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Protocol Title:

A Phase 3, single-arm. open-label, multicentre study to assess the efficacy and safety of deep
subcutaneous injections of lanreotide Autogel® 120 mg administered every 28 days in Chinese
participants with unresectable, locally advanced or metastatic Grade 1 or 2
gastroenteropancreatic neuroendocrine tumours (GEP-NETs)

Protocol Number: D-CN-52030-411
Compound: lanreotide Autogel® [lanreotide (INN) acetate] (IPN52030)

Brief Title: An open-label phase 3 study to assess the efficacy and safety of lanreotide Autogel®
in Chinese participants with GEP-NETs

Study Phase: 3
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Sponsor Name: Ipsen Pharma
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Ipsen (Shanghai) Pharmaceutical Science and Development Company, Litd.
No. 2306 International Capital Plaza
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Shanghai 200080, China
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Principal Investigator Signature Page

I have read and agree to Protocol D-CIN-52030-411 entitled *a phase 3, single-arm_ open-label.
multicentre study to assess the efficacy and safety of deep subcutaneous mjections of lanreotide
Autogel® 120 mg administered every 28 days in Chinese participants with unresectable, locally
advanced or metastatic Grade 1 or 2 gastroenteropancreatic neuroendocrine tumours
(GEP-NETs)" with Amendment 1. I am aware of my responsibilities as an investigator under
the gmdelmes of Good Clinical Practice (GCP). local regulations (as applicable) and the study
protocol. I agree to conduct the study according to these gmidelines and to appropniately direct
and assist the staff under my control, who wall be mnvolved in the study.

NAME: []

TITLE: PRINCIPAL SIGNATURE-
INVESTIGATOR

DATE:

OFFICE: []

[]
[]
[]
[]



IPSEN GROUP D-CN-52030-411

CONFIDENTIAL
PROTOCOL: FINAL VERSION 1.0 INCLUDING AMENDMENT 1: 17 MAY 2021 PAGE 4/99

PROTOCOL AMENDMENT SUMMARY OF CHANGES

DOCUMENT HISTORY

Document Date
Amendment 1 — Protocol Version 2.0 17 May 2021
Original Protocol Version 1.0 02 October 2020

Amendment 1 (Protocol Version 2.0, 17 May 2021)

Overall Rationale for the Amendment: The main reason for this protocol amendment 1s to
address comments from Center for Drug Evaluation (CDE) and include clanifications.

Summary Change Tahble from Previous Version of the Protocol

Changes related to the same topic are presented together where possible. New or amended text
in the protocol 1s indicated in bold. Deletions are marked in strikeout text. Minor formatting
and editing are not mcluded.



“1ENIOD
Jaeu0d snotaand 2 20ms papeys | snotand  ap 20ms papes (aep dogs
(21ep doys pue wels “fouanbay ‘wum ‘asop) | pue ks “Aouanbax wun asop) saidera
sarderarp juanbasqns pue (uwmowy j1 1N | juanbasqns pue (wwowy J1 TN 01 paje[al
Ol P2IRAI ST [Ieap IIAYM TIEIP JO 21ep | ST 1P IDMIIYM “TIEIP JO 21EP ‘PEIP/IAIE
‘PeAp/2AIE “1IRIU0D JO 1EP) SIS [BAIAIS | “12BIUO) JO 21EP) SIIEIS [BAIAMS 19[[03 0]
1P2[[02 01 pasn aq A qed auoqdap | 2oogdapa o o
¥ CSJUAMISSAsse APIS JO pud Al RYPY | siudmssasse Apnis Jo pu2 a1 RYY 918
“sardelan)) Juanbasqns pue smels [EAIAS -sardelan)) jmanbasqns pue smels [EAIAMS
19203 o] pasn aq A (e suoydapar | p3aqjod o) suoydajae-paetes—aafie
e pue pouad dn-mof[o] [ealams monuasatm | pue poiad dn-mof[o [eAlAIS TONTAATII
palaelmod aq os[e pluoed aanear | -lsod aoman e 2w s sjoedoned | -isod dpomar e oo s sioedoned
s redonied se uonesyue 10y aepdp) | “sjuswssasse  Apms Jo pua ) RYY | Sluamssasse Apngs Jo o pu2 o RYY I'F
mofaq
sadupya [ apqul ut wonvdfipow aag sisa) quy puw
SIUAMISSISSE PARdN0) | POquuD ‘siayiwuiolq o) pappy b 210t-100 (1 21qeL)
ap 107 Amqieeg jo uonedynadg paropdn e pup i 1 Sajon-100.J €1
B ()§
Aquo 123 W ST [RIA I WOy Pl
250p [EMDE M) “3I0jaratp Jpajdalm ame
SIUNOD BWLLAS N[ [[# 10U 3UIS WO
weadoms 2y w pajayrew asop Sw pg ‘A[eSawmonde Jo juaunean ‘A[eSatnoioe Jo JUStnEaN 31 J0) pue
a1 o) apeamba s1 [e1A Y spuoame] | ) Ioj pue sIAN Jo smoydimAs pesmmmp | sTHN Jo swmoydumds [exnmpy Jo jusumean
21} W P[] 2PUCIMIE] JO ISOp SUIf | Jo JUMINEIT) 1) 10J SILOUNCD ISMI0 ¢ WETl | 1) 0] SIINIMOD IO [ WEL) JI0UI PIE
AL (SAMMMOY IAN[0 Y W S | AUowr pue (ZOOT AUIS) UML) UT PAANSISA | (ZOOT 20WIS) BUIYD) UI PAUISISAT 122( SeT|
¥d pue eury)) u Sw O Hd) suosiguos | waaq sey ((Yd) aseaai paSuojord apuoame)) | (SwgE (Md) 2522121 paSuojord apuoanm)) 1'Z
PlOAE 0) pajafap u2aq sey 2sop 2 | vonemuuol  spuoanm]  snoward v | vonemuuey  apuoame]  snowaad v [ pue )
ATOJRUSIS
10JTUONT [EXPAT Jo 2Fuer) add add 1osuods
Jfenopey (0°TA "TT0T AVIN LD ST (0°TA 0207 ¥FHOLD0 T0) S¥M nonI2s
66/ XDV TE0E AVIALLT T INFIWANTIWY ONIANTINT 07T NOISHIA TVNLL - TO20LOYd
TYLINAAIANOD

I 0enZs- NI

10D NS



"SI 2U20PU20I21 "SI 2ULIOPU20M210

monaned odAL | wetp AUTEUSI e UMD 110 SeH (B11) | Wer ANIEuSIeu UALmaed o e (11) i ¥
ajqui
siyyl mojaq [ apqul wp sadupiya ospp 235
smes aomenuoad 9007 - stye)s asueunojad Sy -
Sumaarss 11 11| =T AT (1 219e1)

1 pPIpIodaAl aq M SUIMOJO] ML . | )8 PIPIodar 2q s SWIMOO] YL . | €1 pues

€S-6F9:S:T861 10UQ WD [ WY
‘noasy iSopoug saperadoo) wiseq
a1 Jo e asuodsax pume Apoxop
R @ uuol Y URaa) ‘W 1N I
‘dnoan ASoperng aneiadoo) wiased (7861 1aq0] Aq pagsijqnd sy
pEa(g g

T EED
Paq 0) pauguod el ] AIEd-J25 Aue no LLre joune]) pajqusip Aaapduio; ¥
SN0 SUP{EM
0 0406 UET) 210U JJEND 10 P3( 0] PIUOD ‘A1EI-J[as pajpun] S[uo jo aqede) £
SIN01 BUR{EM JO Op(s WEI] 1001 JNOGE PUE 0] SIANIE
Haoam A0 Jno LLIED 0) JqENn Jng 2Ieaj[as [[e Jo sjqedes poe L1ojemoury z
H{I04 2IF0 HA0M SNOY JYBI] “52 AINMJET LIEJUIPas 10 1] ¥ JO HIoM jno
ALTED 0) AjqE puUE ALI0)ENQUIE jng 1ANME snonuans Apearsdgd o pajsnsay I
WOTIILISAT INOTIEA aduenrioliad aseasyp-aad [[& 00 ALIED 0) [qE “IALIE A[IN ] 0
nopdrLisag APEID)

SNE)S DUEUWLINII] (D0 1) dNoIs) AS0j0iu() AN ERT00) WIAJSET 01 [QEL
SNJES DU (9001 dneis LSojoiug aanendoo ) wiaseq 6 xipuaddy &'01

I T TET[IITR]Y 20 sterisAnd (g'01 x1puaddy) £ o1 [enba 10 IR
[eammy  pue  £Sopoduo W pasn | Jamo] swels 20uenuopad (9003) dnois z o) enba 10
Alpun st smggs asmenmopad HpOF | ABejooug aneradoo) wivyseq we sep (1) | 2mof sers 2ouenropiad ey B SEH (L) 1's

Jeuopey (0°TA "TT0T AVIN LT) ST (0°TA 0T07 ¥AHOLDO T0) S¥M 101198

66/9 1DV TE0E AVIALLT T INFIWANTIWY ONIANTINT 07T NOISHIA TVNLL - TO20LOYd
TVILINATIANOGD
I 0enZs- NI 10D NS



pauoad
20 pmoys Smmopor 2 (aqqeardde
JUTLM PUE) SFAN PUR 9EM FTM CTIMIY ‘pauniojiad aq pmoys Fuimof[oy
.-+ | (a1qeandde 317/ A\ PUE) 38 M PUR FTM IV
BFM
[ 2198 | PUe 9OEM “FTM “TIM ‘(SUIaseq) Suraaids "SEA PUE “FTA (UT[aseq) SIS
s AGASIST0>  Jo]  uondamoe)) | e pamopad 2q [ SwSeun onsouSerc | e pauuopad aq s SmSenn susousSen I'T8
ApSupaoaon paippdn
E.N_._.nvﬂw. .m.h.:m NH_Q_.__THUG'”M ..,..:u.?wﬂw ..... ._.“_.__.nm_h._..h
(9°9 U0NI2S 235) SUOTIEMPAI
"BLIDILID TOISN[OXD | JUEJMI0IU0) pue (BuImaaaos (89 U0N235 225) SUOHEMPI
31 §53SSE 0] JUADINS PaIapIsuod | A10Jaq sypuout ¢ upga) oud By - neimeoney  pwe  Joumd o -
sem pouad [puot-¢ W elep [ySunmem :duruaans SBUNIAA13S (1 21981
123[[03 01 pappe uaaq ser] pouad awmn[ | 18 papiodar 3q ([ SUIMO[O] I .« | 1€ PIpIOdAI 2Q [[M SUIMO[O] SUL .| £ puUEg
uonaaln snoaueinaqus daagq uonalin snoauemaqns (€ 3]qEL)
[2qe] JINT 21 (1A HOTESTUMILIER] UOTENSTIIIPE JO N0y UONENSTUTIIPE JO Noy 19
J[ETOLEY (0°ZA “TT0T AVIN L) SI (0" TA “0Z0T HAHO1D0 T0) S¥ M LT TREIN

