREBREICE BREED
BLIDBRABLUVFE
FERAE (%) KREICEDE, TRROAETROKSET 5,
50kg Xi#:120mg% 1 B 2 [
50kg LlE:160mg# 1 H 2 [H
Iad Foiic] RRMFR—T4THT

EFRGRESERMRLEOE

ICERs around £30,000 per QALY gained

E3E

AFYR(RAYRSUR)

HEA

SMC
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FEmFERD URLGE

https://www.scottishmedicines.org.uk/medicines-
advice/selpercatinib-retsevmo-tc-full-smc2370/

ATl Rt R BT

wILRIVAF=T

FHE#ER

S HDEHE (Accepted for use within NHS Scotland on an

interim basis subject to ongoing evaluation and future
reassessment)

EHASHEDGRIX. D
EH DM

N/A

ATl ot SR 2B

BEaRD

RET Bz FEEBG M FIRREEHRE:

12 mLL L DETHE RET EEFEEGMH FIKRIERRFET. HRY
VFLIBEW/ERBNTERZIICKHEIARRICEZEEED
BLEIDRABLIUVEE

RET & EEFEIERIRERE:
VIIIZTBEW/FRRLUNFZIICLHBRERICEFEEE
WEETHEITIE RET S EEFBERRREORAES

ERTE (%)

KEICEDOE, TREOHAETROKRET S,
50kg ®i#&:120mg% 1 B 2 [
50kg Ll E:160 mg#%* 1 H 2 [a]

LE gt AR

ARAMR—F4T77

FRGESERMRLLOE

Base-case ICERs (as submitted by the company):
MTC: selpercatinib vs BSC £48,965

MTC: selpercatinib vs cabozantinib £37,277

RET fusion TC: selpercatinib vs BSC £58,499

E3E

TR

HE 4

HAS

FHEFERD URLGRE

https://www.has-sante.fr/jcms/p_3271751/fr/retsevmo-
selpercatinib

ATl ot R BT

wILRIVAF=T

Sl #ER

BEB D RET Bz FEEBGHE RAKIRGERE
¢ SMR:"Faible" (LOW)
¢ ASMR:V
RET @& &= F 514 R IKIRE
e SMR:"Insuffisant" (INSUFICIENT)
ASMR:N/A

EHMEHEOHRIE. TD
EH D

N/A

ST R EE

BEA# D RET B FEREBG M FIRREEHRIE:

12 mLL L DETHE RET EEFEEGH FIKRIERRET, HRY
VFIIBEW/FERBNTEZIICLHAARRICEHEEED
BLIDHABIUVEE

BE/A D RET R & &G FI5 M R AKIRE

ERTE (%)

AREICEDE, TROAETROKET 5,
50kg Xi#:120mg% 1 B 2 [
50kg Llt:160mg# 1 H 2 [H

Le g xt AR

BIGHTEASNASAREEDHES—
#IZE (RET BB EGFITHEL-E T, &R
FRELELY)

EBD MKI, b2 5EiE. 5 FI12
BTULALEEEAE
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FEHEABRHRLOMBE | N/AGHEMEFERER)

E4

RA (R 21 FITERF )

HE 4

IQWIG

FEFER D URLRE

https://www.g-ba.de/beschluesse/4999/

https://www.g-ba.de/beschluesse/5001/

ATl 1t R BT

TILRIVAF=T

FHl#ER

BLiaED
RET Bz FEEG 1 RIKIRGERRE
e No additional benefit (due to lack of comparative
data)
RET @& &= FI5 14 R IKIRE
¢ No additional benefit (due to lack of comparative
data)

EHMEHEOSRIE. TD
EHDEH

N/A

Al R R IR B

BLaED
RET Bz FZEEG T P IKIREERE
o 12ELIEMH#ITLI- RET Bz FEERB M PIRIRHEE
T HRYFUOFZITE LW/ F=ENTETIZKBRAE
BICEBEEIEVDEETIRABIUVEE,
RET @& B FE M R RKIRE
o VSTIZIBIWFELFILUNAFZIIZLZHLAERRICE
BREEWHELT S, RET A EEFEMEDOETRIRIR
2 (A o

ERAZE (%)

AREICEDE, TROAETRO®RET S,
50kg &Ki&: 120mg% 1 H 2@
50kg LlE: 160mg% 1 B 2[H

i 3o

BLAED
RET E=FZEEG P IKIREERE
o HRYUF=T
o« NUTR=T
o RRMKR—FATHT
RET @t & E1=FE14 B IKRE

o VYS71x=J
o LUNF=T
o ARNYKR—TATTT
FELGESERDRLOME | N/A
E4 hr5
HES 4 CADTH

FHEFER D URLRE

https://www.cadth.ca/selpercatinib-1
https://www.cadth.ca/selpercatinib-0

ATl ot R BT

wILRILVAF=T

Sl #ER

RET B & E1nF IS FIKERE R4 OEHE
RET Bz FEEBME FIRRGEERE  FHOTHE

EHNEHEOSRIE. TD
EH D

Appendix 0-1 [Z Reimbursement Conditions and Reasons
Zinft
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ATl e SR 2B

ETHETEB D RET MEEEFEIED DTC IS/ S 2 R
FEERROEHBBRELELTHLUNFIELW/FFVYS
I T2 RBALERER T1=BE (BA)

12 FLULE®D RET B FEERIRIRHEREEE CRAED RET
BIEFEEMIC(O7—ARMNAVAR) EIWAEBREDHSD RET
BIEFEEMTC(EAURSAVABBRBEUEFNUBROLR) &S
)

ERAAECK) AREICEDE, TROAETEO®RET S,
50kg XKii: 120mg%* 1 B 2 [A]
50kg KlE: 160mg# 1 H 2 [d
fid 3poiict AR (B T EBMTTHBED)NAMNR—T4TH T

FKAB: N\THE=T

FRGESERMRLLOE

BLAE:

RET Fusion TC: vs BSC $402,705, ($405,245 including
RET testing)

MTC: vs BSC $347,785 ($348,105 including RET testing)
KAE:

MTC: vs vandetanib $350,341 ($350,703 including RET
testing)
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2. ERAMRAWICE TR INEHDERE

2.1 MRRETHEHA
2022 £ 5 A 27 BIZEHESN-E AN RFMEFBBEICEODTRESN DT RARET D
EMICDOWTUTIZRY,
‘RET Bt G ECFEHEDRAVIBRF LR AN FRIFEERE
B NNREFIRBHIFEIZ DOV TIEL TOER TR -,
o RETREEGFEMHEDIRAVIRFRELGHRBREICOWLTIE, /MNEDEFILEEHT
H5,
o RETEGFEEGHDRAUVIRSEELZFRREHREICOVTIE. HAEFTHY. FE
INBRA RO RIRIRE LR S LSS ZEAN GO ELRENTH S,

2.2 HExE
2022 £ 5 A 27 BIZEESh-ERXNRFMEFBBEICE VD TRESN LB BT
CEFEBIZDOVLTUTIZRT,

AMARETHER | BRSBTS g R T e E L=

RET B&EIEFBEE | Lo/N\FZT & BINLAFIICKYRBEINHEEESH
DIRAVIBRTRE7RRL BEADSEEBRMENLYBLNEEZ DN
AFIRIRERE B1=&,

2.3 SO IEEERADOHEH
HTA HARSAVBZEDE DO IBIIANEERDIE. EROHEBEIIAMERELL
T=o

2.4 DREE
HTA HARSAVIZEDE, DRFEZX QALY &LT=,

2.5 S HrHARM
HTA HARSAVICEDE, AFDERXHREZFHET DI+ 2 ICROEIBIEL T, 2 HTHARM
% 25 FIZEFEL=,

2.6 E5I=*
HTA HARSAUVICEDE, BISIRFER - REDICERE 2%&LT-,

2.7 ?HEHDOHEEDER
TRIZ. MERRTHIERATEIZ 2.1 Hids 2.6 HIEFTOREEFEDT-,

DR RETHER RET BMEEEFEHEOIRABVIBRTELRANFIRIREESE
ad:agiic] LynNF=J
B xR A EE L -1 A o TIRILAFZIIZKYRBINDEEEINIZLODSE,

BENRDIYBLNEEZOND-O,
SMDILGZERERADER | XHERDIIS

DHEREDH
HRIEF QALY
ST HAR 25 &
EEIES BR-MREBICEER 2%
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3. BmpHE Ak

TILRIVHAFZT DEMEREIZHTEXELUE 2—(&, FERIZDWTERLT -,

3.1 JU=HIWVHYTRFIv
DVZAIVIIAFIVETROBYREL=,

£ 3-1 AT T14YILE1—(Systematic literature review, SLR)DV)=hILHT

AFIv

R EMH

RET e B FEEDEEENREL-BEEHABRT-IIEMEALLL
LERN

(MTC, PTC, DTC #&¢) BIRIREE R ELI-EE AL LLE A ER
(Randomized Clinical Trial. RCT)

TA

TILRIVAFZ=T

Pralsetinib*

NP FZT**

INDT R **%

LonNF=J

v57x=7J

RAMNR—T4TH 7T

(*BARTORBLGL, *>*BARTORRRBOBLAELZL, ¥**BKRT
| B IK R AR I8 OD 3 b iE 0D 74+ )

LR IR

EMEE. TR, AR R—T1I 57 . - [FE AR

TIhL

TEROVWTIhANEDLLKEL—DED

SIS
1 AR
£ 7 AR
C s

HRTH1>

RCT, BigFadiR

XErRZR B

~2022 %9 A

3.2 RTFITAVILE 21—
EHELEVUZAIWIIRAFAVIZEDE DRATFIT1vILE1—2E L=, FHlE TR

j—O

3.2.1 [RERHIR DA AN EE ORI EE

DARATRTAYILE a—IZHIT5Es

HBREOMEH ANEESLURINEEER 3-2 1077,

& 3-2 BRHIEDHEAANEELIRS B

HH $HAANESE BRoVE#E
WNEEBE-HE |eo RETEGFEEORKIREEZX |¢ RETEEFEEDRRFEELS
THAY KEL-BERABRELIEES KELTWVRNBEEAEBRE-IXH
{ELLEEABR KIRFEZ R R ELTULVEL RCT
o HIRAEEE (MTC, PTC.DTC %5
)M RCT
o JATIYTA4YILEL—
Peg;=d TROVWThIDERIZED o COAREHBILEREDOERZEE
o TIRILAF=T HUOVERZR
e Pralsetinib
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HE HHAANESE BrotE
o HRYUF=T
° /\‘/5’9:7
o LuNF=J
e VYSTJx=J
ad g o EWEE o WREFEHFIIHLT, FEEFM
o T3t B (B F i, MEEE) FHE
o ARRMR—FT4THT LTLBHIZE
o FEI-IXEBE
pidwl PN TROTIMILDSEVNWTNAOES |o¢ EREDTIMNILEFUVEDLEFE
3 AT
o ZTHE
o IRIBEFEHAR
o THTFHIM
o T2
HARTHI> e RCT o HEHR
o HAFER o HIERREAER
o JEBIERE
o BEHBLULE—
o IOVt HRALKR—k
o FERFITFA4YILEa—
o JGEfIXTERERZE
o TEETRIGAE
RREARM o ~2022F9H o KL

=:a
===}

-+

s R

o ERUSNDEE

3.2.2 FEALET—4R—X

3.2.2.1 #X

LR TERLEVVZAIIIRAFIVICEDE, LTDT—ER—REANTHIXIREEFTIT

1=

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

e Excerpta Medica Database (EMBASE®)

e Evidence-Based Medicine Reviews (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)

INEDT—ER—XIE, TRTEEL HTA BEOEHL—HLTHY., 2V £REFTELH
BLTWWSEDTHS, BFKXIE Appendix 3-1 [ZEEEiLT=,

3.2.2.2 ERFZDME
DRENZHBROBRRGEREMTI 502, LTORYETEGERZELOEET HIEER

#LI=,
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& 3-3 BRARELE-ERRESOPR

Conference Name | Year | Link

European Society for | 2019, | http://www.esmo.org/

Medical Oncology 2020

(ESMO)

American 2020, | https://www.aacr.org/

Association for 2021

Cancer Research

(AACR)

American Society of | 2020, | https://www.asco.org/

Clinical Oncology 2021

(ASCO)

ESMO Immuno 2020 | https://www.esmo.org/meetings/past-
Oncology Congress meetings/esmo-immuno-oncology-virtual-

congress-2020

European Congress 2020, | https://www.ese-hormones.org/events-

of Endocrinology 2021 | deadlines/european-congress-of-endocrinology/
American Head and | 2021 | https://www.ahns2021.org/
Neck Conference

American Thyroid 2020, | https://www.thyroid.org/professionals/meetings/
Association (ATA) 2021

World Congress on 2020, | https://thyroidworldcongress.com/

Thyroid Cancer 2021

European Thyroid 2021 | http://www.eta2021.com/

cancer

3.2.2.3 #ETPOBKART —2X—X
BET A ETPOBRERBRERET S-OICUTOBRBRT—IN—RATOREEZTo1- (G
¥ Appendix 3-2),
e ClinicalTrials.gov(http://clinicaltrials.gov/)
e International Clinical Trials Registry Platform
(http://www.who.int/ictrp/en/)

3.2.2.4 EFRE
BETERATITAVIVELA—PAZTF ) ADERAMEREL. LRORRTHESN
B -BERREERLT=.

3.2.3 YRATFIT1YILEL—DREE
DRATFRTAVILE a—X, PT RSO E2—B LU TILTFAMNE 12—, T—42HH . /31
FANVRODFMDIEIZEREL = TRATODRI-ERIX. 3.1 VYA ITAFIVITES
LE-EEICH-T. 2 BN MILTLEA—Z2TL. BROZERILEL—FFEEL- 2 BEIEH
D1 BERZTHEED LREREEL=.
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#ER(1X. PRISMA(Preferred Reporting Items for Systematic Reviews and Meta-
Analyses)D7A—Fvy—brZRALVTRLT,

3.2.3.2 [REFAW -T2

T—AOHEIE, 1 BETEESINTz. VRATITAVILEA—IZEENSXERIZ DL TIL, 24if
HEODITHArESHEL. HIRFTEVCEFHEENOEREHERALZ. 4H.13.2.2.3 #
THOBRKBREBRT —IRN—X DD T—2E. BEFRERZE TG OB LGN o1z, i Sh
f=T7—421% B0 1 BHRIE. BLURLMEDOERE T oz, T HEELRIIEDOETOR
—HE. EEL-2 BEERD 1 BERZATHRD LREEEL-,

BHEMSIE. UTOT—20MEHSINT=,
o ERFEHmEILE
R—RSAUEOEEHHE
ZTOMOT—2GRERABEDLEEZDAE. ARABRDPLEZOEEARDOEBEEDS)
2A0—7yvTHE (hR{E)
AN EFMIEE
ZEMETmIER

3.2.4.3 AT RYRY DL

RCT IZ2ULMyTI&. RCT [&. NICE (National Institute for Health and Care Excellence)
DRI HELECITEEL- (2012 F£H17. 2016 ERKREH),

B EsRER (L. CASP(Critical Appraisal Skills Program)ak—rRZEF Ty RRZELST
FHliS 7= (BE#AIE Appendix 3-3 IZEEE) .

3.2.4 BRERER
DRTRTAVILELA—DERIETERDEY THD,

e SLR1 (%2019 F£9 AIZE., mEXZREAMIL 2015F 1 A~2019 459 AETO
HiMl,

e SLR2(¥E 1 EBEH)IL 2020 £ 10 AICEE. REXNRIMIXFIRIEMKEZ ~2020
F 10 AETOHEAM,

e SLRI(E2EBEHIX 2021 F£7 AICER. RENZIMILFTEEKEEZ ~2021
F 7 AEFTOHIM,

e SLRA(EIEBEHIX 2022 F9 AICEM. REXNF LM IXFTEIEREER ~2022
F 9 AEFTOHIRM,

FT—AR—ZARVZFDMDIEHREEOHTEET 8,770 - (F—ER—RABRETRITE SN/
#:.5,521 H+Z DMOBERRTRIE SN/ XIES: 3,249 ) HARIESN (SLR1:8,445
#£.SLR2:160 #4. SLR3:99 #4. SLR4:66 ). RN DFER. A5t 7,355 hE2ARILE
PWEFTRY)—=5 'L, 3,455 DN TILTFHEARNE 2 —DX R EEST-, TILTHFAMLE 21—
DIER. 79 EARIE SN, Ti2lZ PRISMA 7O0—HZAVNTHREZRT,
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3-1 PRISMA 70—

T—AR—ZARETRAEBSNIBAXHH
n=5,521

Ot DFERRTRES MR HH

n=3,249

{

¢

BERBRAROBR =7, 355 (BN Sh-H#:n=1,415)

¢

ROY—= T EN- &
n=7,355 ﬁ

ot Ehi-##:n=3,900
*Z %A :n=458
fTA:n=23
H&*x@:n=9
FYrhL:n=25
METFHFA(>:n=3,298
FDfh:n=87

{

ILTFANEL—THAANRELSE

n=3,455

BRREH
n=79

79 (22 BAR)

f=L=## ﬁ

o Eh =¥ :n=3,376

AR EMA:n=701
frA:n=114
FobhL:n=403
BMRTYA>:n=1,797
TOf:n=141

NSCLC D#EEEL:n=220
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BHFES O 4 BORFTRESNTEAERDH T, DTC/PTC [ZEHET HEAER(T 10 HER T
HY. ZDI60 3 HERA RET RS EGFEEDRRREBELZHREL-HEBRTH o= GHEE
[3.2.5 BRRABROBMEIZTY),

3.2.5 BREREROBE
SLR TRIESNI=RERDMEE TELIEEEHT Do
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£ 3-4 AELBEAR(BRX)D—K%E: RET BERETFEEORRRE

Design/Settin Tumor type | Crossover
Study an/ 9/ Site Treatment details typ
Phase assessed (Yes/No)
LIBRETTO-001 Open-label/single Multinational | Phase I: RET fusion- No
Wirth et al., arm/Phase I/II Selpercatinib 20mg OD to 240mg BID | positive TC
2020(10) Phase II:
Selpercatinib 160mg BID. Each cycle
of 28days
ARROW Open-label/single Multinational | Phase I: RET fusion- No
Subbiah et al., arm/Phase 1/I1 Pralsetinib 30mg OD to 600mg once positive TC
2021(11) daily
Phase II:
Pralsetinib 400mg once daily
LIBRETTO-321(12) | Open-label/single China Selpercatinib 160mg BID. Each cycle RET fusion- No
arm/Phase 11 of 28days positive TC
MTC, Medullary thyroid cancer; TC, Thyroid cancer; RCT, Randomized controlled trial; RET, REarranged during Transfection
& 3-5 AELBEMAR(RX)D—KR: RET Ma&RETFERELN O PRIRE
Study Design/Setting/Phase | Site Treatment details Tumor type Crossover
assessed (Yes/No)
SELECT Double-blind, parallel Multinational Lenvatinib versus Placebo, DTC including Yes
Schlumberger et group/RCT/ Placebo — Lenvatinib 24mg PTC
al., 2015(13) Phase III or Placebo — Lenvatinib subpopulation
20mg for the placebo group
after disease progression

23



Study Design/Setting/Phase | Site Treatment details Tumor type Crossover
assessed (Yes/No)
DECISION Double-blind, parallel Multinational Sorafenib versus Placebo, DTC including Yes
Brose et al., group/ RCT/Phase III Sorafenib — Sorafenib or PTC
2014(14) Placebo — Sorafenib in the subpopulation
open-label Phase post disease
progression
Leboulleux et al., Double-blind/parallel Multinational Vandetanib versus placebo DTC including No
2012(1%) group/RCT/Phase II PTC
subpopulation
COSMIC-311 Double-blind, parallel Multinational Cabozantinib versus placebo DTC Yes
Brose et al., group/RCT/Phase III
2021(16)
MATiSSe Open-label/single UK Sorafenib at a dose of 400mg | MTC and No
Ahmed et al., arm/Phase II twice daily DTC/PTC and
2011017 RET
mutation/fusion
Hong et al., Open- label/single us Sorafenib + tipifarnib; each MTC and No
2011(18) arm/Phase I/II cycle consisted of 28days of DTC/PTC and
sorafenib and 21days of RET
tipifarnib (3weeks on and mutation/fusion
1week off per 28-day cycle)
Zheng et al., Double- China Lenvatinib 24mg OD. Each DTC (including | Yes
2021(19) blind/randomised/ Phase cycle of 28days PTC and FTC)
III Placebo. Each cycle of 28days

DTC, Differential thyroid cancer; MTC, Medullary thyroid cancer; PTC, Papillary thyroid cancer, RCT, Randomized controlled trial; RET, Rearranged during
Transfection; TC, Thyroid cancer; UK, United Kingdom; US, United States.
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® 3-6 SRATIT1YILEA—TRESh-BENE(RX)DEME: RET e REFEEOPRRE

Trial Name, | Intervention Stud | Median Male n Race n (%) ECOG PS n RET-alteration TC Histology
Author V' Age, (%) (%) n/N (%) n (%)
(Year) size | years
Country (N)
*LIBRETTO- Selpercatinib 22% 54(25- 10(46) e White:16(73) | «0:7/22(32) NR NR
001, Wirth et | (Previously treated 88) e Asian:2(9) «1:13/22(59)
al., 2020 RET fusion-positive e Black:2(9) ©2:2/22(9)
Multinational(* | TC
0), (20) Selpercatinib 12 57(20- | 7(58) e White:9(75) | »0:5/12(42) NR NR
(Treatment naive 84) e Asian:0(0) ¢ 1:6/12(50)
RET fusion-positive e Black:0(0) ©2:1/12(8)
TC
ARROW, Pralsetinib 11 61(54- | 6(55) e White:9/11 [ «0:4/11(36) « CCDC6:6/11(55) NR
Subbiah et (pretreated RET 70) (82%) «1:7/11(64) «KIF5B:0
al., 202111 fusion-positive TC) e Asian:2/11 «2:0 *NCOA4:2/11(18)
e Black:0
e Unknown or
other:0
LIBRETTO- Selpercatinib in 26** | 50(23- 20 e Asian «0:15/26 «RET M918T:20/26 NR
321(12) RET-mutant MTC 70) (76.9) (Chinese):26 (57.7) (76.9)
/26(100) e1:11/26 « RET mutation,
(42.3) Extracellular
cysteine:4/26
(15.4)
e RET mutation,
others:2/26(7.7)
Selpercatinib in 1* 19 NR e Asian «0:1/1(100) eRET NR
RET fusion-positive * (Chinese): «1:NR fusion,CCDC6:1/
TC 1/1(100) 1(100)

DTC, differentiated thyroid cancer; ECOG PS, Eastern Oncology Group Performance Status; MTC,medullary thyroid cancer; NR, not reported; PS, performance
status; PTC, papillary thyroid cancer; RET,rearrangements and/or mutations during transfection; SD, standard deviation; TC, thyroid cancer; UK, United

Kingdom; US, United States; WHO, World health Organization

*As per 30 Mar 2020 data cut off, the integrated analysis set (IAS, n=143) includes efficacy evaluable MTC pts previously treated with cabozantinib and/or
vandetanib). The primary analysis set (PAS), a subset of IAS, was the first 55 enrolled pts. Cabozantinib/vandetanib naive MTC pts (N=112) and TC pts with prior
systemic treatment (N=22) were reported in a clinical trial update at ASCO 2021 Poster. (20)
**PAS: Primary analysis set
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& 3-7 YRATIT4YILEA—TRESH BRI (RX) DHMR: RET MEREFBIELUN O RRIRE

(5.0)

Trial Name, Intervention Stud | Media | Malen | Race n (%) ECOG PS n (%) RET- TC Histology
Author (Year) Y n Age | (%) altera | n/N (%)
Country size tion
(N)
MATISSe, Ahmed et | Sorafenib 34 55 19/34 NR «0: 21/34 (61.8) NR «DTC: 19/34
al., 2011 UK17 (21- (55.9) «1:13/34 (38.2) «PTC: 8/34
78) e Follicular: 5/34
e Hurthle: 4/34
e Poorly
differentiated=
2/34
Hong 2011 US(® Sorafenib + 35(13 [ 61 20/35 « White: 24/35 (69) | «0: 12/35 (34) NR «DTC: 22/35
tipifamib MTC, (57) e Other: 11/35 (31) | «1: 23/35 (66) «PTC: 16/22
22 «2: NR
DTC)
SELECT Lenvatinib 261 64 125/261( | NR «0 or 1:248/261 NR e Papillary:132/2
Schlumberger et 47.9) (95.0) 61
al., 2015013 «2 or 3:13/261 (50.6)

e Follicular:53/26
1
(20.3)

e Hurthle:48/261
(18.4)

e Poorly
differentiated:
28/261(10.7)
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Trial Name, Intervention Stud | Media | Malen | Race n (%) ECOG PS n (%) RET- TC Histology
Author (Year) Y n Age | (%) altera | n/N (%)
Country size tion
(N)
Placebo 131 61 75/131 NR e0ori1:129/131 NR  Papillary:68/13
(57.3) (98.5) 1
e20r 3:2/131 (51.9)
(1.5) e Follicular:22/13
1
(16.8)

e Hurthle:22/131
(16.8)

e Poorly
differentiated:
19/131(14.5)

DECISION Sorafenib 207 63(24 | 104/207( | « White: «0:130/207 NR «PTC:118/207(5
Brose et al., -82) | 51.2) 123/207 (62:8) 7)
201409 (59.4) «1:69/207 « Follicular:50/20
e Asian:47/207 (33-3) 7
(22.7) ©2:7/207 (24.2)
e Black:6/207 (3-4) e Poorly
(2.9) differentiated:2
e Hispanic: 4/207(11.6)
2/207
(1.0)
e Not reported:
29/207(14.0)
Placebo 210 63(30 | 95/210 e White: «0:129/210 NR ePTC:119/210
-87) | (45.2) 128/210 (61.4) (56.7)
(61.0) «1:74/210 e Follicular:56/21
e Asian:52/210 (35.2) 0
(24.8) ©2:6/210 (26.7)
e Black:5/210 (2.4) (2.9) e Poorly

e Hispanic: 2/210
(1.0)

e Not
reported:23/210
(11.0)

differentiated:
16/210(7.6)
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Trial Name, Intervention Stud | Media | Malen | Race n (%) ECOG PS n (%) RET- TC Histology
Author (Year) Y n Age | (%) altera | n/N (%)
Country size tion
(N)
Leboulleux et al., Vandetanib 72 63(29 | 39 NR «0:50/72 NR NR
201209 -81) (54) (69)
«1:20/72
(28)
©2:2/72
(3)
Placebo 73 64(23 | 39 NR «0:44/73 NR NR
-87) | (53) (60)
«1:23/73
(32)
2:6/73
(8)
2COSMIC-311 Cabozantinib 125 65(56 | 57 e White:90/125 «0:59/125 NR «PTC:67/125(54)
Brose et al., -72) (46) (72) (47) e Follicular:62/12
202109 « Asian:20/125 «1:66/125 5
(16) (53) (50)
eBlack:1/125
(1)
e Other:5/125
(4)
e Not reported or
missing:9/125(7)
Placebo 62 66(56 | 28 e White:41/62 «0:30/62 NR «PTC:35/62(56)
-72) (45) (66) (48) e Follicular:28/62
e Asian:14/62 e1:32/62 (45)
(23) (52)

e Black:2/62(3)

e Other:1/62(2)

e Not reported or
missing: 4/62(6)
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Trial Name, Intervention Stud | Media | Malen | Race n (%) ECOG PS n (%) RET- TC Histology
Author (Year) Y n Age | (%) altera | n/N (%)
Country size tion
(N)
Zheng et al., Lenvatinib in DTC | 103 61(28- | 57 e Asian (Chinese): «0:57/103 NR « PTC:83/103(80.
2021019 80) (55.3) 103/103 (55.3) 6)
(100) «1:41/103 «FTC:20/103
(39.8) (19.4)
«2:5/103
(4.9)
Placebo in DTC 48 60(2 21 e Asian «0:29/48 NR «PTC:40/48(83
2- (43.8) (Chinese):48/48 (60.4) .3)
80) (100) «1:16/48 «FTC:8/48
(33.3) (16.7)
e2:3/48
(6.5)

rIQR, relative IQR; DTC, differentiated thyroid cancer; ECOG PS, Eastern Oncology Group Performance Status; MTC, medullary thyroid cancer; NR, not reported;
PS, performance status; PTC, papillary thyroid cancer; RET, rearrangements and/or mutations during transfection; SD, standard deviation; TC, thyroid cancer; UK,

United Kingdom

aCOSMIC-311 included pretreated patients only
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3.3 VAN IIRAFIV (REHHEMNBEHOIVIHEBREER) [RUTIHEEDOH]
3.2 25 #

3.4 VRATIT4YILEL— (REFEBHNEHIVVIEFRR) [RUTIHEDH]
3.2 [CEE#

3.5 BT —SOBRI
Bl

3.6 A7 FILADEM [BUTEIHEDH]
Bl

3.7 MERBORIYRNT—IA3FTFIOADER [BRETEIHEDH]

DATRT4YvIUE 2—TI&, LIBRETTO-001 BB LU LIBRETTO-321 HEBERE. X9
HORREFATHS RET MEBEFBEDRRIRBEEZRREL-FHR® 2 HIZEELE
LE=REBIXRESNGEIN 1=, BIRIAFZTIZDOWTIE, P RATFITAYILE2a—DD
LIBRETTO-001 HE#&H KU LIBRETTO-321 HEMARIESNI=AY, LIBRETTO-321 HAE(X
HEBEN 1 HIO-OMELRICEHLEIN >z, LU/FZTIZDVTIE, SELECT KB
Zheng et al., 2021 AEEEI 1=, Zheng et al., 2021124 SELECT SREBER#HL /1 \F=
T0T5tRRBHERBTHo1-A, URBIPETITHATEY., 100%DEBENTIT
AT&®HY. LIBRETTO-001 5k % B A) EDLBEITICENABUITIH LGN ERGLT=,
Lf=A>T, LIBRETTO-001 &k & SELECT REBELLETH &L=,

SELECT ABALDEBELAILOT—2EESNT ., LIBRETTO-001 HBOEBEELANILDOT
—Z(ZI3 ADBRRIBEBEOHADT—ENEENTUV=, SELECT HETIX. EITHEFE-
(3857814 RET A BEFBEOHSEAICHS TS5 EFMMFE (X EEELFHMICET
BT —RIFHRESh TUW b ofz, Ff=. LIBRETTO-001 OB EHKZ DG =H(NJ). #
EEFRBEL-MELRERET LN TEGEL ofz, #>T. HTAHARFSA (BEALRIL
TALLEBRARBRLAATELGVES. TOMOREFENFELLZTLIE naive
indirect comparison (BE#i7ZMELE) ZRAWTEHEEZ T 5L TED, COHEE. BROF
BEREICOVTREICRFT 2. ICTEIE, EIRLVAF=ITEABFELLI- LIBRETTO-001
B & SELECT :B8% naive indirect comparison (BifliZ: 1% b 8%) CEEML 1=,

3.7.1 L=
LUTD 2 KBREMEBLRICED -, FAEFNORBOA—RSIUDEEERETRICET,
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& 3-8 R—RASMVDEEHER

Characteristic

LIBRETTO-001

SELECT (ITT)

RET-fusion
positive TC
Selpercatinib Lenvatinib Placebo
ferlios N=261 N=131
I

Median age, years I 64 (27, 89) 61 (21, 81)
(minimum to maximum)
Number (%) male [ 125 (47.9) 75 (57.3)
Race/Ethnicity
White I 208 (79.7) 103 (78.6)
Black of African [ 4 (1.5) 4 (3.1)
American [ 46 (17.6) 24 (18.1)
Asian [ ] 3(1.2) 0
Other [ NR NR
Missing or uncodeable
Region, n (%)
Europe [ 131 (50.2) 64 (48.9)
North America I 77 (29.5) 39 (29.8)
Other I 53 (20.3) 28 (21.4)
Median time from initial [ 66 73.9
diagnosis, months [ ] (0.4 to (6.0 to
(range) 573.6) 484.8)
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Characteristic LIBRETTO.-OOI SELECT (ITT)
RET-fusion
positive TC
Selpercatinib Lenvatinib Placebo
(any-line) N=261 N=131
]
ECOG performance
status, n (%)
0 [ 144 (55.2) 68 (51.9)
1 [ 104 (39.8) 61 (46.6)
2 I 12 (4.6) 2 (1.5)
3 ] 1(0.4) 0
Not available ] 0 0
Histology, n (%)
Papillary [ 132 (50.6) 68 (51.9)
Poorly differentiated [ ] 28 (10.7) 19 (14.5)
Follicular, not Hiirthle [ ] 53 (20.3) 22 (16.8)
cell [ ] 48 (18.4) 22 (16.8)
Hirthle cell [ 0 0
Other [ ] 0 0
Missing or non-
diaghosed
Metastases, n (%)
Locoregional [ ] 4 (1.5) 0
Distant . 257 (98.5) 131 (100)
Prior MKI/TKI therapy [ 66 (25.3) 27 (20.6)
Cabozantinib [ NR NR
Vandetanib [ NR NR
Sorafenib [ NR NR
Lenvatinib [ ] NR NR
Other MKI [ ] NR NR

$Anaplastic thyroid cancer

ECOG: Eastern Cooperative Oncology Group; ITT: Intention to treat; MKI: Multikinase inhibitors; NR:
Not reported; TKI: Tyrosine kinase inhibitor
Source: TA535 Assessment Report(2?) (Table 11); Source (S Data Cut-off):
T001_bc_tc_eff.rtf,

3.7.2 /&R

TILRIAF T ELBERBELOBROGENEEHTET 5-ODRINT—IA3T7F )R
PFUoh—DHAMEL B IREFR TG TH 1=, T, LIBRETTO-001 & SELECT K&
DEEFHMEBREBTEFHMICH U TEMGMZELREREL -, BELAILOT—2IE,
HERBREBTARIATVWIATS I/ V—HBETOAILELTHBER SN 2D TH D,
Cox EBINF—FETILEBRBELET—2ERLAF=TDOT—2IEAL. BILRILA
FoIOLEBRHBONF—FEEEIY OS%EHERMEHTEL -, METHWEEEOFEMICZ />
INGANYOBEFETHIAT S VBREER =,

3.7.3 @R

3.7.3.1 EEE L FHIM (Progression free survival, PFS)
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SELECT &E8&®M PFS (. & 3-9 2R T &3 ITT (Intention-to-treat) £ DL\ TD # 3R
EIN TS, SELECT RETIH. LUNF=ITDH/EIZLY . PFS O R{E(X 18.3 MA L.
T5tHRD 3.6 hMBIZERESh=(/\vF—FLE: 0.21, 95%{E#EXM:[0.14. 0.31]) , ITT &
HIZETBLINF=T D PFS DHT5074v—fhiR (X, ThEFhE 3-2 [TREh TS,
LIBRETTO-001 HETII. EEDAESA/ o OBITE -3 RET e B EFEHERRK
REOER (n=J) IHWT. T—2hvbA 78R T PFS O R{ElTH-o1-. 1T
F1-38EB M RET MEBEF B P RIREICHF S IRC(Independent Review
Committee) @ ICE KRV AF_THEEED PFS #E 3-3 [ZFRT,

% 3-9 EEBRORETLEFMMN (PFS)

Intention-to-treat (ITT)

LIBRETTO-001 SELECT
Selpercatinib Lenvatinib Placebo

(any-line) (N=261) (N=131)

(N=pm)

Median H 18.3 (15.1, NE) 3.6 (2.2, 3.7)
PFS (95%
CI),
months
HR (95%
CI)
p-value

0.21 (0.14, 0.31)

<0.001

PFS Rate
6 months
(95% CI)
12 months
(95% CI)
18 months
(95% CI)
24 months
(95% CI)
Median
follow-up
duration
(months)
Schlumberger et al. (2015)®3) reports median follow-up for lenvatinib and placebo, but it does not
specify for which outcome

Abbreviations: CI: Confidence interval; HR: Hazard ratio; NA: Not assessed; NE: Not estimated; NR:
Not reported; PFS: Progression-free survival

Sources: Schlumberger et al (2015).(13)

77.5 (71.7-82.3) 25.4 (18.0-33.6)

63.0 (56.5-68.9) 10.5 (5.7-16.9)

51.1 (43.3-58.3) 3.8 (1.1-9.2)

44.3 (35.1-53.1) NE

17.1(13) 17.4(13)
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3-2 SELECT HERIZHITBLUNF=T ET5ROATF 71—
Intention-to-treat population

Median (95% Cl)
Lenvatinib 18.3 mo (15.1-NE)
Placebo 3.6 mo (2.2-3.7)
Hazard ratio for progression or death,
0.21 (99% Cl, 0.14-0.31)
P<0.001

Lenvatinib

Progression-free Survival (%)
<
1

Placebo

0 | I I I | I I | | I I | 1
0 2 4 6 g8 10 12 14 16 18 20 22 24 26
Months
No. at Risk
Lenvatinib 261 225 198 176 159 148 136 92 66 44 24 11 3 0
Placebo 131 71 43 29 19 13 11 5 4 2 2 2 0 0

Abbreviations: CI: confidence interval; NE: not estimable; PFS: progression-free survival; TKI:

tyrosine kinase inhibitor.
Source: Schlumberger et al. (2015)13)
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3-3 IRCHlICE SEE RN AF_TEBESh-BEOREEEFLM (PFS)

LIBRETTO-001 FRHERIZH(FHEILRILAF=T D PFS (&, SELECT HERICHETHLU/N\F=
TEXUVTSEARD PFS L& ENT=(F 3-10), BILRIVAF=ZTELUNF=T (I\HF—F
L. O5% S8 EM: (I Il r-Vvalue<0.001) ETS5tAR (N —FLH -
95%{EHEXA: (NN, I - p-Vvalue<0.001) (LT PFS O#Et M A BLERE
w~LT=,

® 3-10 ERBRICETAMIEELFHM (PFS)

Treatment Comparison PFS
LIBRETTO versus SELECT HR (95% CI) p-value
Selpercatinib versus lenvatinib [ K A ) <0.001
Selpercatinib versus placebo [ K A ) <0.001

Abbreviations: CI: Confidence interval; HR: Hazard ratio; PFS: Progression-free survival

3.7.3.2 245 7F#R (Overall survival, 0OS)
SELECT BB TIX TSt RB TREETRICLUNFIADABRODIORLF—N—HRES
hTEY. 75 RBOEEDOKEIL 109 $1(95.6%) DAEIORF;—/N\—DEEIZE>T=,
CDZEIE. HBEO OS ITHETIEEZ DN, T5RBRE5EF(ICHLT RPSFT
(Rank-preserving structural failure time) EFIILZBWTEEFRMEZRHELT-,
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% 3-11 £RBRICE 524 FM(0S)

LIBRETTO-001 SELECT
Selpercatinib Lenvatinib Placebo
(any-line) (ITT) (ITT)
N=1N N=261 N=131

Median OS [ ] *NE (22.0-NE) *NE (14.3-NE)
(95% CI),
months
HR (95% CI) [ | 0.62 (0.40-1.00; p=0.045)
0OS Rate
6 months (95% | *90.7 (86.4-93.7) | *85.3 (78.0-90.4)
CI)
12 months [ *81.6 (76.2-85.8) | *70.0 (57.1-79.7)
(95% CI)
18 months [ 72.3 (65.7-77.9) 63.0 (44.3-76.9)
(95% CI)
24 months [ 58.2 (46.0-68.6) NE
(95% CI)
Median follow- | 17.103) 17.413)
up (months)

*RPSFT adjusted, ITT population
Schlumberger et al. (2015)(3) reports median follow-up for lenvatinib and placebo, but it does not

specify for which outcome.