66/L DV

I 0enZs- NI

TE0E AVIALLT T INFIWANTIWY ONIANTINT 07T NOISHIA TVNLL - TO20LOYd

TVILINATIANOGD

10D NS



gD | ap pue) pouad uonudAIU ATy Surmp
) Ul papaodal aq s smoydmds s | “smoidnids 2531 jean o) UaE] SUONEM P
*1 AB(] 18 UDNENSIIIPE BONUAINUT ApTUs | Aue  pue—
a1012q Swuonsanb Aq pauwopad 2q i | feestedeaseg _hmﬁ_ i :a:mhﬂ::ﬁ.m
syaam { Ise] 21 m paspuadys swoyduds | wonuaarym  Apms  a10jaq  Sumonsanb
21 JO JUSMISSISSE JM[25EQ B “SUIMAAIS | Aq pawopiad aq v s{aam f 1se] a1 ml
ye sTAN Jo smoydmds qua sioedionmed oy | paomuadys smoydimds a1 Jo jusmssasse
Fumaanns 1e 10jedysaauy ay Aq passasse | AUM2seq e sworduils qm sjwedonred oy
20 [ (ewagiiaa go ‘wopepndped “rowman ‘U215 J passasse
‘Bupeams  NuoA  ‘Easnen  ‘IINQIEIY | 3q [Im ﬁmﬁimﬁwémmmlﬂ%
‘ssamyeam ‘med  [enywopqe  ‘elonpLIep
palsaqoa aq [ stmodinAs | “Supgsmapg §9)  sIAN Jo o smojdmds ﬁmﬁmﬁmm.amﬁ '3'2) sLAN Jo mEE&EQ
JAN 2 Moy U0 monedguel)) | amrdopu2 Jo dusqe 1o duasand gy | sumdopua  adwasqe  Jo duwasand Ay 18
FGOTEL
amwes ap Swisn pauuiopad 2q pooys PO JUrEs ) Juisn
JISMISSISSE  PAENPUT  A[[eIUd 1 Ao pauiogiad aq pnoys JuANISsIssE UOISI|
UOTSI] A0 B PAEIAIT 153] BUTISAINS A JT | 2U0qQ B Pa[easal 1S3l SUMLDAIS a1 JI
(T (raw
10 1D '134-0ad o Aydesnmos auoq) | 1o 1D "13d-0ad 1o Aydersnmds auoq)
suoIsa] auoq Jo 153 SwiSeun sysouer . | suois3| auoq Jo 1531 SmSeun dnsoudey] .
stafad pue ustmopqe 153D YA ) ‘stA[ad pue USOPqQE 1SN YI2U A
J10 (M 10 1) 153) SmEeum dnsouser] « | Jo (R 10 1) 153] Tm@enn JUsouzei] .
‘pareadar aq pmons 153) paeadar
SwSewn JpsousSerp Awes M pAedpuy | aq  pogs 153 SmSenn  onsousSerp
Apesmagpy ;o a0 pued Awymud 1o weiq | awes ap pueE Amympnd  jo weg
1) U UOIS2] ¥ S[BIAT 152] FUMIAIIS ) J] 1 U1 UOISI] B S[EAAAT JS) FUMAAIIS A1) J]
P S pea 2
Jo (MW 10 1D) 1531 SwSewn >nsouserd « | Jo (T 1o 1) 1521 SmSemn susousen »
‘pauropad patopiad
2q pmoys Sumoqor 2 (apqeandde | aq poys  Smmoqoy  2p (2qqeondde
uonEdY e 10§ Aepdr) | J1TLM PUE) 8P PUR 9EM “PTA TIM IV | JT TLAL PUE) 8FAL PUE 9EM “$TM TIM IV I'T'8
Jfenopey (0°TA "TT0T AVIN LD ST (0°TA 0207 ¥FHOLD0 T0) S¥M nopg

66/8 1DV

I 0enZs- NI

TE0E AVIALLT T INFIWANTIWY ONIANTINT 07T NOISHIA TVNLL - TO20LOYd

TVILINATIANOGD

10D NS



paropdn arou-poof [y HONIAS YN
.......-..tw._.m.w.___.:nu..u L.Q-h. ._n.-mh..__.a....n._ :..mmn.__. h_..n.:__ .Wzm...n.w.m-....n_h
0 JUSNESASSD u.uq.__.nqh....m__:....w hm.?...__._..:b__r- ..__‘_.W.__f_.

a|quy 511 MoJaq [ QUL ul SaSuvyd aag

(1 219e1)
€1

(o1 EIIPIUL INISIT AWE JO IS0

af) pue s Fv L) uodn papead fHuasas
28UETD om J0 pIjeAsridde  “paroadun
‘praeaddear  Cpaaeaddesip) 1D M
0 S LN TIA PAIEIIOSSE 3 0] PIUJULIIJAP
suopdurds a1y Jo  wonEULIOjUI AT
ANua s aoyesnsaam agp c(apqeanpdde
p Cfpouad woppalm  ymwapuadapmr  amy
pue) poriad mopwasiajm ) SULIDP JSTA
aea je summonysanb Aq 1ojedpsaam ) Aq
passasse aq [a swoydurds asagy ‘augaseq
e smojduds 1apo g symedpnaed Jog

*(OTYE PN INISAT ATWE JO Isn 1)
PuE s AV LD nodn papeld £riaaas ang)
‘Supgsny Jao/pue gaoLep jo Huanbayg
M) AU )l STAN WM PAeDOsSE aq
0] PIUIILI)IP SUNSHY] 10,pPUE EIOLIEIP
Jo uopeuLIOju] AAUI M J0)eS1sIAN]
L pasuadsip aq [pm Amip mau e pue
‘10)EBHSIAT] ) Aq P[0T PUE PIMIIAL
aq [ Amerp 2 psta goe 1y (epqeandde
3 pornd mondofmn ywpuadopur o) pue)
pouad wonuaam 2 Suump Cswoyduds
26201 Jean 0) UAYE] SHOnEIpa Aue pue Lep
aad saposida Suigsngy ao/pue esorLIEIp
JO IQUINT I} PA0 320 0) PAJINLISIT 2q [[La
sjmedpnaed agy pue 1 feq e pasmadsip
A A AIEp B Jmpaseq e Suppsng
aoypue eaoriaerp qua symedoppaed aog

ATEIp M B e PAIDI[[0 PUE PAMIIAIL 3Q
[y AJETp 21]) “JISIA [[IE3 Iy—SHS—APras—aH

(aqqeandde j1 ‘pouad :auuu. fn yuapuadapun

S[enoNey

(0°TA "ITOT AVIN LT) ST

(0°TA 0T07 ¥AHOLDO T0) S¥M

nopIs

66/6 1DV

I 0enZs- NI

TE0E AVIALLT T INFIWANTIWY ONIANTINT 07T NOISHIA TVNLL - TO20LOYd

TVILINATIANOGD

d10MD NS



3as
Aq pammbax sem wotea1 [ed0] nondalfm
Swmarasqo  wonedyued 103 Aepdn

(aaneuasaidar pasuopne A[esa)
sjuedionmed a1 10 “;eSoims “IaarEaned
e fq ‘aeodordde wagm ‘10) ywedonred
a1 Aq pawodar aq [ (SUopOEAT pajelaa
-aps wopdalul Surpnouy) sIULA3 ASIAAPY

(2aneprasardar pasuoqne Afesag
samedionred ap 30 ‘3eSorms “1aarsares
e Aq ‘sreudordde woym ‘10) nmedonred
ap Aq pauodar aq [ SII2A3 2SIAPY

£'8

HOnEIIURD 10] Aepdn

‘sysay Lioppaoqp| Aafbs |2 dof spsia
2y Duapsisued dof [ el ul pappe
taag aapy spsi Supssi jsap upudadg

T2qeL
pue LU Anua sunsa) Asweusand 10§ [
UOLIS W (8) WOLLYD) UOISH[IM] 0] 1]y

B Anu Sunsa) Axwensad 107 17
0TS U () WOLIILD) UOISNU] 0] 13J2y

(1 21qeL)
£l

pue 9°7°8

A2U21SISTOD 10T MO[2q T J[qEL
70 Aepdn pue wonesyued 107 aepdn

‘AEp ames
ar) panwioytad Ji norpa[[od poojq
a10Jaq uaNe) aq 0) e SUTIS [EJA .

e
AdopMequi—e; UONRI[[0d poolq
210Jaq uaye) aq 0} are SUBLS [EIIA .

‘1 aqe] aad se
(arqeordde g1 porad wondalm juspuadapur
pue) pound uonudAUI ) W AIs Apms
211 01 spsia Juanbasqus pue (1 Lecy) aunjaseq
‘SUMmRaIds JB pamseaur q [ susis [enp

(a1qeondde
Ju pouad wondafm juspuadopur  pue)
poLd HOTUIAIIT 1) UI IS Ap1s 11 0]
nsia Juanbasqus gas2 pue ([ Ae(]) auraseq
‘SUII2I05 JB PAMSET 3 [[I2 SUTIS [BUA

(1 21qeL)
£
pue 2°C'8

A2U2S1ST0D J0] MO[2q | JqEL
3o 2epdn pue uonesyLep 107 epdn

‘1 aqe] dad se
(aqqeandde 31 pouad vorpaln yuspuadapum
pue) pouad wonuUAAIMT AP W IS
Apws 211 o) spista Juanbasqns pue (1 Kec)
JU5ERq “SUNIDADS 18 USSP pagienb
A[eapam 10 J0JESNS2AUT AU AQ N0 PR
2q v uonenmmexa [edtsAyd apdwos v

(apqearpdde 31 pouad wonaalun wapuadapm
pue) pouad UoNUAAINUT U] W 15 Apws
aip oy st uanbasqns ges pue (] Leq)
5B FUMIADS B 22Ussap pagienb
A[(earpaur 1o Jo1eSsaaur 2 Aq o parued
aq [ uoneummexs exsAyd sjapduos v

(1 21qeL)
€1
Pue 1'T'8

S[enoNey

(0°TA "TT0T AVIN LT) ST

(0°TA 0T07 ¥AHOLDO T0) S¥M

nopIs

66/01 DV

I 0enZs- NI

TE0E AVIALLT T INFIWANTIWY ONIANTINT 07T NOISHIA TVNLL - TO20LOYd

TVILINATIANOGD

10D NS



(JjasAun Aq) ae) B
“Lamwmo[ oA jo pred (ome)sip Jo suLiay m
1sa8uo)) urewm ) Jo0J pasn prodsmer Jo urioy i) 139pas aseapd “prodsuen) jo o) amo
L) 210Ul pasn Afjeurion nos Jf eydsoq o) 0) Jwor Anos WoQ) pajjeaa) AjjeuLion
noL oy saquasap 1saq Jer) uondo i 12aas asedld J[PARL A[JRULION NOK PIP A0y
‘monaluy jPEony Ipnoarne] INoL A1 0) [e)idsor ) PIJISIA NOA WIYAY 1
(s1appwoly pajewnsy)
*)RUISA )53 N0 A
apraoad aseaqd ‘s1ajauro[ry T2qUING 1IEXI ) AMOUY 10U 0P NOA JT "AO[q S S12)IUI0[IY
JO IUINT PHEUINSI ) NLIM Isedd cendsoy ag) o) snoy Inol urody Leam-amo
[PARI) NOA PIP STa)aWOf Auvu sot) ‘fejdsor ag) o) pajjosra) AjjeuLion nos jj 1

(8T AN MISTA JE)

suoydefuy juapuadapuy ay 01 Supyonms o) sorad ‘pyrdsoy uy

uonafug %.i&.... ¥ appoaaing snod aatadad of papuagn nod sipsia popdsey moge Supyugy
“Tendsor up

PuE WO JE JUIULJELL) uTME._d, APUOITME] INOA I Pajerdosse “auin jeuostad pue
JUIT) [AART) SUTPNIU] 51500 1) Jnoqe suosanb nos {se [ £IAINS 1) JO WOT)I3S ST T

)50 M0 FU[))2S NONESUImPY juauneal] jo poedmy :p xjpuaddy

L'0T
‘on
A | xipuaddy  22s) smemmonsanb  ayodsaq -amemmonsanb ajodsaq
107 £°0] Won2ag m pappe ; xipuaddy | e Susn passasse 2q [im SIS0 1DAMPU] . | B SUWISN PISSISSE q [[IM SISO 12ITMPU] . 88
MO[aq [ J[qEL W SIBUETD OS[E 235
"B O ETIOUINSTT PUE BUIONLSes
ae  SLAN  Sulmonoury  Uouwmod
1ol 2 asnedaq swoydwds (e
12d pajsa) aq ABm UINSm pue ‘uoseIn|s | HHAH PR
‘umnsed cApemdar paumopiad jou am EEwE HHESOHEHSS T0SEIN[E Spndad
51531 2521 pue STAN SUMDTWJINT ‘(apqeandde j “mmsm : - ‘mnses spadediied | (1 2qeD)
aney  sjoaned oo sow  Ceonp) | pue voSeanyS ‘uinses 513) szarewong agio | saeesawed K- uv SIfIEION] 1O £
m 2onoerd [eammp A o) Swrprodyy | ssasse o] uaye) aq yySmm pdimes T ¢ v - | sSasse 0) UaNE] 3q Hee dpdues - v - pue g°g
Jfenopey (0°TA "TT0T AVIN LD ST (0°TA 0207 ¥FHOLD0 T0) S¥M HopIes

TE0E AVIALLT T INFIWANTIWY ONIANTINT 07T NOISHIA TVNLL - TO20LOYd
TVILINATIANOGD

66/T1T TOVI

I 0enZs- NI dOHD NASAI



(SuIpA-STH)

"ALD[3q SE SI)NOTH 10/pe sinof jo 1aquno emxordde agy

AJLIAL ISR [AWIOT] ANOL WOTY 211} [JART) 0) ARM-IU0 IYe) L[[eULIon )] pIp SUo| mor

‘nonafuy LjaBoyny apnoarue] inos aajaial o) [eidsoy 2y payisia nok magpy L
(menx)  (AND) s29J [[o)/Bupired

-aa] & Aed LfeuLion jou pip noA Ji 0132 JiJ “MOJaq X0q

1) W JSOI PAEUTIEI ) ILIM SEIJ [ 0) JUNOUIE $I3] I5I[) PIP [N M0T “$33] [[0)

Jo/pme suppaed Sed o) peq pme e Lq pepdsorn ) o) pafloara) A[[EULION nos J1 '
(men)  (AND) 212] W2l Jo 3500 [ejo].

<aae) ¢ Aed AjeuLion jou pip nos J1 0492 Jg “Mojaq Xoq )

] JS02 PAJEWTSI ) LI Ise[J J(qreq pue a11)) Lmanol aq) jo jsod eunxoadde

A sem Jega 1Xe) Aq ompd do pendsoy o) 0) pafEArl) AfeuLion nos Jjj b~
(menx)  (AND) 29E] WIN)AT Jo )5S0 [¥)0 L

-] ¥ Aed A[eurion jou pip noA Jj 0.05Z I “MO[3( S€ JS0I PIJEUINSI ) LI

e L(qoeq pue aa1)) Lwanel a) jo jsed Newmordde i) sea yega f(mper) Jo

snq =o'1) prodsueny sppqud Lq smurp o pepdsoy ag) 0) pagjosk) AjjeuLIon nos §j +
(menx) (AND) 2T2] WIN)2I JO )S0d [e)o

a1e] e Aed Apeurion jou pip noA J1 0137 |0 "A0[3q SE JS0D PI)RII)SI

A1) LM sea JAammol 1121y Jo 1500 ) mo puads L) pIP INUT AOT] “I20IT

Anurej 10 puapy e Aq pamedmorde aam pue ‘prodsuey spgnd pasn nos Jp ¢
RO q
ANy -8
Sun{lEAL y!
ey 3
sng P
mely ")
(2519 anoawios Aq paneduworde) ae) q
A[Emop ey (0'TA "170T AVIN L1) SI1 [ (0'TA 00T ¥AFOLD0 10) SYM HopRS

66/L1 ADVd

I 0enZs- NI

TE0E AVIALLT T INFIWANTIWY ONIANTINT 07T NOISHIA TVNLL - TO20LOYd

TVILINATIANOGD

d10MD NS



P2TISI0A SET] AJIAI)IE U[EUL AUl 0P 0) KJ[IqE [[E12A0) =
PASuRYD JOU SEY AJIALIE UIRUL AUL 0P 0) AN[IQE [[e1IA0) q
pasoadurn ser AJIATde Ureul A op o) AJIqE [[RI2AQ B

£z P80 ap1joaaue] Jo nopensymumpe yuapuadapuy 1) o) (e)rdsoy woay Suygayims
IS PATURID SINANDIE A[EP [ENSN IN0L op 0) AJ[IqE Inos Se [onu Ao 01

(TLAN MSIA JR)

ssappagion Appop wipw wo Suggas woppasiuipe wg iopas fo poodug pmoge Supyuny |
REL L 1
H10M BSOS |
ANEI] HIIS 0O 3
SupUno A i
HI0M preg -
AJISTAATIN,JOOT)S SUIPUANY P
SINIALIE QNS "3
QIRIPID q
HI0MISNOF] B

"AAnoe

UIEM IN0A SE SUI0P I A[[EULION PIROAL NIOA JETJA SIQLIXSIP )52q Jer) nonjdo ) Jaapas
aseald Juondfm PSo)ny IpNoaTue] mos 245031 0) [eydsor 21) 0) Ju0s jou pey noAs
J1 SIIATDE A[IED [ENSH IN0A S€ SUIOP W] A[[EULION JAEY NOA PIHOA JEYAL ‘6

(Smpy-sIH) -
*AO[I(] SE SJ) NI 10,PE SIN0T
Jo 1aqumun emxordde aq) aria asealg 2121 puads Aeurion nod pip SWoj Ao

‘nonsaluy LpBoiny apnoaiue] mmos aalialx o) eypdsor ) pajIsia nos wagAy g
Jenoney (0°TA “TT0T AVIN L) ST [ (0'TA 0707 3901D0 T0) SYM LT TREIN
66/l IOV d TE0C AVIN LT =T INAWANTIWY DN TINT 0°C NOISHAA TVANLA - TO20L0Hd
TYVITINATIANGD