Abbreviations: CI: confidence interval; HR: hazard ratio; ITT: Intention-to-treat; NE: not estimable;

I  OS: overall survival; PFS: progression free survival; RPSFT: Rank-

preserving structural failure time.
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3-4 SELECT RERICH1TELU/ISF=TETS5HRD RPSFT EHICLIABHLUEAR
DHFT5034v—ihig (2 EFHARM)

1.04 Lenvatinib

— Adjusted PI
= Unadjusted PI

0.94
0.84
0.7 4
0.6+
0.54
0.4

Overall Survival

0.34

0.24 Adjusted HR (95% ClI): 0.62 (0.40, 1.00)
Adjusted P-value: P = 0.0510

0.14 Unadjusted HR (95% Cl): 0.73 (0.50, 1.07)
Unadjusted P-value: P = 0.1032

0.0 L, T T T T T T T T T T T T T T
0 2 4 6 8 10 12 14 16 18 20 22 24 26 28
Time (months)
Number of subjects at risk:

Lenvatinib 261 248 239 230 219 211 203 169 114 78 55 22 10 3 0
Adjusted PI 131 126 119 98 55 16 13 1 8 3 2 2 0 0 0
Unadjusted Pl 131 126 126 118 108 103 96 78 53 39 23 8 2 1 0

Abbreviations: CI: confidence interval; HR: hazard ratio; PI: Placebo; RPSFT: rank preserving
structural failure time model.
Source: NICE TA535.1
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B 3-5 ARV AF=T O LEHFLM (0S)

LIBRETTO-001 RHERIZH 5 I RIVAF=T, SELECT RRICEHHLoN\F=TET5¢
R OS ZHELI-#ERETREICTRY . SELECT HERTIE, LV/A\F=TJT & RPSFTM AN
SERBEDHT STV —HBHNBESN TS (E 3-4), 0S (2D TIF, Cox Hfpl/H—
FETILCAREE—DHREELT D) ICEYNT—FEE O5%EBRMEHEL =, LILRILD
F=TRLUNF=T (NS —FL . 95%1E3# XM (I, Il p-value<0.001)
ETFER (N —FH . 95%EEXM: (I . p-value<0.001)I®LT,
OS nifEtEMIcAEBLERERLI=.

& 3-12 2474 (0S)

Treatment Comparison 0S
LIBRETTO versus SELECT HR (95% CI) p-value
Selpercatinib versus lenvatinib [ ] <0.001
Selpercatinib versus placebo ] <0.001

Abbreviations: CI: Confidence interval; HR: Hazard ratio; OS: Overall survival

3.7.3.3 &%#E (Objective response rate, ORR)

LIBRETTO-001 B (N [CH LT, EITHF-(X8EB 4 RET MEBEFHEERK
BREEEICH 15 IRC FHifiI<& 2 ORR (X NN <5 -7-(Y. LoN\F=T#
E#® ORR (X 64.8%(169/261 #ll) . 75tR%x 580 ORR (X 1.5%(2/131 #) TH

27=,

& 3-13 FHHE(ORR)

LIBRETTO0-001 SELECT
Selpercatinib (any- Lenvatinib Placebo (ITT)
line) (ITT) N=131
N=gm N=261
n (%) . 169 (64.8) 2 (1.5)
95% CI - NR NR
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Abbreviations: CI: Confidence interval; ITT: Intention-to-treat; N: Number of patients; NR: Not
reported

Sources: Brose et al. (2014) 14, Schlumberger et al. (2015)13)

3.7.4 BR#

LIBRETTO-001 HERIFEB SRR THY., LIRLAF=TDEDEICEET HHHERBE-
F75tREEBL-EEALLBRABROIE TR (X EMo1-, LIBRETTO-001 HE&.
SELECT RER Tl KBREZTH>-HOHELDOBEELEANEFNTEST . AROFREHICF
ZLDEEBANH T, (. LIBRETTO-001 HBOEBE (XTI RN TETHE-TEBHED
RET A BEFBETHo-DI-*L., SELECT RETIL RET &S BEFOREATHATSH
21z, LIBRETTO-001 RER Tl #ETHEF - (X840 RET S BEFHBIEEFEOKRYE
R 5134 8% 2 4 TL =, LIBRETTO-001 SRERD S & %13 i B EBSN TN =18,
TIRNWAF T EEBERNBEF-ITS5tREDEEEREABL-ERIETEGH o1 F
D 1=&. naive indirect comparison (E#iIZRELE) DA THhh. BEOREETHhh
Ehot=,

SELECT REATIZ. #£THEE-(ZEB MO RET A BEFEBERRIEERFEOY TV IL—
FIZxtd % OS FfzI& PFS O T —R(IMESh TLVEL, BRIREICH TS RET e BEF
DFENEEIITATHS-6. LIBRETTO-001 HEk¢& SELECT HERRIDABBEMD L&
[&.RET A BEFEERRIREBEFOELERAICH T A A LT EREICRBRLTLVEL
ATREMEN H B,
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3.8 EMeH RO HMIZES S5
HEEFTEITEBMHMEREORRICEY H5M%E TaLICiEi&L -,

& 3-14 B A REOHMICEI T SEMDFELD

HREH RET &G FBEDRAVIBRT LR A P RIRE

T A EARWHF=T

L8R LonF=J

TIMhL FRUEBLEFHM. 2EFHMH

empERMosE | B EBMMARAESY O REBMFRELZLISIVEIHY LFHETSE

2

HORMELG =T
—4

O RCTDA%27F)X O BE—DORCT
O FIAZOLEBHBEHRE O RCT ORELRK
B HEBHEBOLE O BREKT—3EL

EBMEREORE
ZHIML-EH

MIELBEOHR. BEELEFHRICBVTELRNILAF=IICLSAERIE.
LoNFoTELBLTHEEB NS —FAEL of= W\ —F L - 95%1&
$EX: (N B - p-value<0.001), £4FHMICHNTE, AR
WHF=TIZ&BARIELUNF T ELBLTRT/N\F—FHEM ST (/)
H—FH - 95%EH#EXMHE: (I Il - p-Vvalue<0.001), O
En, BB (ZULRIIAFZD) [FHEXBHEATICH L TRMME AtEE
BIHEHMLT-,
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4. P A EDEM

4.1 HAE

4.1.1 ERXMNROEHAE
AOHTIE. RET A ERFEERRKIREICHTEICILRILAFITELUONF_IDOERNNREE
FHE I A= N ELEFERETIL (Partitioned Survival model. B 4-1)IZ&YE AR HTE
EELfz, BEREEIUTOLIC, MBEELE | EBEROLERFI. [RTIEERINTLS,

FRERKBOERIILUTTHS,

o MIBEAT: BEORKINREFIEIEYMLTLSIKRET, ETLTULVAEL, COKEETIE.
BE.EE EROEFHEE, FL—F 3/4 DAEEROERICHETIERANFELETS
LEETS, T, BEEFIBEZOEFELLEELT. HAETEES,

o BEZROAR: BEMNBEREICHT HETIEELE (Response Evaluation Criteria in
Solid Tumors., RECIST) &#i#if=L. MM ETLTLOKRETH D, COKRETIEH. TDHE
DINAFIAREEZZIT. AR, BB EROEFNEE. 3 —IFIT7ICHETLIERLH
ETEHURMELHD, T BEEEFEDOHELLEELT. EEOMAITIELS,

e L

H 4-1 SEEEBBETIV

100%

.. Dead health state membership at time t

.- Progressed health state membership at time t

Percent of patients

B Progression-free | Progressed Dead

4.1.2 EFIITHALERSE

ERMRETIVLOBELSIRAT 2T LTOLIGRENEENTILS,

. LIBRETTO-001 ;RER COERIRITIEEKRE R I ZELDTHY. HHED RET BIEFEET
DINF—2FEHRDBEEDRRELTELZTWNAIE AEMRIZRELS RET EFEE
(2L THE—EBLTLAIEEEELTINS,
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LIBRETTO-001 M EBFEEMAM. HED RET BEFEED/\2—UICEALT, REBKDE
AEELL TSN ESIOEFFFE T 5T —21E7%<, LIBRETTO-001 [ZHTEHRGEDIHED
RET BEFREEDBEERAOEHEIX, Summary of Clinical Efficacy 3x& (Lilly
data on file, 2022) [CEB#ESh TS,

RET A BEFBIEEED QOLEX. RET MABGEFOLVBELRAETHD. BEKE
PFRNDERTIX. RET A BEFBEEED HRQOL (X, ALESE D LVIBLELEEE
HERBRTHAHEFESNDIEDIETH T,

TRIZELUNDREZTT .
& 4-1 RELBF

=E/RF

S

RET MEBIEFORRIFRICEELGN

FRIREICH 15 RET MEBEEFBEICHAOF
BROFAIASHIZShTVENEEZ S, RET M
BBREFOERIZ, NMETETIES BEBEDE
VWEBICEWNMAETHEAETALERLEESLL
HIE, RET A PTC BV ARVEICHE T HE8F
BIUBKMGEMNCREBMELEELTNHIL
EHRELLEFE LS (), KEOBRKEMRL., B
RIREIZH (TS RET MEBEFOHEICISFHR
DFRIFTATHHLZMHRE LT,

RET MEBEETFOLVWEELESHEBEDSE
BEEXITHAAN R TRESW-LENR
HOABRMDRIT, RET MEBEFHBIEDRK
BRFLERFEICHIMERIRETH S

KEDOBRKFEMRIT, PRIREICEVOTRET ME
BEFIARDRICEETINEITHTHY. €h
VRSAVBARER TSR RIRFLBEREOERA. £h
VRSAVEREZTHMD S LR BRIREREL
REIMNEIMEITHATHAHLHRLT =,

BELALOT-ELGN0, BEXEED
BOERABTHILETEGS O =,

TIARNWVAFZIDT—REEICRAREDHS B
EFERRELTHBY. LUNF=T  RAMR—FT+
TrT7DT—REEICKABRBEOHLIBEENRE
LT, RABRBEOAINABRBENBLIEN
FRING-O. BRIIFETHTHIEEZD,

4.2 S TERALI/ITA—42
S TEARALET—2%TRICEEDT-,

£ 4-2 R—R5—RATCRAWN=AVTYMERERTE

IRSA—5 fiE SE ki) Hi 8t
Time horizon Lifetime NA NA Assumption
(25-year)
Mean Starting Age [ [ ] Norm Lilly data on file
al
Percentage Female ] [ Beta Lilly data on file
Discount Rate 2% NA NA (Guideline for Preparing

Outcomes

Cost-Effectiveness
Evaluation to the Central
Social Insurance Medical
Council)
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INS A=A

Discount Rate Costs

Survival approach

PFS function

TTD function:
Selpercatinib

0OS function

Mortality ratio

Utility: progression-free
Utility: progressed
Costs (JPY)

Selpercatinib price: 1 x
80 mg capsule

Selpercatinib price: 1 x
40 mg capsule

Drug cost per treatment cycle (planned dose)

Oral treatment cycle
length (weeks)

Selpercatinib

Lenvatinib

Dose intensity:
selpercatinib

2% NA

Trial NA

survival

extrapola

tion

Spline VCVM

Knot 3

Use PFS VCVM

curve

Gamma VCVM

1.00 0.10
0.80 0.02
0.50 0.03

6,984.50 NA

3,680.00 NA

4 NA

721,084.87 NA
645,699.60 NA

Pk
NA

NA

Correl
ated
norma
|

Correl
ated
norma
|

Correl
ated
norma
|

Norm
al

Beta
Beta

NA

NA

NA

NA
NA

Normal

Imini - ( le)

Selpercatinib

Lenvatinib

Monitoring cost (per
week)

ECG cost (for
selpercatinib)

I [
1,960 196
1,960 196
0.00 NA
1,300 130

Gamma

Gamma

NA

Gamma

Hig

(Guideline for Preparing
Cost-Effectiveness
Evaluation to the Central
Social Insurance Medical
Council)

NA

Lilly data on file

Lilly data on file

Lilly data on file

Assumption

Fordham et al. (2015) (23
Fordham et al. (2015) @

Lilly internal

Lilly internal

NICE TA630

Lilly internal

(Ministry of Health Labour
and Welfare 2022)

Dose intensity = LIBRETTO-
001

(Ministry of Health Labour
and Welfare 2022)

(Ministry of Health Labour
and Welfare 2022)

Included in health state cost

(Ministry of Health Labour
and Welfare 2022)
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INTA—4 iiE SE

Subsequent active 0.00 NA
systemic therapy (total)

Health state costs (per week)

Progression-free 5,892.94 589.29
Progressed 2,378.28 237.83
Terminal care (total) 825,901.00 82,590.
10
Diagnostic test (per 50,000.00 5,000.0
test) 0
Screen positive rate 11% 0.14%

Pk
NA

Gamma

Gamma

Gamma

Gamma

Beta

His
TA516

Expert opinion and (Ministry
of Health Labour and
Welfare 2022)

Expert opinion and (Ministry
of Health Labour and
Welfare 2022)

Expert opinion and (Ministry
of Health Labour and
Welfare 2022)

(Shwarze et al. 2020)

(Pharmacological Research
2018)

NA = not applicable; VCVM = variance covariance matrix for survival function parameters.
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4.2.1 A REEFD/NFA—20OEEM

REBLEFAMBIULLEEFNRE

BEELAFIREEERARMOT 2. HRABREAHELTEIDH - A HOHTITFYDFHDFER
ER4-3ITRT ATSUVAV—HRADHEHTES L, B 4-2 £ 4-3 [TREN TS,

& 4-3 RET A EETFEEFRKREORIEELEFHMEL EFHEOETILFM

PFS (05}

Function AIC | BIC (FE?:I; (R;‘Ir(‘:k) AIC | BIC 5;"{(‘:") (RSI’E:")
Exponential 3461.9 | 3485.7 15 13 | 1626.8 | 1644.7 16 5
Weibull 3453.8 | 3482.3 13 12 | 1620.5 | 1642.9 6 4
Gamma 3446.2 | 3474.7 11 11 | 1619.7 | 1642.0 5 3
Generalised Gamma 3420.9 | 3454.1 9 7 | 1619.1 | 1645.9 3 6
Lognormal 3420.2 | 3448.7 8 51| 1617.3 | 1639.7 1 1
Loglogistic 3424.8 | 3453.3 10 6| 1618.5 | 1640.8 2 2
Gompertz 3463.9 | 3492.4 16 14 | 1625.7 | 1648.0 14 8
Spline Knot 1 3406.0 | 3439.3 6 4 | 1620.7 | 1647.6 7 7
Spline Knot 2 3387.0 | 3425.1 2 1| 1622.5 | 1653.8 9
Spline Knot 3 3384.2 | 3427.0 1 2| 1624.4 | 1660.2 12 14
Stratified Weibull 3457.8 | 3505.3 14 16 | 1624.2 | 1660.0 11 13
Stratified Gamma 3446.5 | 3494.0 12 15 | 1622.7 | 1658.5 10 12
Stratified Generalised Gamma | 3388.9 | 3460.2 3 9| 1624.4 | 1678.0 12 16
Stratified Lognormal 3391.7 | 3439.2 4 3| 1619.4 | 1655.2 10
Stratified Loglogistic 3408.0 | 3455.6 7 8| 1621.7 | 1657.5 8 11
Stratified Gompertz 3469.7 | 3517.2 17 17 | 1631.0 | 1666.7 17 15
Stratified Spline Knot 1 3402.2 | 3473.5 5 10 | 1625.7 | 1679.3 14 17
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4-2 RET B&RE TSt P IRIRED RIS B EFEE

(A) Unstratified functions (treatment included as a covariate)

AIC = Akaike information criterion; PFS = progression-free survival, RET = REarranged during Transfection.
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AIC = Akaike information criterion; PFS = progression-free survival; RET = REarranged during Transfection.
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[ 4-3 RET M&SEGCFBIERIRIREOSEFER

A) Unstratified functions (treatment included as a covariate

AIC = Akaike information criterion; OS = overall survival; RET = REarranged during Transfection.




(B) Stratified functions (treatment included as a stratification factor)

AIC = Akaike information criterion; OS = overall survival; RET = REarranged during Transfection.
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R 4-4 EHESHICILEFIE CREZEFHRE)

Selpercatinib Lenvatinib Fit Rankings
) Median Median
Parametric Curves PFS (in 3 year 5 year 10 year | 20 year PES (in 3 year 5 year 10 year | 20 year AIC BIC
mts) survival | survival | survival | survival mts) survival | survival | survival | survival
Exponential 18.41 26.14% | 10.62% 1.12% 0.01% 15 13
Weibull 17.72 22.12% 6.79% 0.28% 0.00% 13 12
Gamma 17.49 21.16% 6.42% 0.30% 0.00% 11 11
Generalised Gamma 15.88 23.19% | 11.12% 2.86% 0.45% 7
Lognormal 15.42 23.47% | 12.09% 3.79% 0.86% 5
Loglogistic 16.57 23.91% | 12.62% | 4.79% 1.73% 10
Gompertz 18.41 26.44% | 11.07% 1.35% 0.03% 16 14
Spline Knot 1 18.87 33.37% | 20.28% 7.08% 1.24% 4
Spline Knot 2 18.41 26.74% | 11.19% 1.29% 0.02% 1
Spline Knot 3 18.64 28.73% | 13.75% 2.42% 0.09% 2
Stratified Weibull 18.18 25.65% | 10.11% 0.97% 0.01% 14 16
Stratified Gamma 18.18 25.35% 9.89% 0.93% 0.01% 12 15
Stratified Generalised Gamma 18.87 33.29% | 21.42% 9.88% 3.64% 3 9
Stratified Lognormal 19.10 34.30% | 22.92% | 11.55% 4.91% 4 3
Stratified Loglogistic 18.41 31.79% | 20.31% | 10.12% 4.74% 7 8
Stratified Gompertz 18.64 29.19% | 15.45% 5.07% 1.76% 17 17
Stratified Spline Knot 1 18.64 30.45% | 15.97% 3.69% 0.27% 5 10
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K 4-5 HEHESMICLHERFIS (REFHRE)

Selpercatinib Lenvatinib Fit Rankings
Parametric Curves Median 3 year 5 year 10 year | 20 year Median 3 year 5 year 10 year | 20 year
OS (in 0S (in AIC BIC
mts) survival | survival | survival | survival mts) survival | survival | survival | survival
Exponential 37.28 51.85% | 33.37% | 11.09% 1.22% 16 5
Weibull 31.99 45.56% | 22.63% 2.96% 0.02% 6 4
Gamma 32.22 46.30% | 24.60% | 4.60% 0.14% 5 3
Generalised Gamma 37.05 51.42% | 35.77% | 17.73% 6.56% 3 6
Lognormal 39.12 52.75% | 38.59% | 21.88% | 10.35% 1 1
Loglogistic 34.75 49.48% | 32.81% | 15.98% 6.91% 2 2
Gompertz 31.53 44.47% | 16.13% 0.02% 0.00% 14 8
Spline Knot 1 34.06 48.73% | 28.14% 6.49% 0.28% 7 7
Spline Knot 2 33.14 47.52% | 25.87% | 4.80% 0.11% 9 9
Spline Knot 3 33.60 48.15% | 27.12% 5.72% 0.19% 12 14
Stratified Weibull 33.60 48.04% | 26.69% 5.34% 0.15% 11 13
Stratified Gamma 34.06 48.70% | 28.23% 6.87% 0.38% 10 12
Stratified Generalised Gamma 33.37 47.80% | 26.13% 4.81% 0.10% 12 16
Stratified Lognormal 44.19 55.64% | 42.69% | 26.58% | 14.32% 4 10
Stratified Loglogistic 37.51 51.89% | 36.32% | 19.41% 9.24% 8 11
Stratified Gompertz 31.30 43.71% | 14.61% 0.01% 0.00% 17 15
Stratified Spline Knot 1 34.29 48.94% | 28.30% 6.54% 0.28% 14 17
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MKI (& US T 2013 FLEICAAERTIE 2014 FLURICEZESA =6, 10 FU LD EFHMEZE
LT —2EMESNTVEN, o TEEELAFHM - 24 FHMO L TEHICAVWSEFESK
DFEFEICOVTIE, REHMZXIBICEBT SIMELITOLENH I LEFHRIC. LTOKLIICRE
ITEBELT =,

ETILOBESEHETE (AIC, BIC) IBRT 25 (BBIN-HEETO) 9HOHTIEIFYD
BIZFETHERETHY. HMESN RO H OB TIIFEYICEHLTEREZ S A 5L D TIEAL,
FOTFETEEDEREEMRICEREZRD . BULESMORBELKEBL -, LOLEHLS BEREMR
MoIZAEERZE/I LI TEEI o1,

RIZ, R LIS OVTREILTz, MKI ERRTCHT-% RAI FIEPRIBBEEFDOFTRESELL
=, Durante et al. 2006(?"[Z& & RAL i (1131 £FEL) D PRBH/EBRED 15 £ D
78 EIX 6% THof-. COERELEIC. FET I THWV-EEFHBICHTIIOHEIH5HICDONT,
PHHRTHS 25 FRODEFRELARFIZNEILUNF=TIZHET 10%E2BA 59 H(E. B
EASBRATHIENBEHLEEZ NS,
PTOREICH-Y LR LU LEDOFEIEREERF I ISR THY . RERMICLERE QS £
DEFEEHNERFIKNILUNF=TIZENT 10%EBAEZHERMN) EHB-ToHOBEFEDS
Mo, AIC DELELNSHEDEREL., BEADWICHAWDIEELT-, COREIZHZY. FhEFIhD
SEIHHTHEEELEFHMELEFHMOMTOYETIZFYORSIABIKICRLY, ZLDH5—R
TEEESFHMOSTEIFVORLN S HTRELAEFRMO U TIFYNEI - (FELEH) Zeh
o, BEEEAFHMLLAEFHRRM TR HEALSILEL-,

Ff=. OFVAHHELT, AIC ZRLV= model averaging #1T->71=, Method1 [ZHEWLTIEFTART
Do #E. Method2 [TEWTIX LR E (25 FROEFEFENEFIKWIL o NAF=TIZENT
10%ZFBZ 59 HERN) ZiliT-7 9 HZAL V- model averaging 753D TH 5.