I 0enZs- NI dOHD NASAI



Skm e gD -
BULMOT[OJ 311 10] PAIENED
2q w popamn uosiead-raddopy ap wo SFm e MED -
Paseq S| %56 19BX2 PUE SIIEPUMIS WO « .
poyyau
Japp-nepdey 2 Aq  paemoed £ i
2 [ [ 9556 L1} PUE GF AL PUE FTAN “SULMO[[OF 21 10 PAIE[TI[Ed
sisk[ene 21 | Je worssaasord Jnowin) noyim  pue 2q [w porpam nosiead-1ddor s mo
10] pasn ASO[OPOTPaT 21 JO Hon2ao.) | 2ane e oqa sjmedoiied jo wontodoayg . | paseq s[) 9456 198X pue sAJEWNS2 MO . EF6
HONUAAIANT APIUS JO | Atapes-swss-pe TONUAIU APILIS JO 250D
250 D JSE] 1B 2413221 o1)m sjmedidnred [y | auo 1sea] 18 aam0a1 ogm siuedionmed [y (¢ aqqeL)
125 AJJES JO HONTUAp PIEPUE]S 195 A1ages 195 A1ages €6
12agge aanesay ()
mppoy  (q)
J33) 2AMIs0 (&)
JHI0A 0) AR [EI2A0
AN0K Wo 123J)d Ianesan 1o aapgsod e pey sey uopsafm  pPSoyny Ipnoaame|
Jo mopensyympe juapuadapuy o) pendsoy woa) Sopgayas qupp nod og ()
:BUas HopDLSIIUPY
uoyoafuy _jadoimy apyoasup] up youms fo aouauadya jpiaso amof jnoge Supyupyf
(LA 18I JB) Tof)sand)
HI0OAN
0} ANV [[E12AQ U0 SUINIS UOPENSIUUPY Ul apms Jo peduy aqy g xppuaddy 801
‘(g 01 xipuaddy) amemonsanb amemmonsanb
ajodsaq v Sursn passasse aq s JIom aqodsaq e Smsn passasse aq s JIom o)
Kepd | o) AIQE [[EI2A0 U0 FUNIAS UOLENSIINIpE AN[IQE [[eI2A0 U0 SUINAS UOHENSIIIIpE
10} 01 uondas w pappe § xipuaddy | m yxnms jo pedun sy ‘wonippe up . | ur youms Jo pedunm s momppe up . 9
A[Emop ey (0'TA "170T AVIN L1) SI1 (0°TA 0207 ¥AF0LD0 10) SYM L TRESS

66/F1 IOV

I 0enZs- NI

TE0E AVIALLT T INFIWANTIWY ONIANTINT 07T NOISHIA TVNLL - TO20LOYd

TVILINATIANOGD

10D NS



12375
I3A0D 2T PUE WLOJ TY'S 211 0 punoy
aq uey Supodar qys 101 SHEUOD .
‘urio) do sofjo) Jvs Aue o)
Apdde pa aumes a1 -rosuods 1) o)
L0 VS PUE IS I3A00 1) XeJ J0
WLI0) V'S M) [FeU i 2015 £pms 21 »
glint e
3} JO SSAMABME JO SMOY 7 UMM
ju2a2 ) podar 0] (00 UONA[OY EIEP
Tvs Iaded a1 250 w215 Apms L »

21 O

TIEP V'S 1) 308 [[1A 0TS APIS T

MAA2 A1)
JO SSUTEME JO SO T UMM JUIAD
2 uodal 0] feenses—pRE—Rest [00]
uonda[od eep Jys 1aded ap asn
s 015 Apias JU-Ht—afqefecets
St oRN— 3 -
sif-eq—ffv—lesteds o Ty e

Toded
e 1osuods arp o) Sunaoday Tvs

e i T e e e e g

we-gl-1osnods o) o) Sunuoday Vs

Ao xaded e padaqios are sV FE0l
(9°g°8 WopIS
2235) amoxno )1 pue LOHuengaad g wo
S[IE)Ip SULINI0I 10Jaq PIsn Iq jsnul

Arerd 10] nonippy | samuaed jueudaad a0y O oypads v . £10]

Jenopey (0°ZA "TT0T AVIN LT) SI (0°TA 0207 ¥FHOLD0 T0) S¥M nopg

66/51 TOVI

I 0enZs- NI

TE0E AVIALLT T INFIWANTIWY ONIANTINT 07T NOISHIA TVNLL - TO20LOYd

TVILINATIANOGD

d10MD NS



aade g ea aosuods 0y Sunuioday gvs

1235 J2A0) 21
pue ULl gyS 211 U0 pumnoj 2aq
ued sunodar Ivs 10] s12Em0] .

S[enoNey

(0°TA "IT0T AVIN LT SI

(0°TA *0707 ¥AFOLDO T0) S¥YM

nopIs

66/91T IOV

I 0enZs- NI

TE0E AVIALLT T INFIWANTIWY ONIANTINT 07T NOISHIA TVNLL - TO20LOYd

TVILINATIANOGD

d10MD NS



euossapord amoqeag=JOH ‘moy=y suomwoy Sumemungs sEoi=Hs] Aqdafomo; vorsnur vonsod-asoon[Eixospoatonf=]JJ-0C]] UONERAINE Aprys 10 pU=[$0T UOUENTUOISIP
Apea=(qg Tdnoas iSoodnu) 2apERdeo]) nhRpEe] —nQDd meEopesanmsEp=n)d lep=q Aydedome pamdimos=15 Wy uMmESemonpoyED UEAS SBAPE=TY SUONELAIGY

. T =s=1 Loeaoqe|
X X X X X X I —_
[whx 84 0] X [ X[ X ¥ k] ¥ X[ X [Wx| @ SUBTS [FHA
X x) X X X X X X X X X X X X UOLEWIIENS [E15AT]
i TO[ sstpoqnive
o . - " FPUORAIUE] Ty
0] saasJemong
R — [TTeasogdhueis
X () X X X X X X X X X X X e
20035 AoUENLIOLId
X 5003 it
= = = : (ATED JEDOM)
X X x X X X 153 Asuensarg
)]
X satdera suoneapat
I0LI
qIAEIA CIHMsIA
- ELTL ! ! ! . ! AT ! sy,
1804 (61-L1A) | (OUSTA) PLA isog | EVEIA[ TIA | OUGA | 8A | LOA | SA | WEA | TA A Is1A
TTT 1L £F £F £ £F s & | er | &F | & | & | &= | & 001 87 | (SAEQ]) MOPUIAY IIA
48 ‘g A\ 15E] S LV £6Ed 60Ed | . siTa IFia Lsa : T
e 5050 | cvanval seeca LEEA LA | cooq (570 S (691G e | 980 | g | VO | STQ [Ampews sy
2] 890 121
[pl [a] [al FrAL e 0TM
FIM 9EM 9EM M TIM [SAWPM | TQ
LM iy SM 8FM BEML | /OB BTM oIm 1)
) uﬂﬂu«rﬂﬂn_zm (fymo symudpgired 5-) POHa NOYTALINU] WY s
150 % popiagg nopsalug yuapuadapug
(INCIYLI)S 10 PIULIIPUN PUE PO UT “SITUBYD A[U0) SINATIY JO IOPIYIS [ qE
66/LT AV TE0T AVIALLT -T INFIWANTINY ONIWMYTINT 0T NOISHIA TVNLL - TO20L0Ud

TVILINATIANOGD
I 0enZs- NI d10MD NS



[] oN X s2A ajepdn (Jvs) uepd sis{jeue [eonsneg
[] oN [ s2A ajepdn aseqeiR(]
[] oN [X] seA ajepdn uuo] Juasuod pauLoju|
[] oN [ s2A ajepdn (yH) wuoy wodar ase)

paambaui nonyae s

T TIRTR ST ¥ PotLIC] T o0 WEs J1 SISETRI] J2ppe[qiEs o) pare[al aq o1 JqEnoy am mEEh_EhmE S AUE B pAULOLa] "AW0]aa)sAaa]0T pAIuMUTIOD B I gﬁn__u:.an_ w paunopiad oy W
i pauind siJmimaﬁI& Eni_ﬁ _Eo_n_ ..,_.,._E Eu_s E 0} 238 u..m_w 35 w

9 [ S LAN ™ s L F L L M S LAN Jo s i L [
S[IEIAp J0] ['['§ UOIISE 335 iosmw%om

0 J151A 341 1% PIWLIONIST 3G HES TUOIS3] MOWN) 1) U0 paseq [N 0P 1D 1

b v o

PRS-, TTnuod Summagpigs Jo umuos= JHO0M 391 J0 AnEnbarof) Smowm) supsopuaoanan= ] N SSwEeny snmungas onsuSem=p PIe JNa0eaopuAXaIpAy-c=y Y H=5

G60/81 A0 Yd .
TYILNAATANOD
T 0E0Ts-NO-a dMOHD NAISdI



IPSEN GROUP

CONFIDENTIAL

PROTOCOL: FINAL VERSION 1.0 INCLUDING AMENDMENT 1: 17 MAY 2021

PROTOCOL AMENDMENT SUMMARY OF CHANGES ...t

1

1.1
1.2
1.3
1.4
2

2.1
2.2
2.3

4.1
4.2
4.3
4.4

5.1
5.2
5.3
5.4
5.5

6.1
6.2
6.3

6.4

6.5
6.6

TABLE OF CONTENTS

Synopsis....

Schema ..

Schedule uf Ar:hntles (SuA]

Brief SUIMIMATT ... e rsesesss s s s e s e s s s ssessees s sams amsn et as smem srns s sameamsmsamennsessnsans
Study Rationale ... erreec e srsas e s sr s sss s e s s s samsesnss s s sme s srmsas s meemsna mams e smanas
BACKSIomm ...ttt se s s s s e e s m e annas s me e snaa s e e s aanam e e e s mem e e s amnn
Benefit/Bisk ASSessIent .. ..o ovciceceeesceecessseerssesseessmssses s s messnas s e s s am nenssee s amenns

2.3.1 Risk Assessment ...
232 Benefit Assessmer:r

233 Overall Benefit'Risk Cm:dusmn

STUDY DESIGN...
Overall Design... vemeemeresesamesnnneans
Scientific Rationale for Study DES]gn

Justification for DOSe .. r s er s s ses s er s ae e s snae s m e snan e n e aans
End of Study Definitiom. . ..o ieeeece s reecescess s sscesessssamsserasss smsessssasssssessssassnssessssans
Inclusion Criferma ... creeeceerrssesesessssasessrsssssssessersssamsessrssessmsessssamssnsessssansnnsesssans
ExCIuSion Criterial . cierisasesesrsssssassnssssasassssssssssassssssssssssnsssssnsessnsssssnsesssnes sanses sasans
Lifestyvle Considerations ......cccieiuacecrsissasecersssssmeesssssssasessssssssnsessssssssnssssssamensses sesmsns

e T ) L P 1 11

Criteria  for Tempura rily Delaying Enrolment/Study
Administration ..

STUDY DTTER‘.TNTID‘T AFI]] COWCDI\I]TANI‘ TI-IERAP&

Study Intervention Administered...
Preparation, Handling, Storage and Accuuntah:hh

Measures to Minimize Bias: Randomisation and E]Jnﬂmg

D-CN-52030-411

PAGE 19/99

%

28
.
- 33

38
39
39
39
40
—1

- 41
41

T

Intervention

6.3.1 RONTOTHISAITOTE eeeeeneeeeeesseeeessssssssseeses s sasseee s es sass erm s e as s rnnees e e s e e e e

6.3.2 Maintenance of BIHAING ... eeeeeeeeressas et esssamsssssssssasensssssssasessssssansans
Study Intervention Compliance........oecenimrececcrsscccesss s seeeressesssne s sssssms e smsnes
6.4.1 Main Intervention Period . e er s e s s san e nssnnnnnns
6.4.2 Independent Injection Period ... eeeeiiescsaeensnssssasesssnsssssasssessssnsans

Dase Modification ..

Continued Access to ]anreuhﬂe Autugel lll[l mg after t]le Em:l uf t]le Stud#



IPSEN GROUP D-CN-52030-411

CONFIDENTIAL

PROTOCOL: FINAL VERSION 1.0 INCLUDING AMENDMENT 1: 17 MAY 2021 PAGE 20/99

6.7
6.8

7.1

7.2
7.3

8.1

8.2

8.3

Treatment of Overdose... ..
Concomitant Therapy......cccoeee... SRS, =
6.8.1 Prolibited C'wrcam:fmrf‘Hﬂfm'mans T F:mp:es amf Prwetfrrres .. 55
6.8.2 Rescue Medication .............. - 35

DISCONTINUATION OF STUDY DTT]:".RV]:".I\"I‘IGW A}ﬂ] PARTICIPAN]"
DISCONTINUATION/WITHDRAWAL ...t sass s s nnee SO

Discontinuation of Study Intervention........cceeecceicccecrreassceessssssssssessssasesssssssaes 30
1.1 Liver Chemistry Stopping CrHETTA e eecvaeeecersssaeesesssssnsessssssssnsessnssssnsenes IO
1.2 OT ¢ StopPING CFIETTa o ceeeeesessseeeeeessssnsessssssssnsessssssssnsssssssssnssssssaasenssssssanss SHO
1.3 Criteria _for Temporary DiSconiUaAITON ... coeeeeeesesseeceesssssnssssssssssnseseses 39
714 Restart/Rechallenge.... - ceeeee I8

7.1.4.1 Study Intervention Resrarr or R@chaﬂmge aﬁer L;rver Srnppmg C‘m‘ma
Met ... .. 39

7.1.4.2 Study Inmrvemmn Resrarf ﬂf R@c:haﬂenge aﬁer ﬂfher Cnrerm ﬁ:r
Temporary Discontinuation Met.... ceeeenreeeae e

Participant Discontinuation/Withdrawal from tlle Stuth
Lost to Follow-up ... -
STUDY ASSESSI\[EWS AI\'D PROCEDL RES

Efficacy ASSeSSIMEIIES .. ..ciireeeccecrreaesecss s sas e s e s s s sseessersssamssrsrsses smsessssanssnsessssansnnsessnsans

tn
k=1

811 T Ly L
8.1.2 ClNICA] PEOZFESSIOMN. caueesieeeerersssaneennssssssmssnsassnsesansassnsssnsnssssnsensssansensesssnnns
8.1.3 Neuroendocrine Tumour Clinical SyMPIOMIS ....oweevveeevseeriesiesseesessesssesnnas
8.1.4 Circtilating BiomarEers .. e cesseersessssneessssssssssssssssssmsesssssssnsssssnnns
8.1.5 QUATIEY Of LIfE ot eeess s st e ssas s s e e s sssas s s e e s smsansmee s s ssamenm s enssaans
8.1.7 Healthcare Professional versus Independentt iHjection .. eeecssssanens
b 1 e o Tt 1 L 11 USSR
821 Physical EXATNIFUAIIOMNS ..ueeeeeeeeeeeameeeseasesssmsessssenssssmssssasenmsesmssssssesssssnsrsnes
8.2.2 Vital Signs ... emtteessaeeemeeessseseesesesssssesersssssssessssessssesssssesssessssssssssessss
8.2.3 Gallbladder chmgmpfr_].
8.2.4 E.'ecrmcmd‘mgmms
8.2.5 Clinical Safety Laboratory ASSeSSINENTS . eeeeeaeeraeseesssnannmsnsessnses
8.2.6 Pregnancy Testing....

Adverse Events (AEs) and Senuus Aﬂwn‘e Et ents {SAE';], am:l Diher Safeh
Reporting ... 1]

8.3.1 T ime Pmad’ amf Freqneﬂﬂ for C a."ferrmgAE m':d' SA.E ﬁ{fommnan . 66
8.3.2 Method af Detecting AES @itd SAES.....eeeeeecveeeeesssseeesensssssnssssnssssnsenes 00
8.3.3 Recording and Reporting AES and SAES ... eeeeeecveeeeenesessneaenssssnnenes 00
8.3.4 Follow-up of AEs and SAEs... OO |
8.3.5 Regw.i’amrp Reporting Req:.ﬂremems for SAES SRS . | |

éaaﬁﬁ&aaaaaaaaaéé%'



IPSEN GROUP D-CN-52030-411
CONFIDENTIAL
PROTOCOL: FINAL VERSION 1.0 INCLUDING AMENDMENT 1: 17 MAY 2021 PAGE 21/99

8.3.7 Disease-Related Events and'or Disease-Related Ouicomes Not
Qualifving as AEs or SAEs...

8.3.8 Adverse Events of Special Interest .. R . |
8.3.9 Reporting of Study Intervention Errors mdudmg JH:srrs&"Abuse .. 68
8.4 Pharmamlunehﬁﬁﬁ
8.5 Genetics and/or Pharmacogenomics ... ceierieemscesrsssasessesssssseesssssssasssrssssssssensens 08
8.6 Biomarkers.............. P (.
8.7 Immunugeml:lh Aﬁeﬁments S— ST .
8.8 Health Economics or Medical Re*suurce Uhl::sanun :md Health Ecunumlcs .. 69
9 STATISTICAL CONSIDERATIONS ... oeeeeeeeamnsssasmaesnnssnssnessessnssssssssnssssessnsns 10
9.1 Statistical Hypotheses et cccsrsesas s esssssasssss s s s smeessnssssasssrsnassasnensnns 11
9.2 Sample Size DetermMination ... cocreeeciccemeeecseersssasssesrsssssssees sessmsessssssansessnsssssensens 1l
0.3 ADAIVSIS SIS cueceeiiirceace e cas e crer s s s e eesss s ss e s srsasssmee s s ssanenn s eesnaansnes sesamsnsres saneennnssssnnensnns U]
9.4 Statistical ADAlVSes ..o seess e e sssass s eessssas s s e ss s asesnnnsssansensnasssnneenens 1L
941 General ConSideraiions ... reeeresmeeeesseesamsnesssmsenssssesssmsennnmssnsssnses 14
0411 Analysis Sets... veeeneerenaas EUORUURRRRUROSRY J |
0412 Parﬁcrpamﬁﬂacmmn rmd Reamns far Excfmmn ﬁ'om fheAnaIJﬁes ........ 71
0413 Adijustment af MultiplicitV....coucoee et etn s smesse s essss s s sne e s sssassnsans 71
0414 Significance Testing and ESHMAioNS .....ccoovvieeeerivssasesssnsssnsesssssssnsssssssssans 71
0415 Statistical/Analvtical MetRods ........ouweeeciiiicesie et sran e 72
942 Analysis of Primary ERADOTIL ...t esesaeesrsnssssnsesssssssnssssnsssssases 18
943 Analysis of Secondary Efficacy Endpoines ... eeeseveeeenessssnsecssssssnases 78
944 Analysis of Exploratory Efficacy ENADOTILS . eeeeseveeereesssseeacssssssnanes 73
9.4.5 B T L .
946 Subgroups ANAIVSE(S) o eeeeeeeiceecressssiesssassstesssssssnesssssasssessssansensessssanes 79
9.5 Interim Analvses.. - R ' |

10 SUPPORTING DDCU\:[E‘IT &HO‘J AND OPERATIONAL
CONSIDERATIONS... S .

10.1 Appendix 1: Regulaiun Ei]uca] anﬂ St‘uﬂ1 Owers'lght Cumlﬂerahum I
10.1.1 Regulatory and Ethical Cam‘rdemnmrs..................................................... 75
10.1.2 Financial DISCIOSHTE. ... eeeeeeeeeeeeeereamaenasssenssmensssasessamanssssmsmsnnmesssssmsennn £
10.1.3 Iniformed Consernt ProCESS . ceaceressasensssssssessssssssnsesssssssnsessnssssasasns £
10.1.4 Data Protection .. T
I10.1.5 Committees Sm.rrmre Y | i
10.1.6 Dissemination of Cfl"m:m.f .S‘m:ﬁ Drm'r SO
10.1.7 Data Quality ASSHPENEE ... ree s s see s smennnss s e s samenmnnsmsnsnnne £ 5
10.1.8 T T T T
10.1.9 Study and Site Start mrd’ CT:JSHM SRS URRTUST .
10.1.9.1  First Act 0f RecUilTHem .....c.uecceeiccineesieesassneessssssssesssssassnsessssssssnssssssssssnsessns /8
10.1.9.2  Study/Site Termin@iion ....civeeeeeieiiessiesssssesesssasssnesssssassssessssasssnssssssssssnsessns /8
10.1.10  Publication POlICY ...uceeeccossssasessnsssssmesssssssssssmsssssssnsamsnssassnssssnsssssnsassns 8