% 4-6 R—Ry—RHMITHEALEFEN

Endpoint LRV AF=T LonF=7J
| ELFHIM Spline Knot 3 Spline Knot 3
24 FHME Gamma Gamma

ROEFRFRIL, TREISTT .
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E 4-4 RET BSEEFREFRIREORERLEFHMHRUVEETHHO TR

(B) 24 FHIM(Gamma)

KM: Kaplan-Meier; PSM: propensity score matching

BEpas LIt FTORIM (Time-to-Treatment Discontinuation, TTD)

R—RF—ATIL, BRHAB T EEEEFHRRER—EL=,
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ENACET2EEERREMRS, BRRART —2ITE SV THEE L=, BRCEREE QOL IS
EREGREEREFITARMEOGEVEETERICEAL. JL—F 3 ULOFEERT. N AMTHE
[22%LEDEAHDLD WIFHBR TRV N -EE)ZHREL-. EEEFRICEHETLIER
& QOL EDHA FRESNTVBIZR) FETLIZED . ZADETILYAVILIZERALE=.

FEERDRELERGER 4-7 ISR HENRBRESTTIE. AEERIRETIHERL. ERHHE
ELEBEREIRIDHLBERICEILR—a5mho YT iEntz,

BERBIU QOLIEDRED . HEEEROMGHIMER 4-8 IZFRY MEMBRENT T, BEAK K
U QOLEDEL . BEEROMBMAMEIVT NIA IR MRS EAHBLYF LTI T EN T, 17
FREL, FHED 10%ELT =,
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£ 4-7 ATER(JL—F3pLb)nRERE

Selpercatinib Lenvatinib

LIBRETTO-001 SELECT
HFEER N=1H N = 261
Diarrhoea [ ] 8.43%
Hand foot syndrome [ 3.45%
Hypertension [ ] 42.91%
Sources: LIBRETTO-001 (Lilly data on file, 2022); SELECT (NICE, 2018).

£ 4-8HTER(JL—F 3 LLL)DEA. QOL {EDH D LM
on OL {ED;

EEER ARUMEORA (F) s QOLECR  wam  wm@  ma
Diarrhoea Expert Opinion —-0.380 NICE TA535 30.4 NICE TA535
Hand foot syndrome Expert Opinion -0.280 NICE TA535 30.4 NICE TA535
Hypertension Expert Opinion -0.110 NICE TA516 30.4 NICE TA535

NICE = National Institute for Health and Care Excellence.
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4.2.2 QOL fEDE+#

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 EDEE) LU PedsQL(12-17 MDD BE) DT—4%
IR L=, LIBRETTO-001 HEBRORRE (X R—XS/UB(E 1 4L . 918). £ 13 Y
AVWVETEH S BRI E(~2 YA IIWLITE) . 8 13 YAV LRILERETET 1280
E(~3HAYNTE)IZEORTC QLQ-C30 [CEEL:- EEMDREE LU 12-17 MDEE
T—EDOWREIRENTH =,

BEFD QOLfEIX. Y RTITA4vILEaA—IZ&r>THRESN = A—R 7 —ADHEHEZ LT

[SRY . &8, RET BEFEBEDBEFIREL-HHEIRERSh G o= BEREMAROE
RTIE, #EHEEIZ S THY. RET MEBEFBEEED HRQOL (X, RILEZE O LYIEL
WEERFLRHETHALETFEINDIEDIETH o =,

AEERITED QOLEDOFELRIEL TS, 5¥M1XM4.2.1 AHE-RE2MFD/54—4)
DEFMICEEELT=,

% 4-9 QOL {EDHEIE

Progression-free Progressed
Source Mean utility (SE) Mean utility (SE)
Fordham et al. (2015) (32 0.80 (0.018) 0.50 (0.028)

a Utility estimates also were reported for response and selected adverse events.

4.2.3 BRAD/ISA—20O KM

ETNWICEALEERERSLUVEADHTEMEE. XK RATIT1vILEaA—IZ&YRE)
MoBONIEREBERNBERICIVAERELz. TAhThOEMEE. RESh-ERRHSINE
L=,

REFRE

ETIICIE,. BLRIVAF=THO RET REBEFEE I IREBEZRTETH-ODARY)—=
VIBREEDHBIZA T aEREL-,

K 4-10 SRV T DBHEDHEES LURERAETT.
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& 4-10 BREFRED/54—4

RET @ &R =T 5 1% F RIRE
A== TR 11.0%()
BREER (RET BEZFDOH) 50,000 M@

AR
Effil, 2022 £ 4 AOEMBELE(CRESEFRHBL- (R 4-11),

& 4-11 RFORELRA

E#H 2 3l (M) 51H
wIARIHF=T 6,984.50 (Ministry of Health Labour
(80mg) and Welfare 2022)
wIARIHF=T 3,680.00 (Ministry of Health Labour
(40mgq) and Welfare 2022)
LonF=J 9,517.60 (Ministry of Health Labour
(10mgq) and Welfare 2022)
LonNF=J 4,025.50 (Ministry of Health Labour
(4mg) and Welfare 2022)

XX|ELE=SYLYT

EHHREICETSEMIT 2022 £ 4 AOEEFBHEOLREBMIEO=, AHERH ., XH
R, RFEEN, HEMESHLSEENE (RAEH) BEEZST 1960.00 AELL,

HEER

AEEROBRARX. 14.2.1 A -REMFO/NFA—2DFMIITT,
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RAMFR—T4T 5T

RAMR—=T4TTT7OERIE. BAROIEREREICEELE-ERICEFNEIZE=S2IVT
EEMyTDEREL=,

®am

BRIRFE(CRE T ZABA T avIZBEMNTHY. NICE D TA516(2)FE LU TA535(1)(
HBTHFHES W—TDETIVERMRIZ, EITEOMBHUL L EFETEE LG, T,

HRERECEEL-RA

TROEREROERLERREIBRREMIROBRICE SNV =T—2THS,

£ 4-12 REEETYNRUEEHOERER

T ASEE T FASEE

Resource - RIEE - ME BAMM) Bl
NERZ 17 6 5,630.00

RRE 12 0 260.00 | E&F@E
DER 0 0 1,300.00 ZREM
mERE 17 2 10,180.00 (2022)
CT R&Fv> 3 5 14,500.00
CT = computerised tomography.

& 4-13 BN/ T7OERRR*
Resource BRAMA) 5lA
w07 825,901.00 F 45 EE 2 REE (2022)

*The costs associated with palliative care for the last month of life is applied at the point of death to all

patients.
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5. SR

5.1 ZXRSGHM(EAXNDRFMEEFIBBTRESN=SFREHZLL5H)DFHFR
ERAMRIMEFFIEB TRESN =D RMEAHCESE HREFICHLTTEDEY 2T

E%ﬁﬁbf:o

- ERELI=54T

B ZRAMRSHT BIrERMRLEEHTD)
O BERAs/MeSH GIREIEZFELTERZLERT D)

5.1.1 EXHHOBHER. BIDR. IEFERAMRL
PHOBERELVEADONRITTRDEYTHD,

- STHROEY
MR AR oy EH ICER(M
#A (M)
(QALY) (QALY) (M) /QALY)
& ifl ot SR B AT 4.75 2.41 37,291,720 | 21,316,087 | 8,846,582
He Bt BR H AT 2.34 15,975,633
- BRORNROFHE
FR <t R B AT (F) L8 st BR et (F9)
EX & 34,301,645 14,298,133
EHIZS 115,745 60,339
E=AYLY 8,546 0
BFEERDAE 717 1,852
INEE 34,426,652 14,360,324
BiRFRE 454,545
REEHE
|IBEL 1,383,209 716,792
BEH 316,794 127,585
INEE 1,700,003 844,376
ZDNDER
&iaE 0 0
RKRHAE 710,520 770,933
INEE 710,520 770,933
S92 37,291,720 15,975,633
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5.1.2 BESH
EERXDWTIHTEIRESTOEREFRRS,

FENGA=ZIDWT—RTRESHZEERL, BHERAZTEOMNLA—FERIZRLT=,

B 5-1 —RTBRESHT

Discount Rate Outcomes

Discount Rate Costs

Health State Utility: Progression-Free - Selpercstinib

Health State Utility: Progression-Free - Lenvatinib

Health State Utlity: Progressed

Drug Administration Costs - Selpercatinit

Adverse Event Probability: Diarrhoea - Selpercatinit

End of Life Costs

Drug Administration Costs - Lenvatinib

Adverse Event Probability: Diarhoea - Lenvatinib

Adverse Event Probatilty: Hypertension - Selpercatinib
Adverse Event Probability: Hyponatraemis - Selpercatinio
Adverse Event Probability: Lymphopenis - Selpercatinib
Adverse Event Probshility: Hypertansion - Lenvatinib

Adverse Event Probatility: ECG QT prolenged - Selpercatinib
Adverse Event Probability : Abdominal pain - Selparcatinio
Adverse Event Probability: Heemomrhage - Selpercatinio
Adverse Event Probability: Alsnine aminotransferase increased - Selpercatinib
Adverse Event Probatility: Aspartste aminciransferase increased - Selpercatinib
Adverse Event Probability: Anaemis - Selpercatinib

Adverse Event Probability: Hand foot syndrome - Lenvatinib
Adverse Event Probability Dysphagia - Selpercatinib
Adverse Event Probability: Vomiting - Selpercstinib

Adverse Event Probatility: Dyspnoea - Selparcatinia

Adverse Event Probability: Pneumonis - Selpercatinio

0 2,000,000 4,000,000 £,000,000 2,000,000 10,000,000 12,000,000
ICER (per QALY Gained (JPY)
Lower Bound = Upper Bound

HERHBRESNOER. ERVRTE LOBGREIVERMRZBHRETRISTY,
& 5-1 ERGBESHT

Probabilistic Esti (per patient)
Totals Incrementals vs. Selpercatinib
Mean LCI uci Mean LCI ucli
Total expected lifetime cost (JPY, discounted)
Selpercatinib 37.018,659 9.602,983 62,893,344
Lenvatinib 15,056,119 5,623,915 22,910,555 21,962,540 -9,698,140 52,603,554
Total expected lifetime LYs (discounted)
Selpercatinib 7.099 6.049 8.215
Lenvatinib 3.359 3.142 357 3.74 2.693 4.926
Total expected lifetime QALYs (discounted)
Selpercatinib 4.76 3.440 6.173
Lenvatinib 230 1.788 2767 246 1.028 4.006
Incremental
Incremental Cost per
Cost per Incremental
ICERS (JPY, discounted) Incremental LY QALY
Lenvatinib 5,872,181 §,913.458
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M 5-2 ERMEFELOBHER

Selpercatinib vs. Lenvatinib
70,000,000

60,000,000 .
50,000,000
40,000,000
30,000,000

20,000,000 ® Selpercatinib vs. Lematinib

Incremental Cost

10,000,000

a

0.p0 5.00 6.00

-10,000,000

-20,000,000

Incremental Benefits (QALY)

X 5-3 BRI TR

100%

0%
0%

50% ——— Selparcatinib  —— Lematinib

Probability of Cost Effectiveness

30%

20%

0 2,000,000 4000000 6000000 B8000,000 10,000,000 12,000,000 14,000,000 16,000,000 18,000,000 20,000,000
Willingness to Pay [Cost per QALY)

F X3 HEL T, Model averaging ALV =2 #1721, Method1 IZEWTIEE 4-3 I
RLIZTRTO 2 H%E. Method2 IZBWWTIE LEEEE (25 ERDEBFEIIANARFHK KLY
NFTIZBEWNT 10%ZEBASHWERN) EiE-T 2% ALz model averaging #1715
LDTHD. K 5-2 1T FVARTOERELEHT S,
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& 5-2FUASH

Intervention Selpercatinib Lenvatinib Incremental (I;::YI;
Base Case Settings; PFS = Spline Knot 3, 0S = Gamma

Total Cost (JPY) 37,291,720 15,975,633 21,316,087

Lys 7.06 3.36 3.69 5,769,593
QALYs 4.75 2.34 2.41 8,846,582
Scenario 1: Model averaging method 1 (All the distributions selected)

Total Cost (JPY) 37,690,318 16,501,116 21,189,202

Lys 8.21 4.85 3.35 6,316,297
QALYs 5.29 3.06 2.23 9,500,215

Scenario 2: Model averaging method 2 (Curves with OS <10% at 25 years)

Total Cost (JPY) 36,621,282 15,790,292 20,830,989
Lys 6.70 3.61 3.09 6,743,538
QALYs 4.56 2.45 2.11 9,880,816

5.1.3 OB UEORE

EFILDOBRLHEICODNTTEROBRIEEEML(29),

REMR L
ETLDEE. T3V R HEBHTHAUITOVTIE, EREFEMROCERBRKEM
REE . HBOEMRICESTLEA—EN TV,

R &%

AVTINT—=EBELVA—TO T OREEICHTIREETEOTOLRE. ETIVORKICESE
LTWEWREYIH, BRIICEESh =T AMTEICH>TEEL -, ChoDTOtX(ZF, £
AVTINT—EDFIATEDBES LUVTOT ST DRIV EFLTIVD,
2AUTYMT—EADREET. XL (EEFOM=vILERBENRBHEIN TS T
TOHEEICDWTHERL . RELBSICEETLDA TN —2EEHLT-,
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TRY ST OIRFEF. HHHER. HE.SBULET -2, ETLAV8—Tz—R, 2—F
(Visual Basic for Applications) D#E%& A TS,
12 BEEBFEMRICEDETIILORILAGEEREL -,

tDETILEDLERICEHZ L MEDFHE L. LLEITE Y GET LM A REGISSICERSN
&l SEMREL- RET ®EEEGEFHBIEDETORFTMEFELGEN oI EM
b, REZUMDREIETARETH > =,

NEZ LY
ETLDFAMEECETIVBEICERSNMEOHERESIVET LBEICHERASNGEA =B
ROBREDEEERATONT=,

5.1.4 SHHEROBER

R EMH RET @t &&= F 51 P KIR =
Ee Bt B LonNF=J
ICER ME#1E O &F0HRE B BEENLELGE

O ZEABLEHAWNIEFIF~ O 500 FAUT (750 BAUT)
ICER OFFE 3 %% | @ 500 FE#E (750 FAE#E)MD 750 FALT (1125 AAEUT)
ARELEVNEEZSDX | O 750 FAEE (1125 FAEE)AD 1000 FALT (1500 FAHLLT)
B O 1000 FA#E (1500 AMA#R)

O MRHLPEF(HDHLEEY) M OEALEL

Sl xR EMIZHT5 ICER/QALY [X 8,846,582 F/QALY THY. fEE
ZOESITHIBLIZE | HRBRESTICH T2 HERLERDERZRLTLNDIENS, i THEDE
== EBEEIBELSN-AEB)IZHITSI500 AAE (750 HFHE)HND
750 BAUT (1125 FALT) IORDICHETEEEZS,

5.1.5 [HRABREDEH [ZUTHEEDH]
AEIRE DR LGS RET BEEEFEIEDIF/NEIEMMERVFIRIREDEERLLEEZ. T
EEDEYHEELT=,
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F9 . EMEEEERL TV SET - BRESHEEDOEFNREATHIL-T—E2-EDa
XKD MDV analyzer (BBEBET—F%X—ZXMD Web 41V —IL) IZE T35, a)filRER T b)
FIRIRZELEER D EYEEBEDEFRELTUTOEETHEL=.

IHE a)fhiRE b) AR ARELEESRE
s> H AR 202151 A~2021 % 12 A
BHRAL/—F | 8838844 (ffifRE) 1930010 (K ARZLEERR)
(EwB) 8847595 (T EfiR#E)
8847634 (L EffifRE)
8847661 (hEfTiiREE)
8847676 ([fiF9&RAR%E)
RH (ER) MESEAARSAY 2021 FRR(NDIZ | #T-BRPRERE BEHERQ
BT IV BiI/MNAEOHELY | 20R-VRETIHFEME
AVELTRE SN TLSEA (RRIREBZBEAILSA
2018 FERAIZENT, #17-
BEPRBRMMEEICHT EH9F
ZREOERAIHE)
B3k FTTIIVART BEFHEBEZ). 77 | LUNFZIAVLERE V50

FFZIRLAVERIE . 7LOF=T
ERIE. (EYLRT GEEFHEMR
Z) AN/ THUERRIE K. TX
FOF=T . TIAFTJERIE. £
DANWFZITADIIEIE hTTF=
TIERRIE KT, HILKRTSF &
VIF=T FI4F =T T LVEE
VIBRIE DRTSFU wUF=T.
TILRIVAFZT FaSF=T KM
M. ZTSDT=TAVIERIE. TH 7
—IL=FAGVI AT IVILA) I L
BEAEHFl bSAF=T DAFIILRIK
FORMMY., TRF=TIREEIEK
M. KXl ZRILTT GE
EFMABRR). AV LTI EIEF

ZORIIEEIE. EILRILAFZ
5
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HBZ) RFTSF . RO E%1
W.ITVITF=T E/LIEVER
BiE. ANVXTTGEEFHE
Z) . RLTONXTT GRizFHER
Z) RARLFERFR) D LK.
SLILTT GRIZFHEERZ) . 0k
LOF=7.aL5F=7

MEHERILUTOBYTHS.

i BEH

a) B =1
b) ERKIRTLEEE B

RIZHHRRFE R U RRARFLEEEIZH (15 RET MEBEFEBEOEISZUTOXEMEYSIAL

-
~0

a) e (AR : 1.9%(28)

FRRARZEICH T B RSN B FRE OB
(BIZHAHRTRESS-)
ALKBES 3.8%

—__ ————ROS1@& 0.9%
3 —— BRAF

~

N
"\ HER2 1.9%
—<—— NRG1M%Z 0.3%

0 \Brama 0.3%

BbigsE
(n=319)

=L
25.1%

(35 A3k)
HAEOEAAMFE A - P REREOFAERE 31BN SR AN - # o FEHED
$8[E #4851 (Nat Med 2012; 18: 375-7. Cancer Sci. 107(6):713-20, 2016)

b) ERARAE (FLEERE) :11%©®)

Classification (% of total) Incidence No. (%) with RET mutations or fusion proteins
All thyroid cancers (100%) 57,000 7900 (14%)

Papillary thyroid cancer (84%) 48,000

Medullary thyroid cancer (5%) 2800 5)

Sporadic medullary thyroid cancer (3.7%) 2100 L)

Familial medullary thyroid cancer (1.3%) 700 700 (100%)

NSCLC (100%) 200,000 2000-4000 (1-2%)

3 Based upon the data in Refs. [16-19).
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EROBEHE RET RABEFHBEDEEICEIE. FRBRESORRELS RET MEBEF
b5 £ JE/MRE TR B U R RIRE D BE ML RO HEEHEIX. IE/NERSFHE 87.7%. FIKER

£ 12.3%THb.

BEH RET & BEF RET M&BEFEBIEDIE/NE
BEDEE fafffEs P RIRBEEDES
EvErmE | 1.9% = [ | 87.7%
BRI . 11.0% = = 12.3%

5.1.6 {fiiEDBIZLIT [RUTHIHSOH]

BanL

5.2 AN ERACEERRRZEOLAN [BRUTIREDH]

BasL

5.3 TOMDOHIH [BUTEIHEEDH]

BEnLL
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6. BAWADT—4

FERLEY I Y7 N—o3y T7A4ILE REATAT
Japan_Loxo0-292 CE
Microsoft Excel and Visual
VBA7.1 Model (TC)_ 14th E A—JL

Basic for Applications

November 2022
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7. EJfisH

£ a1

i
I

BE: LRV AF_TOERXMNDRIFMEEICHTIERZRELNRILASOE
FI#E4E K - Eli Lilly Japan hoXBEIEZESL TR N\AF)—EBICHTIEBWHEZE
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RET fusion TC

Appendix 0-1: CADTH—Reimbursement Conditions and Reasons

Reimbursement condition

Reason

Implementation guidance

Initiation

1.Treatment with
selpercatinib should be
reimbursed in adult
patients with RET fusion-
positive DTC with
advanced or metastatic
disease (not amenable to
surgery or radioactive
iodine therapy) following
prior treatment with
sorafenib and/or
lenvatinib.