IPSEN GROUP D-CN-52030-411

CONFIDENTIAL

PROTOCOL: FINAL VERSION 1.0 INCLUDING AMENDMENT 1: 17 MAY 2021 PAGE 12/90

10.2
10.3

10.4

10.5

10.6

10.7
10.8

10.9

11

Appendix 2: Clinical Laboratory Safety Tests... ST . || |

Appendix 3: AEs and SAEs: Definitions anﬂ Prucedures fm Recurdmg,
Evaluating, Follow-up, and Reporting.... eamteersssesesesssssssessesssssssesssssssansesnsesssneesenn DL

10.3.1 Definition of AE.... temeemeeesssssessresessssesessssssssessesssssnsesssnnnsensersssansenserssnnns O
10.3.2 Definition of SAE S UORUURTSTY . ¥
10.3.3 Recording and Fa.’fmtth of AE amffar SAE SSTNURSIY . ~ |
10.3.4 Reporting of SAFEs.... emteessssssssresssssssssersssamesnreesssnsensresasanaars B9
Appendix 4: Contraceptive anﬂ Bal rier Giudance vemeemteesssameereesssnmeeneresseamenns )
10.4.1 B T 1T USSR SRRSO . |
10.4.2 Contraception Gmdmrce - SO .. 86

Appendix 5: Liver Safety: Suggested Achuns Fu]]uw—up Assessments and Studw
Intervention Rechallenge Guidelines .. esttessssssemeeessssssesssssssssesssssssaseesssessnsensnns 1

10.5.1 Stopping Criteria and Foﬂ'mr-np Assesmrems S URSUTURRTSY . 1)
10.5.2 Criteria _for Increased Monitoring with Ongoing Study Intervention ...... 89

Appendix 6: Work Productivity and Activity/General Health Quality of Life
Questionnaires.............. TSR | |

Appendix 7: Impact of Tl eatment Aﬂmmntmhun Seﬂ'mg on Custs' ——

Appendix 8: The Impact of Switch in Administration Setting on D\ er a]] Ahi]ihr
to Work... —

Appenﬂn 9 Eaa‘tern Cuuperahwe ﬂnco]ugx G'll]llp (ECCIG} PEI furmance Status
... 97



IPSEN GROUP D-CN-52030-411

CONFIDENTIAL
FROTOCOL: FINAL VERSION 2.0 INCLUDING AMENDMENT 1: 17 MAY 20211 FAGE 13/99
LIST OF TABLES
Tablel  Schedule of Activities .. U I
Table 2  Ohjectives and Endpumts SRS - 1.
Table 3 Study Intervention Adm:mﬁ'tered durmg t]le Shlﬂw RS-, 7.
Table4 QTc Study Intervemtion Discontinuation Criteria ful Parhﬂpants' “-'lﬂl
Underlying Bundle Branch Block... eemteeesesssmtesssesssseessssssessresssameesarensaneans IO
Table 5 Analysis Set Definitions... - S | | |
Table 6 Censoring Rules for PFS anﬂ 'ITP' Enﬂpumts emeeesssmmssnsesesssmenmrnsensacennn § 2
Table 7 Protocol-Required Clinical Safety Laboratory Tests S ||
Table 8 Liver Chemistry Stopping Criteria and Follow-up A‘ssessments — )
Table 9 Liver Chemistry Increased Mumtormg Criteria with Cuntmueﬂ Studw
Intervention. ... oereeeeeesceeeennem e e ee SR . L
Table 10 Eastern Cuuperahwe ﬂnco]ugx Gmup (ECDG] Performance Status... .97
LIST OF FIGURES
Figurel Study Schema... 33
Figure 2 Liver Cherm'stn Siuppmg Cniena am:l Increaseﬂ \r[umturmg Algurlthm .57
Figure 3 Liver Chemistry Increased Monitoring Algorithm with Continued Study

Intervention for Participants with ALT or AST =3xULN but <8<ULN........ 58



IPSEN GROUP D-CN-52030-411

CONFIDENTIAL
FROTOCOL: FINAL VERSION 2.0 INCLUDING AMENDMENT 1: 17 MAY 20211 FAGE 14/99
LIST OF ABBREVIATIONS
ABBREVIATION  Wording Definition
AE Adverse event
AIT Alamne transanminase
AST Aspartate transamminase
BICR Blinded independent central review
ECG Electrocardiogram
CBR Clinical benefit rate
CgA Chromogranin A
CI Confidence interval
CIOMS Council for International Organisations of Medical Sciences
CONSORT Consolidated Standards of Reporting Tnials
CRF Case report form
CSR Chinical study report
CT Computed tomography
DCR Disease control rate
DILI Drug-induced hver injury
D Day
DNA Deoxyribonucleic acid
DRE Disease related event
ECOG Eastemn Cooperative Oncology Group
ECG Electrocardiogram
ECLA ElectroChemmLuminescent Assay
EEA European Economic Area
EMA European Medicines Agency
ENETS European Neuroendocnine Tumor Society

EORTC QLQ-C30 European Orgamisation for Research and Treatment of Cancer
Quality of Life Questionnaire for Cancer Patients

EOSI End of study intervention

FAS Full analysis set

FDG-PET Fluorodeoxyglucose-positron emmssion tomography
FSH Follicle stimulating hormone

GCP Good clinical practice

GEP-NEC Gastroenteropancreatic neuroendocrine carcinoma
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ABEREVIATION  Wording Definition

GEP-NEN Gastroenteropancreatic neuroendocrine neoplasm

GEP-NET Gastroenteropancreatic neuroendocnine tumours

GH Growth hormone

GI-NETs Neurcendocnine tumours originating in the gastromntestinal tract

hCG Human chorionic gonadotrophin

HCP Healthcare professional

S-HIAA 3-hydroxyindoleacetic acid

HRT Hommone replacement therapy

ICF Informed consent form

ICH International Council on Harmonisation

IEC Independent ethics commuttee

INMP Investigational medicinal product

IRB Institutional review board

ITT Intention-to-treat

IVESTWRS Interactive voice/web response system

LAR Long-acting release

MedDRA Medical Dictionary for Regulatory Activities

mITT Modified intention-to-treat

MRI Magnetic resonance imaging

mTOR Mammahian target of rapamycin

MTK Multi-target tyrosine kinase

NCICTCAE National Cancer Institute Common Terminology Cniteria for
Adverse Events

NCT Identification number for ClimcalTnals gov

NET Neuroendocnine fumour

ORR Overall response rate

0s Overall survival

Pan-NETs Neurcendocnine tumours ongmating in the pancreas

PFS Progression free survival

PPS Per-protocol set

PR Prolonged release

PRRT Peptide receptor radionucleotide therapy

PSUR Peniodic safety update report
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ABBREVIATION  Wording Definition
QoL Quality of life
QTcB QT interval corrected for heart rate using Bazett's formula
QTcF QT interval corrected for heart rate using Fridericia’s formula
QTL Quality tolerance limit
RECIST Response Evaluation Criteria in Solid Tumours
SAE Serious adverse event
SAP Statistical analysis plan
SAS® Statistical Analysis System®
SoA Schedule of activities
SSTRs Somatostatin receptors
SUSAR Suspected unexpected serious adverse reaction
TACE Transcatheter arterial chemoembolisation
TAE Transcatheter arterial embolisation
TEAE Treatment emergent adverse event
TTP Time to progression
ULN Upper limit of normal
US(A) United States (of Amenica)
w Week
WHO World Health Orgamisation
WOCBP Woman of childbeaning potential
WPAI:GH Work Productivity and Activity Impairment Questionnaire:

General Health
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TERM

Clinical benefit rate
(CBR)

Disease control rate
(DCR)

Main intervention
period

Independent
injection
period/cohort

Post-intervention
survival follow-up

LIST OF DEFINITIONS
Definition
The proportion of participants with a best overall response of
confirmed CR. confirmed PR or continued SD until the time of

assessment

The proportion of participants with a best overall response of
confirmed CR_ confirmed PR or SD

Participants will recerve deep subcutaneous injection of lanreotide
Autogel 120 mg every 28 days (1e. 4 weeks; a total of
12 mnjections). Visits for study assessments will be performed one
screemng visit, 13 visits one, every 4 weeks (Day 1, W4 to W48);
with end of study assessments at W48 (EOSI).

Only for mdependent injection peniod: participants will receive
deep subcutaneous mnjection of lanreotide Autogel 120 mg every
28 days by mmdependent (selffpartner) mjection. For this peniod
there will be up to six additional visits from W52 to W68 and W72
(EOSD

Follow up of the participants survival status (alive or not) within 4
weeks after the last participant enrolled m the maimn study reaches
‘W48 or until the day of discontinuation.

In the mmdependent imjection period: follow up on participants
survival status (alive or not) within 4 weeks until the last
participant enrolled in this cohort reaches W72 or until the day of
discontinuation
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1 PROTOCOL SUMMARY
1.1 Synopsis
Protocol Title:

A Phase 3, single-arm, open-label, multicentre study to assess the efficacy and safety of
deep subcutaneous injections of lanreotide Autogel® 120 mg administered every 28 days
in Chinese participants with unresectable, locally advanced or metastatic Grade 1 or 2
gastroenteropancreatic neuroendocrine tumours (GEP-NETs)

Brief Title:

An open-label phase 3 study to assess the efficacy and safety of lanreotide Autogel® in
Chinese participants with GEP-NETs

Rationale:

Lanreotide Autogel® formulation (60, 90 and 120 mg) has been approved in more than
70 countries worldwide for the treatment of acromegaly and for the treatment of symptoms of
neurcendocrine tumours (NETs) since 2001, In addition. since 2014, lanreotide Autogel 120 mg
has been approved for controlling tumour growth in patients affected by GEP-NETs. In
December 2019, lanreotide Autogel 60, 90 and 120 mg was approved in China for the treatment
of acromegaly. A previous lanreotide formulation (lanreotide prolonged release (PR) has been
registered in China (since 2002) and more than 15 other countries for the treatment of climical
symptoms of NETs and for the treatment of acromegaly. This bridging study will be conducted
to support the registration of the lanreotide Autogel 120 mg formmlation in China for the
treatment of GEP-NETs and treatment of climical symptoms of NETs.

Objectives and Endpoints:

Objectives Endpoints

Primary

* To evaluate the efficacy of | e

CBR of mumour response assessed using RECIST (Version 1.1)

repeated deep s.c. mjection of
lanreotide Autogel 120 mg every
28 days for 24 weeks in Chinese
participants  with unresectable,
locally advanced or metastatic
GEP-NETs

and confirmed by BICR at W24:

CBR is defined as the proportion of participants with a best
overall response of confirmed CR, confirmed PR, or continied
SD until the time of assessment.

Secondary

To evaluate the efficacy of
lanreotide  Autogel® 120 mg
administered every 28 days for
48 weeks

PFS within 24 and 48 weeks after first administration of study
intervention:

PFS is defined as the time from the first administration af study
intervention to the date of the first documented PD measured
using RECIST (Version 1.1) and confirmed by BICR, or death
Sfram any cause, whichever comes first.

08 at the end of the main study:

OS5 is defined as the time from the first adminisiration of study
intervention to the date of death from any canse.
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Objectives

Endpoints

TTP within 48 weeks after first administration of study
intervention:

TTP is defined as the time from the first administration af study
intervention to the date of the first documented PD, or clinical
progression confirmed by the investigator.

Proportion of participants alive and without tumour progressive
at W24 and W48

CBE at W48

ORR at W24 and W48:

ORR is the proportion of participants with a best overall
response of confirmed CR or confirmed PR.

DCR at W24 and W48:

DCR is the proportion of participants with a best overall
response of confirmed CR, confirmed PR or SD.

Change from baseline in NET-related clinical symptoms at
W24 and W48

Change from baseline in plasma CgA., 5-HIAA and other
biomarkers in the circulation at W12, W24, W36 and W48
Change from baseline in QoL assessment at each visit

* To evaluate safety of lanreotide
Autogel 120mg adnumstered
every 28 days for 48 weeks

AEs throughout the study

Change from baseline in clinical safety laboratory tests:
(haematology, chemistry and unnalysis) at W24 and W43
Change from baseline in physical examination at W12, W24,
W36, W48

Change from baseline in vital signs at W12, W24, W35, W48
Change from baseline in 12-lead ECG at W24 and W48
Change from baseline in gallbladder echography at W24 and
W48

Change from baseline in putative anti-lanreotide antibody at
W24 and W48

Exploratory

¢  To evaluate independent injection
of lanreotide Autogel 120 mg
admumistered every 28 days for
maximum 24 weeks during the
independent imjection period
{independent injection cohort)

Proportion of participants preferring independent injection over
HCP injections at W72

Participant-reported indirect costs (e.g. transport costs) at W48
and W72

Participant-reported work productivity at W48 and W72
Safety: AEs throughout the independent injection period;
change from baseline in physical examination and vital signs at
W52, W56, W72; change from baseline in clinical safety
laboratory tests, 12-lead ECG and gallbladder echography at
w72

Antitumour effect (assessed by imaging) at W72, change from
baseline in NET-related clinical symptom control at W72 (if
applicable), change from baseline in QoL at W72 or change
from baseline in biomarkers in the circulation (if applicable) at
w72

Abbrevianons: AE=adverse event: BICR=blinded independent central review: CBR=climcal benefit rate;
CgA=chromogramin A; CR=complete response; DCR=disease control rate; ECG=electrocardiogram:

GEP-NET=gastroenteropancreatic

neurcendocrine Tumour; HCP=healthcare professional;

S-HIAA=S5-hydroxyindoleacetic acid; NET=newoendocnne tumour; ORR=overall response rate; OS=overall
survival; PD=progressive disease; PFS=progression free survival; PR=partial response; QoL=quality of life:
RECIST=Response Evaluation Criteria in Solid Tumours; s.c.=subcutaneous(ly); SD=stable disease; TTP=time

to progression; W=week
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Overall Design:

This 1s a prospective, multicentre, single-arm. nonrandomised, open-label, mnterventional,
phase 3 study in Chinese adult participants with unresectable, well differentiated locally
advanced or metastatic GEP-NETs (gastric. pancreas, mudgut. lhindgut), Grade 1 or 2,
nonfunctioning and functioning.

The main study will include a screening penod of up to 4 weeks followed by a 48-week
intervention period. During the intervention peniod, 43 participants will recerve deep
subcutaneous mjection of lanreotide Autogel 120 mg every 28 days (1.e. 4 weeks; a total of
12 myections). The main study will include 14 wvisits (one screeming vasit, 13 visits, one every
4 weeks (Day 1, W4 to W48 (EOSI)) duning the 48-week intervention period.

After completion of the main study period, approximately five participants (assumung 10 to
25% ehgble participants after 48 weeks of mtervention) will continue in an independent
injection period with lanreotide Autogel 120 mg every 28 days for 24 weeks (a total of six
independent injections). To be eligible, the participant must provide additional informed
consent to continue, have a positive benefit'msk ratio of continuing study intervention (no
disease progression at W48 and good tolerability durning the main study period) and be a suitable
candidate for independent ijection (considered able to independently admimster lanreotide
followmg tramming and likely to benefit from independent admimstration e g reducing the
burden of frequent hospital visits), i the opimion of the mmvestigator. For the independent
injection period there will be up to six additional wvisits (W52 to W68 (optional) and W72
(EOSI)). Visits for study assessments will be performed at W48, W52 (optional) and W56
(optional); with end of study intervention assessments at W72. At the W48 wvasit, the first
injection will be performed by the participant or their partner at the study site (under medical
supervision) for training purposes. At W52 and W56, the second and third injections may also
be performed at the study site for traimng purposes or may be performed at home if no further
traiming 1s needed, 1n the opinion of the investigator. At W60, W64 and W68, the fourth, fifth
and sixth injections will be performed at home or at the study site. Participants will be contacted
by telephone at W32, W56, W60, W64 and W68 (if no study site wvisit 1s performed) for safety
purposes.

The primary efficacy endpoint 1s clinical benefit rate (CBE) of tumour response assessed using
Response Evaluation Criteria i Solid Tumours (RECIST) Version 1.1 and confirmed by
blinded independent central review (BICR) after 24 weeks of study intervention. Secondary
efficacy endpoints will be assessed dunng the mtervention period, including progression free
survival (PFS), overall survival (O5), time to progression (TTP), proportion of participants
alive and without progressive tumour, CBR. after 48 weeks of intervention, overall response
rate (ORE). disease control rate (DCR). NET-related climical symptoms. circulating
chromogranin A (CgA), 5-hydroxyindoleacetic acid (5-HIAA) and other biomarkers and
quality of life (QoL). Safety data including adverse events (AEs), clinical safety laboratory
tests, electrocardiograms (ECG), physical examination, vital signs and gallbladder echography
will also be evaluated. Exploratory endpoints will be assessed in the five participants continuing
in the independent myection period (proportion of participants prefernng mdependent imjection
over HCP injections, participant-reported mdirect costs and work productivity, plus tumour
response, NET-related clinical symptoms, QoL biomarkers and safety).

The post-intervention survival follow-up will be performed for all participants (not entening
independent mjection period) within 4 weeks after the last participant enrolled i the study
reaches W48 or until the day of discontinuation. When the last participant W48/EQSLED wvisit
has occurred, all further post-intervention survival follow-up will stop for these participants.
This post-intervention survival follow-up will be performed also for all participants i the
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independent imjection penod within 4 weeks after the last participant enrolled in the
independent injection study reaches W72 or until the day of discontinuation. When the last
participant W72/EOQOSLED wvisit has occurred, all further post-intervention survival follow-up
will stop for these participants

Condition/Disease: GEP-NETs

Study Hypothesis:

The study hypothesis 1s that lanreotide Autogel 120 mg 1s efficacious in Chinese participants
with unresectable, well differentiated, locally advanced or metastatic Grade 1 or 2 GEP-NETs
at W24.

Study Duration:

The maximum duoration of the study i1s approxmmately 24 months (main study: approximately
18 months).

The maximum duration of the study per participant:

. Screening period: up to 4 weeks

. Main study peniod: 48 weeks

. Independent injection period for independent ijection cohort only: additional 24 weeks

Visit Frequency:

. Main study: 14 wisits (one screeming wisit, 13 wvisits, one every 4 weeks (Day 1,
Week (W) 4 to W48) duning the 48-week intervention peniod

. Independent injection peniod (only for independent injection cohort): Up to six additional
on-site visits (W32 to W68 (optional), W72).

Number of Participants:

Approximately 51 participants will be enrolled to achieve 43 recerving study mtervention and
36 participants evaluable for CBR at W24, Approximately five participants are expected to be
enrolled in the independent mjection period.

Note: "Enrolled” means a participant's, or their legally authorised representative’s, agreement
to participate 1 a climical study following completion of the informed consent process.

Intervention Groups and Duration:

The main study will include a screeming peniod of up to 4 weeks followed by a fixed-dose
intervention period of 48 weeks with deep subcutaneous injections of lanreotide Autogel®
120 mg every 28 days in the buttocks (12 injections in total). In addition, participants who had
clinical benefit (complete response, partial response or stable disease) at the end of the 48-week
intervention period in the main study will be mcluded in the independent injection period at the
discretion of the investigator and with participant’s consent. The independent injection duration
will be maximum 24 weeks (total six injections).
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Data Monitoring/Other Committee:
Mot applicable. There will be no oversight commuttees 1n the study.

Statistical Methods:

Sample size calculation was based on the pnmary endpoint. The expected CBER at W24 was set
to 64% refemng to the results of Japanese Study ITM-014N-001 and global pivotal
Study 2-55-52030-726 (CLARINET; NCT00353496). The threshold CBR. at W24 was defined
as 40% based on Japanese study ITM-014N-001 and medical expert’s opinions. When a
statistical test was performed for a null hypothesis with one sided type I error of 2.5%, a
mimmum sample size required to yield a power of at least 80% would be 36 participants.
Considenng 15% drop-off rate, 43 participants would be necessary for the pnmary efficacy
evaluation CBR at W24,

Point estimates and exact 95% Cls based on the Clopper-Pearson method will be calculated for
a CBE. at W24, and other secondary endpomts, 1f applicable.