The LIBRETTO-001 trial
demonstrated antitumour
activity based on the
response rates observed
with selpercatinib in
patients with RET fusion-
positive differentiated
thyroid carcinoma with
advanced or metastatic
disease.

Patients who are
refractory to radioactive
iodine therapy and/or
unable to undergo
surgery, patients with a
contraindication to
radioactive iodine therapy,
and patients who are
intolerant to first-line
treatment with lenvatinib
should also be considered
for selpercatinib
treatment; these patients
should be screened for
somatic RET
rearrangements.

2.Patients must have good
performance status.

Patients enrolled in the
LIBRETTO-001 study had
an ECOG PS of O, 1, or 2.

pERC acknowledged that
clinicians may consider
using selpercatinib for
patients with an ECOG PS
> 2 at their discretion.

Renewal

3.Selpercatinib should be
renewed for patients who
exhibit a response to
treatment, as per
physician discretion, and
for whom treatment is
tolerable.

Based on clinical expert
opinion, response would
be measured by response
rate, PFS, HRQolL, and
toxicity. Different
measures of response are
evaluated based on clinical
grounds and radiological
examination, general
symptoms, and HRQoL.

Patients with documented
disease progression could
continue selpercatinib if
they were deriving clinical
benefit.

4.Patients should be
assessed for treatment
response every 8 to 12
weeks for the first 6
months to 1 year, then
every 12 to 16 weeks or
as per physician

Based on clinical group
input, response to
treatment should be
assessed every 8 to 12
weeks for the first 6
months to 1 year, then
every 12 to 16 weeks;

discretion. however, they noted that
specific intervals should
not be mandated.
Prescribing

5.Selpercatinib should be
prescribed by clinicians
with expertise in the
management of thyroid

To ensure that
selpercatinib is prescribed
only for appropriate
patients and adverse
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cancer.

effects are managed in an
optimized and timely
manner.

6.Selpercatinib should not
be reimbursed if given in
combination with other

systemic anticancer drugs.

Selpercatinib was
administered as
monotherapy in
LIBRETTO-001 and has a
Health Canada indication
only as monotherapy.

Pricing

7.A reduction in price.

The cost-effectiveness of
selpercatinib compared to
BSC is unknown. Based on
CADTH exploratory
analyses, a price reduction
of at least 89% would be
required to achieve an
ICER of $50,000 per QALY
relative to BSC. Due to the
high degree of uncertainty
in the evidence, additional
price reduction may be
warranted.

Feasibility of Adoption

8. Access to RET testing.

RET testing is needed to
identify patients with RET
fusion-positive
differentiated thyroid
carcinoma; however, this
may not be equally
accessible across all
jurisdictions.

pERC agreed it would be
desirable for jurisdictions
to have RET testing
available across Canada to
identify the eligible patient
population before
treatment with
selpercatinib.

BSC = best supportive care; DTC = differentiated thyroid carcinoma; ECOG PS = Eastern Cooperative
Oncology Group Performance Status; HRQoL = health-related quality of life; ICER = incremental cost-
effectiveness ratio; pERC = pan-Canadian Oncology Drug Review Expert Review Committee; PFS =
progression-free survival; QALY = qualityadjusted life-year; RET = rearranged during transfection.

RET mutant MTC

Reimbursement condition

I

Reason

I

Implementation guidance

Initiation

1. Treatment with
selpercatinib should be
reimbursed in patients 12
years of age and older
with advanced or
metastatic RET-mutant
MTC who have progressed
on, are intolerant to, or
have a contraindication to
first-line therapy.

The LIBRETTO-001 trial
demonstrated anti-tumour
activity based on the
response rates observed
with selpercatinib in
patients with advanced
RET-mutant MTC who
were previously treated
with cabozantinib or
vandetanib. The Health
Canada-approved
indication includes
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patients 12 years of age
and older.

2.Patients must have good
performance status.

Patients enrolled in the
LIBRETTO-001 study had
an ECOG performance
status of O, 1, or 2.

pERC acknowledged that
clinicians may consider
using selpercatinib for
patients with an ECOG
performance status > 2 at
their discretion.

Renewal

3. Selpercatinib should be
renewed for patients who
exhibit a response to
treatment as per physician
discretion and for whom
treatment is tolerable.

Based on clinical expert
opinion, different
measures of response are
evaluated based on clinical
grounds and radiological
examination such as the
RECIST criteria, CEA,
calcitonin, general
symptoms, and HRQoL.

4. Patients should be
assessed for treatment
response every 3 to 6
months or as per
physician discretion.

Based on clinical expert
opinion, response to
treatment in practice is
usually assessed every 3
to 6 months.

5. ECG monitoring as
clinically indicated.

As per the Health Canada
product monograph: QTc
interval prolongation was
reported in patients
receiving selpercatinib in
clinical trials and is listed
among the serious
warnings and precautions.

Prescribing

6.Selpercatinib should be
prescribed by clinicians
with expertise in the
management of thyroid
cancer.

To ensure that
selpercatinib is prescribed
only for appropriate
patients and adverse
effects are managed in an
optimized and timely
manner.

7. Selpercatinib should not
be reimbursed if given in
combination with other
systemic anticancer drugs.

Selpercatinib was
administered as
monotherapy in
LIBRETTO-001 and has a
Health Canada indication
only as monotherapy.

Pricing

8. A reduction in price

The cost-effectiveness of
selpercatinib compared to
vandetanib or BSC is
unknown.

Based on CADTH
exploratory analyses, price
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reductions of at least 78%
and 87% would be
required to achieve an
ICER of $50,000 per QALY
relative to vandetanib and
BSC, respectively. Due to
the high degree of
uncertainty in the
evidence, additional price
reductions may be
necessary.

Feasibility of Adoption

9. The feasibility of
adoption of selpercatinib
must be addressed.

At the submitted price, the
magnitude of uncertainty
in the budget impact must
be addressed to ensure
the feasibility of adoption,
given the difference
between the sponsor’s
estimate and CADTH’s
estimates.

10. Access to RET testing.

RET testing is needed to
identify patients with RET
fusion-positive
differentiated thyroid
carcinoma; however, this
may not be equally
accessible across all
jurisdictions.

pERC agreed it would be
desirable for jurisdictions
to have RET testing
available across Canada to
identify the eligible patient
population before
treatment with
selpercatinib.

BSC = best supportive care; CEA = carcinoembryonic antigen; ECG = electrocardiogram; ECOG =
Eastern Cooperative Oncology Group; HRQoL = health-related quality of life;
ICER = incremental cost-effectiveness ratio; MTC = medullary thyroid cancer; pERC = pan-Canadian

Oncology Drug Review Expert Review Committee; RECIST = Response

Evaluation Criteria in Solid Tumours; QALY = quality-adjusted life-year; RET = rearranged during

transfection.

Appendix 3-1: Search strategy

Table3-1-1 Embase Search Strategy for SLR1:

Clinical Trial

Evidence for

Selpercatinib and Comparators (Conducted 25 September 2019)

Adults

Search Number Search Terms Hits
Population
#1 NSCLC in (*non-small cell lung cancer’:de,ab,ti OR ‘nonsmall 530,019

cell lung cancer’:de,ab,ti OR NSCLC:de,ab,ti OR
‘nonsmall-cell lung cancer’:de,ab,ti OR ‘non-small-
cell lung cancer’:de,ab,ti OR ((‘non-small-
cell’:de,ab,ti OR ‘nonsmall-cell’:de,ab,ti OR ‘non-
small cell’:de,ab,ti) AND (cancer*:de,ab,ti OR
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Search Number

Search Terms

Hits

carcinoma*:de,ab,ti OR neoplasm*:de,ab,ti)) OR
‘lung adenocarcinoma’/exp OR ‘adenocarcinoma of
lung’:de,ab,ti OR ‘lung adenocarcinoma’:de,ab,ti OR
(lung:de,ab,ti AND (‘adenocarcinoma’/exp OR
adenocarcinoma:de,ab,ti)) OR (lung:de,ab,ti AND
‘squamous cell’:de,ab,ti) OR (lung:de,ab,ti AND
adenocarcinom*:de,ab,ti) OR (lung:de,ab,ti AND
cancer*:de,ab,ti) OR (lung:de,ab,ti AND
neoplasm*:de,ab,ti) OR (lung:de,ab,ti AND
carcinoma*:de,ab,ti) OR ‘non squamous’:de,ab,ti
OR 'non small cell lung cancer’/exp OR ‘bronchial
non small cell cancer’:de,ab,ti OR ‘bronchial
nonsmall cell cancer’:de,ab,ti OR ‘bronchial non
small cell carcinoma’:de,ab,ti OR ‘bronchial
nonsmall cell carcinoma’:de,ab,ti OR ‘non small cell
lung cancer’:de,ab,ti OR ‘nonsmall cell lung
cancer’:de,ab,ti OR ‘lung non small cell
cancer’:de,ab,ti OR ‘lung nonsmall cell
cancer’:de,ab,ti OR ‘lung non small cell
carcinoma’:de,ab,ti OR ‘lung nonsmall call
carcinoma’:de,ab,ti OR ‘non small cell bronchial
cancer’:de,ab,ti OR ‘nonsmall cell bronchial
cancer’:de,ab,ti OR ‘non small cell lung
carcinoma’:de,ab,ti OR ‘nonsmall cell lung
carcinoma’:de,ab,ti OR ‘non small cell pulmonary
cancer’:de,ab,ti OR ‘nonsmall cell pulmonary
cancer’:de,ab,ti OR ‘non small cell pulmonary
carcinoma’:de,ab,ti OR ‘nonsmall cell pulmonary
carcinoma’:de,ab,ti OR ‘pulmonary non small cell
cancer’:de,ab,ti OR ‘pulmonary nonsmall cell
cancer’:de,ab,ti OR ‘pulmonary non small cell
carcinoma’:de,ab,ti OR ‘pulmonary nonsmall cell
carcinoma’:de,ab,ti) NOT ((‘juvenile’/exp OR
juvenile*:ti OR infant*:ti OR child*:ti OR
adolescen*:ti OR teen*:ti OR youth:ti) NOT
(‘adult’/exp OR adult*:ti OR ‘middle age*’:ti OR
elderly:ti OR ‘old age*':ti))

#2

MTC

‘medullary thyroid cancer’/exp OR ‘medullary
thyroid cancer’:de,ab,ti OR ‘medullary thyroid
carcinoma’:de,ab,ti OR (‘medullary thyroid’:ab,ti

7,174
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Search Number Search Terms Hits
AND (cancer*:ab,ti OR carcinoma*:ab,ti OR
neoplasm*:ab,ti OR tumour*:ab,ti OR tumor*:ab,ti)

OR 'medullary thyroid neoplasm’:de,ab,ti OR
‘medullary thyroid tumour’:de,ab,ti OR ‘medullary
thyroid tumor’:de,ab, ti)

#3 PTC ‘thyroid papillary carcinoma’/exp OR ‘thyroid 19,675
papillary carcinoma’:de,ab,ti OR ‘papillary thyroid
cancer’:de,ab,ti OR ‘papillary thyroid
carcinoma’:de,ab,ti OR ‘papillary thyroid
microcarcinoma’:de,ab,ti OR ‘thyroid gland papillary
carcinoma’:de,ab,ti OR ‘thyroid papilla
carcinoma’:de,ab,ti OR ‘thyroid papillary
cancer’:de,ab,ti OR ‘thyroid papillary
microcarcinoma’:de,ab, ti

#4 | DTC ‘differentiated thyroid cancer’/exp OR ‘differentiated 26,244

thyroid cancer*’:de,ab,ti OR ‘differentiated thyroid
carcinoma*’:de,ab,ti OR 'DTC":de,ab,ti OR
‘WDTC’:de,ab,ti OR ‘well differentiated thyroid
cancer*’:de,ab,ti OR ‘well differentiated thyroid
carcinoma*":de,ab,ti OR 'thyroid follicular
carcinoma’/exp OR ‘thyroid follicular
carcinoma’:de,ab,ti OR ‘thyroid follicle
carcinoma’:de,ab,ti OR ‘thyroidal gland follicle
carcinoma’:de,ab,ti OR ‘thyroid gland encapsulated
angioinvasive carcinoma’:de,ab,ti OR ‘thyreoideal
gland follicle carcinoma’:de,ab,ti OR ‘thyroid gland
follicle carcinoma’:de,ab,ti OR ‘thyroid encapsulated
angioinvasive carcinoma’:de,ab,ti OR ‘thyroid follicle
carcinoma’:de,ab,ti OR ‘thyroid gland follicular
carcinoma’:de,ab,ti OR ‘thyroidal encapsulated
angioinvasive carcinoma’:de,ab,ti OR ‘thyroidal
follicle carcinoma’:de,ab,ti OR ‘thyroidal follicular
carcinoma’:de,ab,ti OR ‘thyroidal gland
encapsulated angioinvasive carcinoma’:de,ab,ti OR
‘thyroidal gland follicle carcinoma’:de,ab,ti OR
‘thyroidal gland follicular carcinoma’:de,ab,ti OR
‘thyroideal encapsulated angioinvasive
carcinoma’:de,ab,ti OR ‘thyroideal follicle
carcinoma’:de,ab,ti OR ‘thyroideal follicular
carcinoma’:de,ab,ti OR ‘thyroideal gland
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Search Number

Search Terms

Hits

encapsulated angioinvasive carcinoma’:de,ab,ti OR
‘thyroideal gland follicle carcinoma’:de,ab,ti OR
‘thyroideal gland follicular carcinoma’:de,ab,ti

#5

Second line
(2L) therapy

(‘second line therapy’/exp OR ‘second line
therapy’:de,ab,ti OR ‘second-line’:de,ab,ti OR
‘second line’:de,ab,ti OR '2nd line’:de,ab,ti OR
relapse:de,ab,ti OR relapsed:de,ab,ti OR
refractory:de,ab,ti OR recurrent:de,ab,ti OR
resistant:de,ab,ti OR failed:de,ab,ti OR
rescue:de,ab,ti OR pretreated:de,ab,ti OR ‘pre-
treated’:de,ab,ti OR ‘previously treated’:de,ab,ti OR
‘re-treated’:de,ab,ti OR progressive:de,ab,ti)

2,293,644

#6

RET

‘RET mutation*':de,ab,ti OR 'RET fusion*":de,ab,ti
OR 'RET proto oncogene’:de,ab,ti OR '‘RET proto-
oncogene’:de,ab,ti OR ‘rearranged during
transfection’:de,ab,ti OR ‘oncogene RET'/exp OR
‘ongogene RET :de,ab,ti OR ‘RET oncogene’:de,ab,ti
OR 'c RET protein’/exp OR ‘¢ RET protein’:de,ab,ti
OR ‘c RET receptor tyrosine kinase’:de,ab,ti OR ‘c
RET tyrosine kinase’:de,ab,ti OR ‘protein c

RET’ :de,ab,ti OR ‘proto oncogene protein c
RET’:de,ab,ti OR ‘proto oncogene proteins ¢
RET’:de,ab,ti OR ‘proto-oncogene protein c
RET’:de,ab,ti OR ‘proto-oncogene proteins ¢

RET :de,ab,ti OR ‘proto-oncogene protein c-
RET’:de,ab,ti OR ‘proto-oncogene proteins c-
RET’:de,ab,ti OR ‘protooncogene protein ¢
RET’:de,ab,ti OR 'RET protein’:de,ab,ti OR 'RET
receptor tyrosine kinase’:de,ab,ti OR ‘RET tyrosine
kinase’:de,ab,ti OR 'RET rearrangement*’:de,ab,ti
OR 'RET alteration*":de,ab,ti OR ‘RET
aberration*’:de,ab, ti

7,009

#7

2L NSCLC

#1 AND #5

76,097

Intervention

#8

Loxo-292 and
Blu-667

‘loxo-292":de,ab,ti OR lox0292:de,ab,ti OR
selpercatinib:de,ab,ti OR ‘loxo 292":de,ab,ti OR 'blu-
667'":de,ab,ti OR 'RET inhibitor’:de,ab,ti OR ‘RET
inhibitors’:de,ab, ti

238
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Search Number

Search Terms

Hits

Comparators

#9

Docetaxel

‘docetaxel’/exp OR docetaxel:de,ab,ti OR
‘daxotel’:de,ab,ti OR ‘dexotel’:de,ab,ti OR
‘docefrez’:de,ab,ti OR ‘docetaxel accord’:de,ab,ti OR
‘lit 976":de,ab,ti OR 'lit976":de,ab,ti OR 'n debenzoyl
n tert butoxycarbonyl 10 deacetyltaxol’:de,ab,ti OR
'n tert butoxycarbonyl 10 deacetyl n
debenzoyltaxol’:de,ab,ti OR ‘nsc 628503":de,ab, ti
OR 'nsc628503":de,ab,ti OR ‘oncodocel’:de,ab,ti OR
‘rp 56976":de,ab,ti OR 'rp56976':de,ab,ti OR
‘taxespira’:de,ab,ti OR ‘taxoter’:de,ab,ti OR
‘taxotere’:de,ab,ti OR ‘texot’:de,ab,ti

57,254

#10

Nintedanib +
Docetaxel

#9 AND (‘nintedanib’/exp OR nintedanib:de,ab,ti OR
ofev:de,ab,ti OR vargatef:de,ab,ti)

426

#11

Atezolizumab

‘atezolizumab’/exp OR atezolizumab:de,ab,ti OR
‘mpdl 3280a":de,ab,ti OR mpdl3280a:de,ab,ti OR 'rg
7446':de,ab,ti OR rg7446:de,ab,ti OR
tecentriqg:de,ab,ti OR tecntriq:de,ab,ti

4,000

#12

Ramucirumab
+ Docetaxel

#9 AND (‘ramucirumab’/exp OR
‘ramucirumab’:de,ab,ti OR ‘cyramza’:de,ab,ti OR
‘imc 1121 b":de,ab,ti OR ‘'imc 1121b":de,ab,ti OR
‘imc1121 b":de,ab,ti OR 'imc1121b’:de,ab,ti OR ‘ly
3009806":de,ab,ti OR ‘ly3009806°':de,ab,ti)

713

#13

Pembrolizumab

‘pembrolizumab’/exp OR pembrolizumab:de,ab,ti
OR keytruda:de,ab,ti OR lambrolizumab:de,ab,ti OR
‘mk 3475":de,ab,ti OR mk3475:de,ab,ti OR ‘sch
900475":de,ab,ti OR sch900475:de,ab,ti

11,646

#14

Nivolumab

‘nivolumab’/exp OR nivolumab:de,ab,ti OR ‘bms
936558":de,ab,ti OR bms936558:de,ab,ti OR ‘cmab
819":de,ab,ti OR cmab819:de,ab,ti OR ‘mdx
1106":de,ab,ti OR mdx1106:de,ab,ti OR ‘ono
4538":de,ab,ti OR ono4538:de,ab,ti OR
opdivo:de,ab,ti

13,739

#15

Pemetrexed

‘pemetrexed’/exp OR ‘pemetrexed’:de,ab,ti OR
‘alimta’:de,ab,ti OR ‘armisarte’:de,ab,ti OR
‘ciambra’:de,ab,ti OR ‘elimta’:de,ab,ti OR 'ly
231514’:de,ab,ti OR ‘ly231514":de,ab,ti OR
‘pemfexy’:de,ab,ti OR ‘pemta’:de,ab,ti

13,534
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Search Number

Search Terms

Hits

#16 | Cabozantinib

‘cabozantinib’/exp OR ‘cabozantinib’:de,ab,ti OR
‘bms 907351":de,ab,ti OR ‘bms907351":de,ab,ti OR
‘cabometyx’:de,ab,ti OR ‘cabozantinib
malate’:de,ab,ti OR ‘cabozantinib s malate’:de,ab,ti
OR ‘cabozantinib s-malate’:de,ab,ti OR
‘cometriq’:de,ab,ti OR ‘x| 184":de,ab,ti OR
‘x1184':de,ab, ti

3,307

#17 | Vandetanib

‘vandetanib’/exp OR ‘vandetanib’:de,ab,ti OR ‘azd
6474':de,ab,ti OR ‘azd6474':de,ab,ti OR
‘caprelsa’:de,ab,ti OR ‘vandetinib’:de,ab,ti OR
‘zactima’:de,ab,ti OR ‘zd 6474':de,ab,ti OR
‘'zd6474":de,ab,ti

4,509

#18 | Sorafenib

‘sorafenib’/exp OR ‘sorafenib’:de,ab,ti OR ‘bay 43
9006":de,ab,ti OR ‘bay 43-9006":de,ab,ti OR ‘bay
439006’:de,ab,ti OR ‘bay43 9006":de,ab,ti OR
‘bay43-9006":de,ab,ti OR ‘bay439006':de,ab,ti OR
‘nexavar’:de,ab,ti

27,960

#19 | Lenvatinib

‘lenvatinib’/exp OR ‘lenvatinib’:de,ab,ti OR ‘e
7080":de,ab,ti OR 'e7080":de,ab,ti OR ‘er 203492-
00’:de,ab,ti OR ‘er203492-00":de,ab,ti OR
‘kisplyx':de,ab,ti OR ‘lenvatinib mesilate’:de,ab,ti
OR ‘lenvatinib mesylate’:de,ab,ti OR
‘lenvima’:de,ab,ti

1,790

#20 | Erlotinib

‘erlotinib’/exp OR erlotinib:de,ab,ti OR
Tarceva:de,ab,ti OR ‘nsc 718781":de,ab,ti OR
nsc718781:de,ab,ti OR ‘osi 774":de,ab,ti OR
osi774:de,ab,ti OR ‘r 1415":de,ab,ti OR
ri415:de,ab,ti

26,642

#21 | NSCLC
comparators

#9 OR #10 OR #11 OR #12 OR #13 OR #14 OR
#15 OR #16 OR #17 OR #20

107,071

#22 | MTC
comparators

#16 OR #17

7,032

#23 | PTC/DTC
comparators

#18 OR #19

28,783

Study types

#24 | RCTs

‘crossover procedure’:de OR ‘double-blind
procedure’:de OR ‘randomized controlled trial":de
OR 'single-blind procedure’:de OR random*:de,ab,ti

2,469,819
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Search Number Search Terms Hits
OR factorial*:de,ab,ti OR crossover*:de,ab,ti OR
((cross NEXT/1 over*):de,ab,ti) OR
placebo*:de,ab,ti OR ((doubl* NEAR/1
blind*):de,ab,ti) OR ((singl* NEAR/1
blind*):de,ab,ti) OR assign*:de,ab,ti OR
allocat*:de,ab,ti OR volunteer*:de,ab,ti
#25 | Single-arm ‘single arm’:de,ab,ti OR ‘single-arm’:de,ab,ti OR 9,800,153
trials ‘one arm’:de,ab,ti OR ‘one-arm’:de,ab,ti OR ‘clinical
study’/exp OR ‘clinical stud*":de,ab,ti OR ‘clinical
trial*’:de,ab,ti OR ‘Phase 2 clinical trial’/exp OR
‘prospective study’/exp
Exclusions
#26 ‘animal’/exp NOT ‘human’/exp 5,326,265
#27 comment*:ti OR ‘letter’:it OR ‘editorial’:it OR 12,056,199
‘note’:it OR ‘short survey’:it OR ‘conference
review’:it OR ‘nonhuman’/exp OR ‘animal
experiment’/exp OR ‘animal tissue’/exp OR ‘animal
cell’/exp OR ‘animal model’/exp OR ‘in vitro
study’/exp OR ‘in vitro’:de,ab,ti OR ‘in vitro
studies’:de,ab,ti OR ‘in vitro technique’:de,ab,ti OR
‘in vitro techniques’:de,ab,ti
Totals
#28 | Single-arm (#6 AND (#24 OR #25)) NOT (#26 OR #27) 1,495
trials or RCTs
in RET
tumours (any
tumour type,
all
interventions,
any LOT)
#29 | RCTs in 2L (#7 AND (#8 OR #21) AND #24) NOT (#26 OR 2,636
NSCLC #27)
#30 | RCTs in MTC (#2 AND (#8 OR #22) AND #24) NOT (#26 OR 141
(any LOT) #27)
#31 | RCTs in ((#3 OR #4) AND (#8 OR #23) AND #24) NOT 219

PTC/DTC (any
LOT)

(#26 OR #27)
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Search Number Search Terms Hits
#32 | Limits (([article]/lim OR [article in press]/lim OR 5,165,009
[erratum]/lim OR [review]/lim) AND [25-9-2015]/sd
AND [2015-2019]/py) OR (([conference
abstract]/lim OR [conference paper]/lim) AND [25-
9-2017]/sd AND [2017-2019]/py)
#33 | TOTAL #28 OR #30 OR #31 OR (#29 AND #32) 2,422
#34 | TOTAL #28 OR #30 OR (#29 AND #32) 2,253
excluding
PTC/DTC

2L = second line; DTC = differentiated thyroid cancer; LOT = line of therapy;
MTC = medullary thyroid cancer; NSCLC = non-small cell lung cancer; PTC = papillary

thyroid cancer; RCT = randomised controlled trial; RET = rearrangements and/or mutations
during transfection; SLR = systematic literature review.

Table 3-1-2 PubMed Search Strategy for SLR 1: Clinical Trial Evidence for
Selpercatinib and Comparators (Conducted 25 September 2019)

Search Number Search Terms Hits

Population

#1 NSCLC in (“non-small cell lung cancer”[Text Word] OR 315,585
adults “nonsmall cell lung cancer”[Text Word] OR

NSCLC[Text Word] OR “nonsmall-cell lung
cancer”[Text Word] OR “non-small-cell lung
cancer”[Text Word] OR ((“non-small-cell”[Text
Word] OR “nonsmall-cell”[Text Word] OR “non-small
cell”[Text Word]) AND (cancer*[Text Word] OR
carcinoma*[Text Word] OR neoplasm*[Text Word]))
OR “Adenocarcinoma of Lung”[Mesh] OR
“adenocarcinoma of lung”[Text Word] OR “lung
adenocarcinoma”[Text Word] OR (lung[Text Word]
AND (“Adenocarcinoma”“[Mesh] OR
adenocarcinoma[Text Word])) OR (lung[Text Word]
AND "“squamous cell”[Text Word]) OR (lung[Text
Word] AND adenocarcinom*[Text Word]) OR
(lung[Text Word] AND cancer*[Text Word]) OR
(lung[Text Word] AND neoplasm*[Text Word]) OR
(lung[Text Word] AND carcinoma*[Text Word]) OR
“non squamous”[Text Word] OR “Carcinoma, Non-
Small-Cell Lung”[Mesh] OR “bronchial non small cell
cancer”’[Text Word] OR “bronchial nhonsmall cell
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Search Number

Search Terms

Hits

cancer”[Text Word] OR “bronchial non small cell
carcinoma”[Text Word] OR “bronchial nonsmall cell
carcinoma”[Text Word] OR “non small cell lung
cancer”’[Text Word] OR “nonsmall cell lung
cancer”[Text Word] OR “lung non small cell
cancer”’[Text Word] OR “lung nonsmall cell
cancer”[Text Word] OR “lung non small cell
carcinoma”[Text Word] OR “lung nonsmall call
carcinoma”[Text Word] OR “non small cell bronchial
cancer”[Text Word] OR “nonsmall cell bronchial
cancer”[Text Word] OR “non small cell lung
carcinoma”[Text Word] OR “nonsmall cell lung
carcinoma”[Text Word] OR “non small cell
pulmonary cancer”[Text Word] OR “nonsmall cell
pulmonary cancer”[Text Word] OR “non small cell
pulmonary carcinoma”[Text Word] OR “nonsmall cell
pulmonary carcinoma”[Text Word] OR “pulmonary
non small cell cancer”[Text Word] OR “pulmonary
nonsmall cell cancer”[Text Word] OR “pulmonary
non small cell carcinoma”[Text Word] OR
“pulmonary nonsmall cell carcinoma”[Text Word])
NOT ((“Infant”[Mesh] OR “Child"[Mesh] OR
“Adolescent”[Mesh] OR juvenile*[Title] OR
infant*[Title] OR child*[Title] OR adolescen*[Title]
OR teen*[Title] OR youth[Title]) NOT (“Adult”[Mesh]
OR adult*[Title] OR middle age*[Title] OR
elderly[Title] OR old age*[Title]))

#2

MTC

“Thyroid cancer, medullary”[Supplementary
Concept] OR “medullary thyroid cancer”[Text Word]
OR “medullary thyroid carcinoma”[Text Word] OR
(“medullary thyroid”[Title/Abstract] AND
(cancer*[Title/Abstract] OR
carcinoma*[Title/Abstract] OR
neoplasm*[Title/Abstract] OR
tumour*[Title/Abstract] OR tumor*[Title/Abstract])
OR “medullary thyroid neoplasm”[Text Word] OR
“medullary thyroid tumour”[Text Word] OR
“medullary thyroid tumor”[Text Word])

5,588

#3

PTC

“Thyroid Cancer, Papillary”[Mesh] OR “thyroid
papillary carcinoma”[Text Word] OR “papillary

10,986
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Search Number

Search Terms

Hits

thyroid cancer”[Text Word] OR “papillary thyroid
carcinoma”[Text Word] OR “papillary thyroid
microcarcinoma”[Text Word] OR “thyroid gland
papillary carcinoma”[Text Word] OR “thyroid papilla
carcinoma”[Text Word] OR “thyroid papillary
cancer”[Text Word] OR “thyroid papillary
microcarcinoma”[Text Word]

#4

DTC

differentiated thyroid cancer*[Text Word] OR
differentiated thyroid carcinoma*[Text Word] OR
“DTC “[Text Word] OR "WDTC"”[Text Word] OR well
differentiated thyroid cancer*[Text Word] OR well
differentiated thyroid carcinoma*[Text Word] OR
“Adenocarcinoma, Follicular”[Mesh] OR “thyroid
follicular carcinoma”[Text Word] OR “thyroid follicle
carcinoma”[Text Word] OR “thyroidal gland follicle
carcinoma”[Text Word] OR “thyroid gland
encapsulated angioinvasive carcinoma”[Text Word]
OR “thyreoideal gland follicle carcinoma”[Text Word]
OR “thyroid gland follicle carcinoma”[Text Word] OR
“thyroid encapsulated angioinvasive carcinoma”[Text
Word] OR “thyroid follicle carcinoma”[Text Word] OR
“thyroid gland follicular carcinoma”[Text Word] OR
“thyroidal encapsulated angioinvasive
carcinoma”[Text Word] OR “thyroidal follicle
carcinoma”[Text Word] OR “thyroidal follicular
carcinoma”[Text Word] OR “thyroidal gland
encapsulated angioinvasive carcinoma”[Text Word]
OR “thyroidal gland follicle carcinoma”[Text Word]
OR “thyroidal gland follicular carcinoma”[Text Word]
OR “thyroideal encapsulated angioinvasive
carcinoma”[Text Word] OR “thyroideal follicle
carcinoma”[Text Word] OR “thyroideal follicular
carcinoma”[Text Word] OR “thyroideal gland
encapsulated angioinvasive carcinoma”[Text Word]
OR “thyroideal gland follicle carcinoma”[Text Word]
OR “thyroideal gland follicular carcinoma”[Text
Word]

12,288

#5

Second-line
(2L) therapy

(“second line therapy”[Text Word] OR “second-
line”[Text Word] OR “second line"[Text Word] OR
“2nd line”[Text Word] OR relapse[Text Word] OR

1,525,803
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Search Terms

Hits

relapsed|[Text Word] OR refractory[Text Word] OR
recurrent[Text Word] OR resistant[Text Word] OR
failed[Text Word] OR rescue[Text Word] OR
pretreated[Text Word] OR “pre-treated”[Text Word]
OR “previously treated”[Text Word] OR “re-
treated”[Text Word] OR progressive[Text Word])

#6

RET

RET mutation*[Text Word] OR RET fusion*[Text
Word] OR “RET proto oncogene”[Text Word] OR
“RET proto-oncogene”[Text Word] OR “rearranged
during transfection”[Text Word] OR “ongogene
RET”[Text Word] OR “RET oncogene”[Text Word] OR
“Proto-Oncogene Proteins c-ret”[Mesh] OR “c RET
protein”[Text Word] OR “c RET receptor tyrosine
kinase”[Text Word] OR “c RET tyrosine kinase”[Text
Word] OR “protein ¢ RET”[Text Word] OR “proto
oncogene protein ¢ RET”[Text Word] OR “proto
oncogene proteins ¢ RET”[Text Word] OR “proto-
oncogene protein ¢ RET”[Text Word] OR “proto-
oncogene proteins ¢ RET"[Text Word] OR “proto-
oncogene protein c-RET”[Text Word] OR “proto-
oncogene proteins c-RET”[Text Word] OR
“protooncogene protein ¢ RET”[Text Word] OR “RET
protein”[Text Word] OR “RET receptor tyrosine
kinase”[Text Word] OR “RET tyrosine kinase”[Text
Word] OR RET rearrangement*[Text Word] OR RET
alteration*[Text Word] OR RET aberration*[Text
Word]

4,409

#7

2L NSCLC

#1 AND #5

32,397

Intervention

#8

Loxo-292 and
Blu-667

“lox0-292"[Text Word] OR lox0292[Text Word] OR
selpercatinib[ Text Word] OR "“loxo 292"[Text Word]
OR "blu-667"[Text Word] OR "RET inhibitor”[Text
Word] OR “RET inhibitors”[Text Word]

113

Comparators

#9

Docetaxel

“Docetaxel”[Mesh] OR docetaxel[Text Word] OR
“daxotel”[Text Word] OR “dexotel”[Text Word] OR
“docefrez”[ Text Word] OR “docetaxel accord”[Text
Word] OR "lit 976"[Text Word] OR "lit976"[Text
Word] OR “n debenzoyl n tert butoxycarbonyl

15,914
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Search Terms

Hits

10 deacetyltaxol”[Text Word] OR "n tert
butoxycarbonyl 10 deacetyl n debenzoyltaxol”[Text
Word] OR “nsc 628503"[Text Word] OR
“nsc628503"[Text Word] OR “oncodocel”[Text Word]
OR “rp 56976"[Text Word] OR “rp56976”[Text
Word] OR “taxespira”[Text Word] OR “taxoter”[Text
Word] OR “taxotere”[Text Word] OR “texot”[Text
Word]

#10

Nintedanib +
docetaxel

#9 AND (“nintedanib”[Supplementary Concept] OR
nintedanib[Text Word] OR ofev[Text Word] OR
vargatef[ Text Word])

66

#11

Atezolizumab

“atezolizumab”[Supplementary Concept] OR
atezolizumab[Text Word] OR “mpd| 3280a"[Text
Word] OR mpdI3280a[Text Word] OR “rg 7446"[Text
Word] OR rg7446[Text Word] OR tecentriq[Text
Word] OR tecntrig[Text Word]

773

#12

Ramucirumab
+ docetaxel

#9 AND (“ramucirumab”[Supplementary Concept]
OR “ramucirumab”[Text Word] OR “cyramza”[Text
Word] OR “imc 1121 b"[Text Word] OR “imc
1121b"[Text Word] OR “imc1121 b"“[Text Word] OR
“imc1121b”[Text Word] OR “ly 3009806"[Text
Word] OR “ly3009806"“[Text Word])

97

#13

Pembrolizumab

“pembrolizumab”[Supplementary Concept] OR
pembrolizumab[Text Word] OR keytruda[Text Word]
OR lambrolizumab[Text Word] OR “mk 3475"[Text
Word] OR mk3475[Text Word] OR “sch
900475"[Text Word] OR sch900475[Text Word]

2,923

#14

Nivolumab

“Nivolumab”[Mesh] OR nivolumab[Text Word] OR
“bms 936558”[Text Word] OR bms936558[Text
Word] OR “cmab 819”[Text Word] OR cmab819[Text
Word] OR "mdx 1106"[Text Word] OR
mdx1106[Text Word] OR “ono 4538"[Text Word] OR
ono4538[Text Word] OR opdivo[Text Word]

3,913

#15

Pemetrexed

“Pemetrexed”[Mesh] OR “pemetrexed”[Text Word]
OR “alimta”[Text Word] OR “armisarte”[Text Word]
OR “ciambra”[Text Word] OR “elimta”[Text Word]
OR “ly 231514"[Text Word] OR “ly231514"[Text
Word] OR “pemfexy”[Text Word] OR “pemta”[Text
Word]

3,251
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Search Terms

Hits

#16

Cabozantinib

“cabozantinib”[Supplementary Concept] OR
cabozantinib[ Text Word] OR “bms 907351"[Text
Word] OR bms907351[Text Word] OR
cabometyx[Text Word] OR “cabozantinib
malate”[Text Word] OR “cabozantinib s malate”[Text
Word] OR “cabozantinib s-malate”[Text Word] OR
cometrig[Text Word] OR “x| 184"[Text Word] OR
x1184[Text Word]

740

#17

Vandetanib

“N-(4-bromo-2-fluorophenyl)-6-methoxy-7-((1-
methylpiperidin-4-yl)methoxy)quinazolin-4-
amine”[Supplementary Concept] OR
vandetanib[Text Word] OR “azd 6474"[Text Word]
OR azd6474[Text Word] OR caprelsa[Text Word] OR
vandetinib[Text Word] OR zactima|Text Word] OR
“zd 6474"[Text Word] OR zd6474[Text Word]

896

#18

Sorafenib

“Sorafenib”[Mesh] OR sorafenib[Text Word] OR “bay
43 9006"[Text Word] OR “bay 43-9006"[Text Word]
OR “bay 439006"[Text Word] OR “bay43 9006"[Text
Word] OR “bay43-9006"[Text Word] OR
bay439006[Text Word] OR nexavar[Text Word]

8,109

#19

Lenvatinib

“lenvatinib”[Supplementary Concept] OR
lenvatinib[Text Word] OR “e 7080"[Text Word] OR
e7080[Text Word] OR “er 203492-00"[Text Word]
OR "er203492-00"[Text Word] OR kisplyx[Text
Word] OR “lenvatinib mesilate”[Text Word] OR
“lenvatinib mesylate”[Text Word] OR lenvima[Text
Word]

499

#20

Erlotinib

“Erlotinib Hydrochloride”[Mesh] OR erlotinib[ Text
Word] OR Tarceva[Text Word] OR “"0OSI-774"[Text
Word] OR “OSI 774"[Text Word] OR OSI774[Text
Word] OR "CP 358774"[Text Word] OR "CP
358,774"[ Text Word] OR “CP-358,774"[Text Word]
OR "CP358,774"[Text Word] OR "CP-358774"[Text
Word] OR CP358774[Text Word] OR “"11C-
erlotinib”[Text Word]

6,566

#21

NSCLC
comparators

#9 OR #10 OR #11 OR #12 OR #13 OR #14 OR
#15 OR #16 OR #17 OR #20

31,420

#22

MTC
comparators

#16 OR #17

1,507

86



Search Number Search Terms Hits
#23 | PTC/DTC #18 OR #19 8,398
comparators
Study types
#24 | RCTs “randomized controlled trial”[Publication Type] OR 4,594,082
“controlled clinical trial”[Publication Type] OR
randomized[Title/Abstract] OR
placebo[Title/Abstract] OR “drug therapy”[sh] OR
randomly[Title/Abstract] OR trial[Title/Abstract] OR
groups|Title/Abstract]
#25 | Single-arm “single arm”[Text Word] OR “single-arm”[Text 1,724,961
trials Word] OR “one arm”[Text Word] OR “one-arm”[Text
Word] OR “Clinical Study”[Publication Type] OR
clinical stud*[Text Word] OR clinical trial*[Text
Word] OR “Clinical Trial, Phase II”[Publication Type]
OR “Prospective Studies”[Mesh]
Exclusions
#26 “Animals“[Mesh] NOT “"Humans”[Mesh] 4,622,129
#27 “Comment”[Publication Type] OR 3,815,651
“Letter”[Publication Type] OR “Editorial”[Publication
Type] OR “Animal Experimentation”[Mesh] OR
“Models, Animal”[Mesh] OR “In Vitro
Techniques”[Mesh] OR “in vitro”[Text Word] OR "in
vitro studies”[Text Word] OR "in vitro
technique”[Text Word] OR “in vitro techniques”[Text
Word]
Totals
#28 | Single-arm (#6 AND (#24 OR #25)) NOT (#26 OR #27) 522
trials or RCTs
in RET tumours
(any tumour
type, all
interventions,
any LOT)
#29 | RCTs in 2L (#7 AND (#8 OR #21) AND #24) NOT (#26 OR 2,779
NSCLC #27)
#30 | RCTs in MTC (#2 AND (#8 OR #22) AND #24) NOT (#26 OR 172
(any LOT) #27)
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Search Number Search Terms Hits
#31 | RCTs in ((#3 OR #4) AND (#8 OR #23) AND #24) NOT 189
PTC/DTC (any | (#26 OR #27)
LOT)
#32 | Limits ((MJournal Article”[Publication Type] OR “Published 4,392,498
Erratum”[Publication Type] OR “"Review”[Publication
Type]) AND “2015/09/25"[Date -
Publication]:”"3000"[Date - Publication]) OR
(("Meeting Abstract”[Publication Type] OR
“Congress”[Publication Type]) AND
“2017/09/25"[Date - Publication]: “3000”[Date -
Publication])
#33 | TOTAL #28 OR #30 OR #31 OR (#29 AND #32) 1,656
#34 | TOTAL #28 OR #30 OR (#29 AND #32) 1,504
excluding
PTC/DTC

2L = second line; DTC = differentiated thyroid cancer; LOT = line of therapy;
MTC = medullary thyroid cancer; NSCLC = non-small cell lung cancer; PTC = papillary

thyroid cancer; RCT = randomised controlled trial; RET = rearrangements and/or mutations
during transfection; SLR = systematic literature review.
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Table 3-1-3 Cochrane Search Strategy for SLR 1: Clinical Trial Evidence for
Selpercatinib and Comparators (Conducted 25 September 2019)

Search Number

Search Terms

Hits

Population

#1

#2

#3

#4

#5

#6

#7

NSCLC in
adults

MeSH descriptor: [Adenocarcinoma of Lung] explode
all trees

74

MeSH descriptor: [Carcinoma, Non-Small-Cell Lung]
explode all trees

3,779

(“non-small cell lung cancer” OR “nonsmall cell lung
cancer” OR NSCLC OR “nonsmall-cell lung cancer”
OR “non-small-cell lung cancer” OR ((“*non-small-
cell” OR “nonsmall-cell” OR “non-small cell”) AND
(cancer* OR carcinoma* OR neoplasm*)) OR
“adenocarcinoma of lung” OR “lung adenocarcinoma”
OR (lung AND “squamous cell”) OR (lung AND
adenocarcinom*) OR (lung AND cancer*) OR (lung
AND neoplasm*) OR (lung AND carcinoma*) OR
“non squamous” OR “bronchial non small cell
cancer” OR “bronchial nonsmall cell cancer” OR
“bronchial non small cell carcinoma” OR “bronchial
nonsmall cell carcinoma” OR “non small cell lung
cancer” OR “nonsmall cell lung cancer” OR “lung non
small cell cancer” OR “lung nonsmall cell cancer” OR
“lung non small cell carcinoma” OR “lung nonsmall
call carcinoma” OR “non small cell bronchial cancer”
OR “nonsmall cell bronchial cancer” OR “non small
cell lung carcinoma” OR “nonsmall cell lung
carcinoma” OR “non small cell pulmonary cancer” OR
“nonsmall cell pulmonary cancer” OR “non small cell
pulmonary carcinoma” OR “nonsmall cell pulmonary
carcinoma” OR “pulmonary non small cell cancer” OR
“pulmonary nonsmall cell cancer” OR “pulmonary
non small cell carcinoma” OR “pulmonary nonsmall
cell carcinoma”)

26,502

MeSH descriptor: [Adenocarcinoma] explode all
trees

6,857

(adenocarcinoma)

10,390

#4 OR #5

13,532

(lung)

70,151
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#8 #6 AND #7 2,267
#9 #1 OR #2 OR #3 OR #8 26,297
#10 MeSH descriptor: [Infant] explode all trees 15,492
#11 MeSH descriptor: [Child] explode all trees 1,198
#12 MeSH descriptor: [Adolescent] explode all trees 100,701
#13 (juvenile* OR infant* OR child* OR adolescen* OR 97,125
teen* OR youth):ti
#14 MeSH descriptor: [Adult] explode all trees 3,380
#15 (adult* OR middle NEXT age* OR elderly OR old 56,718
NEXT age*):ti
#16 (#10 OR #11 OR #12 OR #13) NOT (#14 OR #15) 183,696
#17 #9 NOT #16 25,813
#18 | MTC (“medullary thyroid cancer” OR “medullary thyroid 143
carcinoma” OR “medullary thyroid neoplasm” OR
“medullary thyroid tumour” OR “medullary thyroid
tumor”)
#19 (“medullary thyroid” AND (cancer* OR carcinoma* 140
OR neoplasm* OR tumour* OR tumor*)):ti,ab,kw
#20 #18 OR #19 144
#21 | PTC MeSH descriptor: [Thyroid Cancer, Papillary] explode 28
all trees
#22 (“thyroid papillary carcinoma” OR “papillary thyroid 295
cancer” OR “papillary thyroid carcinoma” OR
“papillary thyroid microcarcinoma” OR “thyroid gland
papillary carcinoma” OR “thyroid papilla carcinoma”
OR “thyroid papillary cancer” OR “thyroid papillary
microcarcinoma”)
#23 #21 OR #22 296
#24 | DTC MeSH descriptor: [Adenocarcinoma, Follicular] 41
explode all trees
#25 (differentiated NEXT thyroid NEXT cancer* OR 635

differentiated NEXT thyroid NEXT carcinoma* OR
“DTC ™ OR "WDTC” OR well NEXT differentiated
NEXT thyroid NEXT cancer* OR well NEXT
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Search Number

Search Terms

Hits

#26

differentiated NEXT thyroid NEXT carcinoma* OR
“thyroid follicular carcinoma” OR “thyroid follicle
carcinoma” OR “thyroidal gland follicle carcinoma”
OR “thyroid gland encapsulated angioinvasive
carcinoma” OR “thyreoideal gland follicle carcinoma”
OR “thyroid gland follicle carcinoma” OR “thyroid
encapsulated angioinvasive carcinoma” OR “thyroid
follicle carcinoma” OR “thyroid gland follicular
carcinoma” OR “thyroidal encapsulated
angioinvasive carcinoma” OR “thyroidal follicle
carcinoma” OR “thyroidal follicular carcinoma” OR
“thyroidal gland encapsulated angioinvasive
carcinoma” OR “thyroidal gland follicle carcinoma”
OR “thyroidal gland follicular carcinoma” OR
“thyroideal encapsulated angioinvasive carcinoma”
OR “thyroideal follicle carcinoma” OR “thyroideal
follicular carcinoma” OR “thyroideal gland
encapsulated angioinvasive carcinoma” OR
“thyroideal gland follicle carcinoma” OR “thyroideal
gland follicular carcinoma”)

#24 OR #25

645

#27

Second-line
(2L) therapy

(“second line therapy” OR “second-line” OR “second
line” OR “2nd line” OR relapse OR relapsed OR
refractory OR recurrent OR resistant OR failed OR
rescue OR pretreated OR “pre-treated” OR
“previously treated” OR “re-treated” OR progressive)

281,824

#28

#29

RET

MeSH descriptor: [Proto-Oncogene Proteins c-ret]
explode all trees

10

(RET NEXT mutation* OR RET NEXT fusion* OR “"RET
proto oncogene” OR “RET proto-oncogene” OR
“rearranged during transfection” OR “ongogene RET"
OR “"RET oncogene” OR “c RET protein” OR “c RET
receptor tyrosine kinase” OR “c RET tyrosine kinase”
OR “protein ¢ RET” OR “proto oncogene protein c
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
“protooncogene protein ¢ RET” OR "RET protein” OR

55
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Search Number Search Terms Hits
“RET receptor tyrosine kinase” OR "RET tyrosine
kinase” OR RET NEXT rearrangement* OR RET NEXT
alteration* OR RET NEXT aberration*)
#30 #28 OR #29 52
#31 | 2L NSCLC #17 AND #27 6,321
Intervention
#32 | Loxo-292 and ("loxo-292" OR lox0292 OR selpercatinib OR “loxo 4
Blu-667 292" OR "blu-667" OR “RET inhibitor” OR "RET
inhibitors™)
Comparators
#33 | Docetaxel MeSH descriptor: [Docetaxel] explode all trees 1,157
#34 (docetaxel OR “daxotel” OR “dexotel” OR “docefrez” 6,661
OR “docetaxel accord” OR "lit 976” OR "lit976"” OR “n
debenzoyl n tert butoxycarbonyl 10 deacetyltaxol”
OR "n tert butoxycarbonyl 10 deacetyl n
debenzoyltaxol” OR “nsc 628503” OR “nsc628503”
OR “oncodocel” OR “rp 56976” OR “rp56976” OR
“taxespira” OR “taxoter” OR “taxotere” OR “texot”)
#35 #33 OR #34 6,660
#36 | Nintedanib + (nintedanib OR ofev OR vargatef) 401
#37 | docetaxel #35 AND #36 a1
#38 | Atezolizumab (atezolizumab OR “mpd| 3280a” OR mpdI3280a OR 523
“rg 7446” OR rg7446 OR tecentriq OR tecntriq)
#39 | Ramucirumab (“ramucirumab” OR “cyramza” OR “imc 1121 b” OR 382
+ docetaxel “imc 1121b” OR “imc1121 b” OR “imc1121b” OR “ly
3009806" OR “ly3009806")
#40 #35 AND #39 109
#41 | Pembrolizumab | (pembrolizumab OR keytruda OR lambrolizumab OR 1,090
“mk 3475” OR mk3475 OR “sch 900475” OR
sch900475)
#42 | Nivolumab MeSH descriptor: [Nivolumab] explode all trees 135
#43 (nivolumab OR “bms 936558” OR bms936558 OR 1,361
“cmab 819” OR cmab819 OR "mdx 1106” OR
mdx1106 OR “ono 4538” OR ono4538 OR opdivo)
#44 #42 OR #43 1,361
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Search Number Search Terms Hits
#45 | Pemetrexed MeSH descriptor: [Pemetrexed] explode all trees 496
#46 (“pemetrexed” OR “alimta” OR “armisarte” OR 1,768
“ciambra” OR “elimta” OR “ly 231514” OR
“ly231514” OR “pemfexy” OR “pemta”)
#47 #45 OR #46 1,768
#48 | Cabozantinib (cabozantinib OR “"bms 907351” OR bms907351 OR 261
cabometyx OR “cabozantinib malate” OR
“cabozantinib s malate” OR “cabozantinib s-malate”
OR cometriqg OR “x| 184" OR x|184)
#49 | Vandetanib (vandetanib OR “azd 6474” OR azd6474 OR caprelsa 233
OR vandetinib OR zactima OR “zd 6474” OR zd6474)
#50 | Sorafenib MeSH descriptor: [Sorafenib] explode all trees 228
#51 sorafenib OR “bay 43 9006” OR “bay 43-9006” OR 1,691
“bay 439006” OR “bay43 9006"” OR “bay43-9006”
OR bay439006 OR nexavar
#52 #50 OR #51 1,691
#53 | Lenvatinib (lenvatinib OR “e 7080” OR €7080 OR “er 203492- 220
00” OR “er203492-00" OR kisplyx OR “lenvatinib
mesilate” OR “lenvatinib mesylate” OR lenvima)
#54 | Erlotinib MeSH descriptor: [Erlotinib Hydrochloride] explode 442
all trees
#55 erlotinib OR Tarceva OR 0OSI774 OR “OSI 774” OR 1,608
“0SI-774" OR "CP358,774"” OR “CP-358,774" OR
“CP-358774" OR “"CP 358,774"” OR “"CP 358774"” OR
CP358774 OR “11C-erlotinib”
#56 #54 OR #55 1,608
#57 | NSCLC #35 OR #37 OR #38 OR #40 OR #41 OR #44 OR 11,876
comparators #47 OR #48 OR #49 OR #56
#58 | MTC #48 OR #49 479
comparators
#59 | PTC/DTC #52 OR #53 1,834
comparators
Study types
#60 | RCTs (“randomized controlled trial” OR “controlled clinical 562,738
trial”):pt
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Search Number Search Terms Hits
#61 (randomized OR placebo OR randomly OR trial OR 1,217,288
groups):ti,ab,kw
#62 #60 OR #61 1,289,649
#63 | Single-arm MeSH descriptor: [Prospective Studies] explode all 88,214
trials trees
#64 (“single arm” OR “single-arm” OR “one arm” OR 907,439
“one-arm” OR clinical NEXT stud* OR clinical NEXT
trial*)
#65 (“Clinical Study” OR “Clinical Trial, Phase II"):pt 10,479
#66 #63 OR #64 OR #65 931,317
Exclusions
#67 MeSH descriptor: [Animals] explode all trees 15,484
#68 MeSH descriptor: [Humans] explode all trees 8,287
#69 #67 NOT #68 7,197
#70 MeSH descriptor: [Animal Experimentation] explode 4
all trees
#71 MeSH descriptor: [Models, Animal] explode all trees 464
#72 MeSH descriptor: [In Vitro Techniques] explode all 1,458
trees
#73 ("in vitro” OR "in vitro studies” OR “in vitro 22,198
technique” OR "“in vitro techniques”)
#74 (Comment OR Letter OR Editorial):pt 14,237
#75 #70 OR #71 OR #72 OR #73 OR #74 37,061
Totals
#76 | Single-arm (#30 AND (#62 OR #66)) NOT (#69 OR #75) 49
trials or RCTs
in RET tumours
(any tumour
type, all
interventions,
any LOT)
#77 | RCTs in 2L (#31 AND (#32 OR #57) AND #62) NOT (#69 OR 1,926
NSCLC #75)
#78 | RCTs in MTC (#20 AND (#32 OR #58) AND #62) NOT (#69 OR 63
(any LOT) #75)
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Search Number Search Terms Hits
#79 [ RCTs in ((#23 OR #26) AND (#32 OR #57) AND #62) NOT 24
PTC/DTC (any | (#69 OR #75)
LOT)
#80 | TOTAL #76 OR #78 OR #79 OR (#77 AND Publication 1,133
date from 2015/09)
#81 | TOTAL #76 OR #78 OR (#77 AND Publication date 1,118
excluding from 2015/09)
PTC/DTC

2L = second line; DTC = differentiated thyroid cancer; LOT = line of therapy;
MTC = medullary thyroid cancer; NSCLC = non-small cell lung cancer; PTC = papillary

thyroid cancer; RCT = randomised controlled trial; RET = rearrangements and/or mutations
during transfection; SLR = systematic literature review.

Table 3-1-4 Embase Search Strategy: Clinical Trial Evidence for Selpercatinib and
Comparators (Conducted 13 October 2020; SLR2)

# Search strings Results

1 exp thyroid neoplasms/ 92531

2 ((papillary thyroid or thyroid papillary or thyroid papilla) and | 23109
(cancer* or carcinoma* or neoplasm* or tumour* or tumor* or
microcarcinoma)).mp.

3 ((medullary thyroid or thyroid medullary) and (cancer* or | 10962
carcinoma* or neoplasm* or tumour* or tumor* or
adenoma¥*)).mp.

4 ((Differentiated thyroid or well differentiated thyroid or thyroid | 16827
follicular or thyroid gland follicular or thyroid follicle or thyroid
gland follicle or thyreoideal gland follicle or thyroid gland
encapsulated angioinvasive or thyroideal gland encapsulated
angioinvasive or thyroideal encapsulated angioinvasive or
thyroideal follicle or thyroideal follicular or thyroideal gland
follicular) adj3 (adenocarcinoma* or cancer* or carcinoma* or
neoplasm* or tumour* or tumor*)).mp.

5 (loxo-292 or loxo0292 or selpercatinib or loxo 292 or pralsetinib or | 361
BLU 667 or BLU667 or BLU-667or RET inhibitor or RET
inhibitors).mp.

6 (cabozantinib or bms 907351 or bms907351 or cabometyx or | 4140
cabozantinib malate or cabozantinib s malate or cabozantinib
smalate or cometriqg or x| 184 or x/1184).mp.

7 (vandetanib or azd 6474 or azd6474 or caprelsa or vandetinib or | 4768
zactima or zd 6474 or zd6474).mp.

8 (sorafenib or bay 43 9006 or bay 43-9006 or bay 439006 or bay43 | 30669
9006 or bay43-9006 or bay439006 or nexavar).mp.

9 (lenvatinib or e 7080 or 7080 or er 203492-00 or er203492-00 or | 2613
kisplyx or lenvatinib mesilate or lenvatinib mesylate or
lenvima).mp.

10 S5or6or7or8or9 36599

11 (crossover procedure or double-blind procedure or randomized [ 2686855
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controlled trial or single-blind procedure or random* or factorial*
or crossover* or placebo* or assign* or allocat* or volunteer*).mp.

12 (single arm or single-arm or one arm or one-arm or clinical study | 5774404
or clinical stud* or clinical trial* or Phase 2 clinical trial or
prospective study).mp.

13 11 or12 7267595

14 animal/ not (animal/ and human/) 1500742

15 (comment* or letter or editorial or note or short survey or | 11152848
conference review or nonhuman or animal experiment 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.

16 14 or 15 12462389

17 (RET mutation or RET-mutation or RET mutant or RET-mutant or | 4391
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 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.

18 (3and 17 and 13) not 16 419

19 limit 18 to yr="2019 -Current" 45

20 ((2or4)and 17 and 13) not 16 138

21 limit 20 to yr="2019 -Current" 11

22 (3and 10 and 11) not 16 217

23 limit 22 to yr="2019 -Current" 16

24 ((2or4)and 10 and 11) not 16 264

25 limit 24 to yr="2019 -Current" 33

Table 3-1-5 Medline Search Strategy: Clinical Trial Evidence for Selpercatinib and
Comparators (Conducted 13 October 2020; SLR2)

# Search strings Results

1 exp thyroid neoplasms/ 52987

2 ((papillary thyroid or thyroid papillary or thyroid papilla) and | 14087
(cancer* or carcinoma* or neoplasm* or tumour* or tumor* or
microcarcinoma)).mp.

3 ((medullary thyroid or thyroid medullary) and (cancer* or | 6217
carcinoma* or neoplasm* or tumour* or tumor* or
adenoma*)).mp.

4 ((Differentiated thyroid or well differentiated thyroid or thyroid | 8959
follicular or thyroid gland follicular or thyroid follicle or thyroid
gland follicle or thyreoideal gland follicle or thyroid gland
encapsulated angioinvasive or thyroideal gland encapsulated
angioinvasive or thyroideal encapsulated angioinvasive or
thyroideal follicle or thyroideal follicular or thyroideal gland
follicular) adj3 (adenocarcinoma* or cancer* or carcinoma* or
neoplasm* or tumour* or tumor*)).mp.

5 (loxo-292 or 10x0292 or selpercatinib or loxo 292 or pralsetinib or | 176
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BLU 667 or inhibitor or RET

inhibitors).mp.

BLU667 or BLU-667or RET

6 (cabozantinib or bms 907351 or bms907351 or cabometyx or | 1080
cabozantinib malate or cabozantinib s malate or cabozantinib
smalate or cometrig or x| 184 or x1184).mp.

7 (vandetanib or azd 6474 or azd6474 or caprelsa or vandetinib or | 944
zactima or zd 6474 or zd6474).mp.

8 (sorafenib or bay 43 9006 or bay 43-9006 or bay 439006 or bay43 | 10139
9006 or bay43-9006 or bay439006 or nexavar).mp.

9 (lenvatinib or e 7080 or €7080 or er 203492-00 or er203492-00 or | 960
kisplyx or lenvatinib mesilate or lenvatinib mesylate or
lenvima).mp.

10 5or6or7or8or9 12191
11 (crossover procedure or double-blind procedure or randomized | 2019835
controlled trial or single-blind procedure or random* or factorial*
or crossover* or placebo* or assign* or allocat* or volunteer*).mp.

12 (single arm or single-arm or one arm or one-arm or clinical study | 1319204
or clinical stud* or clinical trial* or Phase 2 clinical trial or
prospective study).mp.

13 11 or12 2834890

14 animal/ not (animal/ and human/) 4709852

15 (comment* or letter or editorial or note or short survey or | 3831181
conference review or nonhuman or animal experiment 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.

16 14 or 15 7813450

17 (RET mutation or RET-mutation or RET mutant or RET-mutant or | 4656
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 or proto oncogene proteins ¢ RET or proto-
oncogene protein ¢ RET or proto-oncogene proteins c 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.

18 (3and 17 and 13) not 16 109

19 limit 18 to yr="2019 -Current" 7

20 ((2or4)and 17 and 13) not 16 42

21 limit 20 to yr="2019 -Current" 4

22 (3and 10 and 11) not 16 80

23 limit 22 to yr="2019 -Current" 9

24 ((2or4)and 10 and 11) not 16 80

25 limit 24 to yr="2019 -Current" 15

Table 3-1-6 Cochrane Library Search Strategy: Clinical Trial Evidence for

Selpercatinib and Comparators (Conducted 13 October 2020; SLR2)

# Search strings Results
1 exp thyroid neoplasms/ 692
2 ((papillary thyroid or thyroid papillary or thyroid papilla) and | 362
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(cancer* or carcinoma* or neoplasm* or tumour* or tumor* or
microcarcinoma)).mp.

((medullary thyroid or thyroid medullary) and (cancer* or
carcinoma* or neoplasm* or tumour* or tumor* or
adenoma*)).mp.

207

((Differentiated thyroid or well differentiated thyroid or thyroid
follicular or thyroid gland follicular or thyroid follicle or thyroid
gland follicle or thyreoideal gland follicle or thyroid gland
encapsulated angioinvasive or thyroideal gland encapsulated
angioinvasive or thyroideal encapsulated angioinvasive or
thyroideal follicle or thyroideal follicular or thyroideal gland
follicular) adj3 (adenocarcinoma* or cancer* or carcinoma* or
neoplasm* or tumour* or tumor*)).mp.

571

(loxo-292 or 10x0292 or selpercatinib or loxo 292 or pralsetinib or
BLU 667 or BLU667 or BLU-667or RET inhibitor or RET
inhibitors).mp.

(cabozantinib or bms 907351 or bms907351 or cabometyx or
cabozantinib malate or cabozantinib s malate or cabozantinib
smalate or cometrig or x| 184 or xI1184).mp.

358

(vandetanib or azd 6474 or azd6474 or caprelsa or vandetinib or
zactima or zd 6474 or zd6474).mp.

274

(sorafenib or bay 43 9006 or bay 43-9006 or bay 439006 or bay43
9006 or bay43-9006 or bay439006 or nexavar).mp.

2074

(lenvatinib or e 7080 or e7080 or er 203492-00 or er203492-00 or
kisplyx or lenvatinib mesilate or Ilenvatinib mesylate or
lenvima).mp.

297

10

5or6or7or8or9

2768

11

(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.

1308113

12

(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.

637240

13

11o0r 12

1393956

14

animal/ not (animal/ and human/)

10150

15

(comment* or letter or editorial or note or short survey or
conference review or nonhuman or animal experiment 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.

123217

16

14 or 15

131904

17

(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 c RET receptor
tyrosine kinase or ¢ RET tyrosine kinase or protein c 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 receptor tyrosine
kinase or RET tyrosine kinase or RET rearrangement or RET
alteration RET altered or RET aberration).mp.

70

18

(3and 17 and 13) not 16

20
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were retained]

19 limit 18 to yr="2019 -Current" [Limit not valid in DARE; records | 2
were retained]

20 ((2or4) and 17 and 13) not 16 4

21 limit 20 to yr="2019 -Current" [Limit not valid in DARE; records | O
were retained]

22 (3and 10 and 11) not 16 57

23 limit 22 to yr="2019 -Current" [Limit not valid in DARE; records | 3
were retained]

24 ((2or4)and 10 and 11) not 16 114

25 limit 24 to yr="2019 -Current" [Limit not valid in DARE; records | 12

Table 3-1-7 Embase Search Strategy: Clinical Trial Evidence for Selpercatinib and
Comparators (Conducted 30 July 2021; SLR3)

#

Preliminary search strings

Result
s

[

exp thyroid neoplasms/

96861

((papillary thyroid or thyroid papillary or thyroid papilla) and
(cancer* or carcinoma* or neoplasm* or tumour* or tumor* or
microcarcinoma)).mp.

24772

((medullary thyroid or thyroid medullary) and (cancer* or
carcinoma* or neoplasm* or tumour* or tumor* or
adenoma*)).mp.

11308

((Differentiated thyroid or well differentiated thyroid or thyroid
follicular or thyroid gland follicular or thyroid follicle or thyroid gland
follicle or thyreoideal gland follicle or thyroid gland encapsulated
angioinvasive or thyroideal gland encapsulated angioinvasive or
thyroideal encapsulated angioinvasive or thyroideal follicle or
thyroideal follicular or thyroideal gland follicular) adj3
(adenocarcinoma* or cancer* or carcinoma* or neoplasm* or
tumour* or tumor*)).mp.

17647

(loxo-292 or lox0292 or selpercatinib or loxo 292 or LY3527723 or
LY-3527723 or LY 3527723 or RETEVMO or RETSEVMO or
pralsetinib or blue-667 or blue 667 or blue667 or BLU 667 or
BLU667 or BLU-667 or Gavreto or RET inhibitor or RET
inhibitors).mp.

524

(cabozantinib or bms 907351 or bms907351 or cabometyx or
cabozantinib malate or cabozantinib s malate or cabozantinib
smalate or cometrig or xl 184 or x1184).mp.

4828

(vandetanib or azd 6474 or azd6474 or caprelsa or vandetinib or
zactima or zd 6474 or zd6474).mp.

4956

(sorafenib or bay 43 9006 or bay 43-9006 or bay 439006 or bay43
9006 or bay43-9006 or bay439006 or nexavar).mp.

32691

(lenvatinib or e 7080 or e7080 or er 203492-00 or er203492-00 or
kisplyx or lenvatinib mesilate or lenvatinib mesylate or
lenvima).mp.

3433

10

S5or6or7or8o0r9

39532
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11 (crossover procedure or double-blind procedure or randomized 282025
controlled trial or single-blind procedure or random* or factorial* or | 7
crossover* or placebo* or assign* or allocat* or volunteer*).mp.

12 (single arm or single-arm or one arm or one-arm or clinical study or | 612313
clinical stud* or clinical trial* or Phase 2 clinical trial or prospective 4
study).mp.

13 11 or 12 768553

6
14 animal/ not (animal/ and human/) 152660
7

15 (comment* or letter or editorial or note or short survey or 115216
conference review or nonhuman or animal experiment or animal 94
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.

16 14 or 15 128540

25

17 (RET mutation or RET-mutation or RET mutant or RET-mutant or 4623
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 c 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 receptor tyrosine
kinase or RET tyrosine kinase or RET rearrangement or RET
alteration RET altered or RET aberration).mp.

18 (3and 17 and 13) not 16 439

19 limit 18 to dc=20201001-20210713 28

20 ((2or4)and 17 and 13) not 16 145

21 limit 20 to dc=20201001-20210713 12

22 (3and 10 and 11) not 16 218

23 limit 22 to (dc=20201001-20210713) 4

24 ((2or4)and 10 and 11) not 16 280

25 limit 24 to dc=20201001-20210624 18

Table 3-1-8 Medline Search Strategy: Clinical Trial Evidence for Selpercatinib and
Comparators (Conducted 30 July 2021; SLR3)

# Preliminary search strings Results

1 exp thyroid neoplasms/ 55226

2 ((papillary thyroid or thyroid papillary or thyroid papilla) and 13752
(cancer* or carcinoma* or neoplasm* or tumour* or tumor* or
microcarcinoma)).mp.

3 ((medullary thyroid or thyroid medullary) and (cancer* or 6129
carcinoma* or neoplasm* or tumour* or tumor* or
adenoma*)).mp.

100



((Differentiated thyroid or well differentiated thyroid or thyroid
follicular or thyroid gland follicular or thyroid follicle or thyroid
gland follicle or thyreoideal gland follicle or thyroid gland
encapsulated angioinvasive or thyroideal gland encapsulated
angioinvasive or thyroideal encapsulated angioinvasive or
thyroideal follicle or thyroideal follicular or thyroideal gland
follicular) adj3 (adenocarcinoma* or cancer* or carcinoma* or
neoplasm* or tumour* or tumor*)).mp.

8794

(loxo-292 or loxo292 or selpercatinib or loxo 292 or LY3527723
or LY-3527723 or LY 3527723 or RETEVMO or RETSEVMO or
pralsetinib or blue-667 or blue 667 or blue667 or BLU 667 or
BLU667 or BLU-667 or Gavreto or RET inhibitor or RET
inhibitors).mp.

232

(cabozantinib or bms 907351 or bms907351 or cabometyx or
cabozantinib malate or cabozantinib s malate or cabozantinib
smalate or cometrig or xl 184 or x1184).mp.

1111

(vandetanib or azd 6474 or azd6474 or caprelsa or vandetinib or
zactima or zd 6474 or zd6474).mp.

905

(sorafenib or bay 43 9006 or bay 43-9006 or bay 439006 or
bay43 9006 or bay43-9006 or bay439006 or nexavar).mp.

9860

(lenvatinib or e 7080 or e7080 or er 203492-00 or er203492-00
or kisplyx or lenvatinib mesilate or lenvatinib mesylate or
lenvima).mp.

1086

10

5or6or7or8or9

12063

11

(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.

2029992

12

(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.

1331180

13

11 o0r 12

2850663

14

animal/ not (animal/ and human/)

4826737

15

(comment* or letter or editorial or note or short survey or
conference review or nonhuman or animal experiment 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.

3889936

16

14 or 15

7970655
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17 (RET mutation or RET-mutation or RET mutant or RET-mutant or 4721
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 c 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
receptor tyrosine kinase or RET tyrosine kinase or RET
rearrangement or RET alteration RET altered or RET
aberration).mp.

18 (3and 17 and 13) not 16 113

19 limit 18 to dt=20201001-20210713 8

20 ((2or4)and 17 and 13) not 16 43

21 limit 20 to (dt=20201001-20210713) 3

22 (3and 10 and 11) not 16 74

23 limit 22 to dt=20201001-20210624 1

24 ((2or 4) and 10 and 11) not 16 78

25 limit 24 to dt=20201001-20210624 7

Table 3-1-9 Evidence-Based Medicine Reviews Search Strategy: Clinical Trial
Evidence for Selpercatinib and Comparators (Conducted 30 July 2021; SLR3)

#

Preliminary search strings

Results

1

exp thyroid neoplasms/

724

2

((papillary thyroid or thyroid papillary or thyroid papilla) and
(cancer* or carcinoma* or neoplasm* or tumour* or tumor* or
microcarcinoma)).mp.

385

((medullary thyroid or thyroid medullary) and (cancer* or
carcinoma* or neoplasm* or tumour* or tumor* or
adenoma*)).mp.

((Differentiated thyroid or well differentiated thyroid or thyroid
follicular or thyroid gland follicular or thyroid follicle or thyroid
gland follicle or thyreoideal gland follicle or thyroid gland
encapsulated angioinvasive or thyroideal gland encapsulated
angioinvasive or thyroideal encapsulated angioinvasive or
thyroideal follicle or thyroideal follicular or thyroideal gland
follicular) adj3 (adenocarcinoma* or cancer* or carcinoma* or
neoplasm* or tumour* or tumor*)).mp.

DO NDN

(loxo-292 or lox0292 or selpercatinib or loxo 292 or LY3527723
or LY-3527723 or LY 3527723 or RETEVMO or RETSEVMO or
pralsetinib or blue-667 or blue 667 or blue667 or BLU 667 or
BLU667 or BLU-667 or Gavreto or RET inhibitor or RET
inhibitors).mp.

18

(cabozantinib or bms 907351 or bms907351 or cabometyx or
cabozantinib malate or cabozantinib s malate or cabozantinib
smalate or cometrig or xl 184 or x1184).mp.

410
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7 (vandetanib or azd 6474 or azd6474 or caprelsa or vandetinib or | 280
zactima or zd 6474 or zd6474).mp.

8 (sorafenib or bay 43 9006 or bay 43-9006 or bay 439006 or 2217
bay43 9006 or bay43-9006 or bay439006 or nexavar).mp.

9 (lenvatinib or e 7080 or €7080 or er 203492-00 or er203492-00 384
or kisplyx or lenvatinib mesilate or lenvatinib mesylate or
lenvima).mp.

10 5or6or7or8or9 3022
11 (crossover procedure or double-blind procedure or randomized 1396529
controlled trial or single-blind procedure or random* or factorial*

or crossover* or placebo* or assign* or allocat* or
volunteer*).mp.
12 (single arm or single-arm or one arm or one-arm or clinical study | 688407
or clinical stud* or clinical trial* or Phase 2 clinical trial or
prospective study).mp.
13 11 or 12 1484796
14 animal/ not (animal/ and human/) 10523
15 (comment* or letter or editorial or note or short survey or 131964
conference review or nonhuman or animal experiment 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.
16 14 or 15 140875
17 (RET mutation or RET-mutation or RET mutant or RET-mutant or 84
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 c RET tyrosine kinase or protein c 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
receptor tyrosine kinase or RET tyrosine kinase or RET
rearrangement or RET alteration RET altered or RET
aberration).mp.
18 (3and 17 and 13) not 16 21
19 limit 18 to yr="2020 -Current" [Limit not valid in DARE; records 1
were retained]
20 ((2or4)and 17 and 13) not 16 4
21 limit 20 to yr="2020 -Current" [Limit not valid in DARE; records 0
were retained]
22 (3and 10 and 11) not 16 61
23 limit 22 to yr="2020 -Current" [Limit not valid in DARE; records 3
were retained]
24 ((2or 4) and 10 and 11) not 16 119
25 limit 24 to yr="2020 -Current" [Limit not valid in DARE; records 5
were retained]
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Appendix 3-2: On-going Clinical Trial Databases

Search terms for clinical trial databases included combinations of free text and

Medical Subject Heading (Mesh) terms. For example, the following set of terms

were used to extract trials conducted in thyroid cancer population:

e Condition or disease: thyroid cancer

e Intervention: LOX0-292 OR blu667 OR RET OR vandetanib OR
cabozantinib OR lenvatinib OR sorafenib

Table3-2-1: Search Criteria for On-going Trials

Search criteria

Eligibility

Patients, comparators, and

outcomes

As in Section 3.2.1

Recruitment status

Open studies:
e Recruiting
e Not yet recruiting
e Expanded access: available
e Enrolling by invitation
Closed studies:
e Active, not recruiting
e Completed
Studies with unknown status will not be

included

Results

Studies with available results (Studies without
results will be excluded
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Appendix 3-3: Risk of bias

Quality assessment of RCTs was conducted using a checklist from National
Institute for Health and Care Excellence (NICE) (published in 2013, last
updated in 2016). This quality assessment checklist is consistent with the
methods recommended by the Centre for Reviews and Dissemination and is
widely used to critically appraise RCTs'. Quality assessments were
undertaken by two independent reviewers with conflicts referred to a third

reviewer.

Quality assessment of RCTs consisted of the following five sections (A-E)
with a series of questions on the internal validity of RCTs:

" Section A: Selection bias

" Section B: Performance bias

" Section C: Attrition bias

" Section D: Detection bias

" Section E: Overall assessment of internal validity

As no validated tool exists to assess quality of single-arm trials, the Critical
Appraisal Skills Programme (CASP) cohort study checklist was used to
assess all single-arm trials. Quality assessment of single-arm trials
consisted of the following 14 questions:

. Did the study address a focused issue?

. Was the cohort recruited in an acceptable way?

. Was the exposure accurately measured to minimise bias?

. Was the outcome accurately measured to minimise bias?

*» Have the authors identified all-important confounding factors?

» Have they taken account of the confounding factors in the design

and/or analysis?

=  Was the follow-up of subjects complete?

=  Was the follow-up of subjects long enough?

. What are the results of this study?

. How precise are the results?

. Do you believe the results?

= Can the results be applied to the local population?

. Do the results of this study fit with other available evidence?
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. What are the implications of this study for practice?

The detailed NICE quality assessment checklist and - Critical Appraisal Skills
Programm (CASP) cohort study checklist are given in Table A3-2-1 and A3-
2-2, respectively.

Table A3-3-1 Quality Assessment for Thyroid Cancer Randomised
Controlled Trials: Overall Quality of TC RCTs

Did the study
include an
intention-to-treat
analysis? If so,
was the analysis
appropriate and
were appropriate
methods used
to account for
missing data?

Were the care
providers,
participants,
and outcome
assessors blind
to treatment
allocation?

Is there any
evidence to
suggest that
the authors
measured more
outcomes than
they reported?

Were the groups
similar at the
outset of the
study in terms
of prognostic

factors?

Was the
concealment
of treatment

Were there any
unexpected
imbalances

Was
randomization
carried out
appropriately?

Trial Name
allocation
adequate?

in dropouts
between groups?

b4200c000e8 £ Y] Y (N (NJ (NJ 0
D4200€00079 0 0 0 0 m m 0
D4200C00097 () () QD GD ‘? GD QD
DECISION (Y] (Y] (Y] (Y] (Y] (N (Y]
setecr Y Y] Y bV (NJ (NJ @
X LY) (2 Y] O Y] (NJ i
257 12) L2) Y) W (NJ (NJ 54
Table A3-3-2 Overall Quality of TC RCTs in SLR update
Section A: Section B: Section C: Section D:
Trial name Selection Performanc Attrition Detection
bias e bias bias bias
COSMIC-311, Brose Low risk of Low risk of Low risk of Low risk of
(2021) bias bias bias bias

i NICE guidelines manual. Appendix C: Methodology checklist: randomised controlled trials. .

2012.

ii. York TUo. CRD's guidance for undertaking reviews in health care.
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Appendix 4-1: Cost information

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

LynNF=—J

10 2 ERFIEE N — 29 B Ll E: 600 M
F400-00 EMHESEFLAEEME (LAZEH): 700 H(GE6)

IHH EA M) ZER
00 1 FEFIEARF1: 420 M
P 01 1 EFIFAEM 240 H(CE1 IRAKRNR—THAHALDIZOVTIE, EBHKITHMHLT, 1HIELT
1,960 HEET D, 48, 4FI 7L EDEA DOV TIFEELELY, )

Table A4-1-2 Health state costs (per month)

ZR ) _
EH mIgE BE A3
/30 B
A001 BE&#Z#: 730 M
A001 4\ REEME: 520 H
Outpatient visit 17 6 5,630 F400 ALA2%: 680 M
F400-00 iEMESFINAETEME (QNAZEH): 700 H(GE 6)
B001-00 NAEBIREEEHMDOTFY: 3,680 H
E200-00 CT g2 (64 FILL ERILFRASA A EIHESS) (F D) : 10,000 ©
CT scan 3 5 14,500

E203-00 avE1—42—BrEZH: 4,500 @
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ECG

1,300

D208 LERRE 1 ERESFERVEBFELETRIE 12 FE:
1,300 M

Blood test

17

10,180

D400 MAHFER(1BIZDE) 1 8Ak:370 M

D005 MM AL - #REIRE 6 RAEMKE (BEiRi%) 250

D005 kM AL - #AERE 5 K MiK—MRIRE: 210 M

D007 mikit#i&#E ¥/ 10EBULE: 1,060 H

D015 I # ZEHREFZMIRE 1 CRIGEEH(CRP) EE. CRIGHEE
BH(CRP):160 M

D026 ®ARELIMH 3 MKFMRELIEFE: 1,250 M

D026 BRIABREFINH 6 REFWRELIEF: 1,440 M

D026 BAREFIEH 4 £LFMRE(] )FIBTF: 1,440 H

BO01_3 EMEBIFEMEARETEH Tohoitn (2) 2EAULD
154 4,000

o

Urinalysis

12

0

260

D000 R —MRMEEMLF EERE 260 A

* Expert opinion (2021 &£ 5 A.#R&EH) + Lilly #tREH

108



Table A4-1-3 Palliative care cost

I5H BEDEE ZARAMA)/30 8™ | AR
Hospital stay: 18,059 M
-A001 AfREAHDFEY: 13,739 H
825,901 _ )
Hospital -A226-2 M7 T7EZEME(IBIZDZE) 3,900 H
(19.44% x )
stay*:19.44% -F500 FRFIEAMIEARR: 4201/ A)
Palliative care 18,059 + .
Hospice care Hospice care stay: 49,885 H
(last month of 29.16% x _ R
stay*:29.16% A310 BT 7HRBEARF1B IV 20DFE: 49,885 H
life) 49,885 +
Home Home care: 18583.33 H
51.40% x R )
care*:51.40% C003 FEMNAVERKREZEM(BIZOZ)DFEY: 17,467 H
18,583.33)

CO03 HEENAVEEMREZEN(1BIZOE)IEDFY:
1,117 M

*Expert opinion (2021 £ 5 A, #R&EM) . RRAERX-EM77BEE 2021, BXRRAER -7 7R IRERH
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