Time-dependent parameters (PFS, TTP and O5), Kaplan-Meier curves and life tables will be
generated, and median with 95% CIs will be calculated. Other data will be analysed using
descriptive statistics and frequency tables.
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1.2 Schema
The study schema 1s shown in Figure 1.

Fignre 1 Study Schema

Main Study
Screening Main Intervention Period Independent Injection Period
Period (lanrectide Autogel 120 mg, deep s.c. Q4W, 12 injections, (lanrectide Auntogel 120 mg,
(= 4 weeks) 48 weeks) deep s.c. Q4W, six injections,
24 weeks)

Week Dl 4w Bw 2w 16w 20w Mw 28w 32w 36w 4w HMw 48w 2w 56w OG0w 64w GBw Tiw

Icretning lam PrunaIIrmdpnmt 1.1?41“505&[) mamosyTED

Abbreviations: D=day, ED—early discontimation; EOSI=end of study mfervention; OQdW=every 28 days;
s.c.=subcutaneous(ly); w—=week

Note: W4SEOS[=end of main study (after 48 weeks of intervention period) for all participants; W72/EOSI=end of mdependent
mmjection period only for mdependent injection period
After finishing the mtervention in the mam study period or the independent mjection period, the investigator will record overall
survival status within 4 weeks after the last participant last visit in either peniod reaches W48 or W72, respectively, or the day
of discontimation, irrespective of subsequent therapy
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14 Brief Summary

The purpose of this study is to determine the efficacy and safety of lanreotide Autogel 120 mg
administered by deep subcutaneous injection in Chinese participants with unresectable, well
differentiated. locally advanced or metastatic Grade 1 or 2 gastroenteropancreatic
neuroendocrine tumours (GEP-NETs). Study details include:

Study duration: Approximately 24 months (main study: approximately 18 months)

Treatment duration: Every 28 days for 48 weeks (main intervention peniod) and an additional
24 weeks (independent injection penod only)

Visit frequency: Every 4 weeks (main intervention and independent imjection peniods), for a
maximum of 48 weeks (main intervention period) and for an additional 24 weeks (independent
mjection period)

Hypothesis: The study hypothesis is that lanreotide Autogel 120 mg 1s efficacious in Chinese
participants with unresectable, well differentiated, locally advanced or metastatic Grade 1 or 2
GEP-NETs at Week 24.

Main observation: The proportion of participants with a tumour respomse on imaging
assessment according to the Response Evalvation Cntena im Sohd Tumours (RECIST)
Version 1.1
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2 INTRODUCTION

2.1 Study Rationale

This bndging study will be conducted to support the registration of the lanreotide Autogel
120 mg formulation in China for the treatment of GEP-NETs and treatment of climical
symptoms of NETs.

Neurcendocrnine tumours are a heterogeneous group of slow growing neoplasms that anse from
diffuse neuroendocnine cells. In China, the incidence 1s around 2.03 per 100000 persons/year.
Somatostatin analogues are the treatment of choice for hormone-related syndromes and
lanreotide 1s a well-established peptide analogue of the natural hormone somatostatin, 1n whach
the biochemical stability of the peptide has been increased by incorporation of modified amino
acids.

Lanreotide Autogel® formulation (60, 90 and 120 mg) has been approved in more than
70 countnies worldwide for the treatment of acromegaly and for the treatment of symptoms of
neuroendocnne tumours (NETs) since 2001. In addition, since 2014, lanreotide Autogel 120 mg
has been approved for controlling tumour growth 1n patients affected by gastroenteropancreatic
neuroendocrine tumours (GEP-NETs). In December 2019, lanreotide Autogel 60, 90 and
120 mg was approved in China for the treatment of acromegaly. A previous lanreotide
formulation (lanreotide prolonged release (PR)) has been registered in China (since 2002) and
more than 15 other countries for the treatment of chmical symptoms of NETs and for the
treatment of acromegaly.

The efficacy of lanreotide Autogel 120 mg in treating the symptoms associated with
“functioning”™ GEP-NETSs has been demonstrated i Study 2-55-52030-730 (ELECT) and the
antiproliferative effect in “nonfunctioning”™ GEP-NETs in Study 2-55-32030-726
(CLARINET). Results from Study ITM-014N-001 and extension study support the efficacy of
lanreotide Autogel in Japanese participants with NETs. In addition, published literature
[Ito 2017, Kang 2019] suggests that Asian patients respond well to SSA treatment with no
specific safety signals detected, and the results reported with lanreotide Autogel 120 mg were
consistent with those in the pivotal Study 726. The sponsor will conduct a bndging study 1n
participants with GEP-NETs for further confirmation in China. Scientific rational of study
design 15 provided in Section 4.2.

Lanreotide Autogel 15 presented as ready to use, prefilled syninges, with a recommended dose
of 120 mg admimstered every 28 days for the treatment of GEP-NETSs and treatment of clinical
symptoms associated with NETs. In the countries where lanreotide Autogel 1s approved, this
presentation enables patients or their caregivers to independently admimister lanreotide Autogel
myjections in a place and at a time of their choosing, after appropnate traimng from a healthcare
professional (HCP), rather than having to travel to healthcare practitioners, with no notable loss
of efficacy. This could potentially lead to an improvement in the Chinese patient’s care and
quality of life (QoL) and be less of a burden on them financially and on the health service i
China. The dosing regimen of one deep s.c. injection every 28 days 1s also more convenient and
may result i fewer injection site reactions compared to the existing lanreotide formmlation
(admimistered 1m every 10 or 14 days for the treatment of climical symptoms of NETs
associated with carcinoid tumours).

2.2 Background

Neuroendocrine tumours are a heterogeneous group of slow growing neoplasms that anise from
diffuse neuroendocnne cells. The majonity of NETs oniginate i the gastromntestinal tract
(GI-NETs) and in the pancreas (pan-NETs) and are therefore collectively referred to as
GEP-NETs. In China, the incidence 1s around 2.03 per 100,000/year [Guo 2016].
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The term gastroenteropancreatic neuroendocrine neoplasms (GEP-NENs) encompasses two
main subtypes; GEP-NETs which are well-differentiated and gastroenteropancreatic
neuroendocrine carcinomas (GEP-NECs) which are poorly differentiated. In a hospatal-based,
nationwide multicentre 10-year (2001 to 2010) retrospective study which collected 2010
GEP-NEN patients’ information in tertiary referral hospitals, the most common primary sites
for GEP-NENs were the pancreas (31.5%) and rectum (29.6%), followed by the gastnic body
(15.4%) and gastric cardia (11.6%) of the stomach. Small intestinal (5.6%) and colonic (3.0%)
NENSs took up a relatively small proportion of all patients [Fan 2017].

Based on the ability to secrete bicactive substances, and whether these substances result 1 a
climcal syndrome (symptoms associated with hormonal hypersecretion of NETs) or not,
GEP-NETs have been described as “functioning”™ or “nonfunctioning™.

Imitial treatment consists of surgical removal of the tumour (when possible) and treatment of
hormonal syndrome (when present). Once the tumour enters in a progressive phase, treatment
usually includes hepatic artery embolisation, chemotherapy, radiolabelled somatostatin
analogues and/ or interferon. The response rate of these treatments depends on tumour type and
are often associated with frequent and severe side effects. In the European Neuroendocnine
Tumeor Society (ENETS) consensus gmdelines [ENETS 2020], SSA 1s recommended for the
inhibition of tumour growth i both mntestinal and pancreatic NET and the treatment of climical
symptoms of NETs.

MNatural somatostatin inhibits the secretion of a broad range of hormones and acts by binding to
membrane bound somatostatin receptors (SSTRs) (compnising SSTRs 1 to 3) expressed on most
NETs. Approximately 80 to 90% of NETs express somatostatin receptors on their cell surface
that bind with high affinity to lanreotide. Lanreotide 1s a well-established octapeptide analogue
of the natural hormone somatostatin in which the biochemncal stability of the peptide has been
increased by incorporation of modified amino acids. It binds with lngher affinity to SSRT2 and
SSTRS and once bound, lanreotide mhibits the signal transmission pathways mediated by
somatostatin receptors, causing a reduction in hormone and biogenic amine secretion that may
improve tumour related symptoms and stabilise tumour growth. [Modlin 2010].

Lanreotide Autogel (Somatuline® Autogel® formulation is administered via a deep
subcutaneous mjection into the external quadrant of the buttock by a healthcare professional
(HCP). Alternatively, in Europe, and m most other countries where the product 1s registered,
the patient or the patient’s carer/partner can be trained by the HCP to administer the medication,
and in the case of independent mjection the solution 1s admimstered by deep subcutaneous
mjection mnto the upper outer thigh

2.3 Benefit/Risk Assessment

More detailed information about the known and expected benefits and nisks and reasonably
expected adverse events (AEs) of lanreotide Autogel may be found in the Investigator’'s
Brochure.

231 Risk Assessment

The sponsor believes that the overall nisk of differences in the safety and efficacy profile of
lanreotide Autogel due to ethmicity differences 1s low and race will likely not be a factor
significantly affecting exposure and trongh concentration

Important identified nsks with lanreotide include gastrointestinal effects, cholelithiasis,
pancreatitis, effects on glycoregulation, effects on thyroid function, bradycardia, mjection site
reactions and allergic reactions. Participants with cholelithiasis may require periodic
monitoring.
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Important potential nsks with lanreotide include effects on bicavailability of concomitant
medications and hepatic dysfunction

Further information on these risks can be found 1n Section 6 (summary of data and guidance
for the mmvestigator) of the Investigator’s Brochure. At the start and during the study, there will
be appropniate momtoning of the participant. exclusion criteria and critenia for temporary and/or
permanent discontinuation of study intervention.

There are potential nsks associated with tumour assessments. Participants who receive
computed tomography (CT) scans will recetve an mtravenous injection of an 1odine-based dye
(contrast media) which may cause allergic reactions. Magnetic resonance imaging (MEI) scans
are generally not advised for participants with epilepsy. Investigators/site staff are required to
cross check the participant's medical history pmior to the assessment to deternmne their
sutability for either procedure.

2.3.2 Benefit Assessmeint

Clinical studies and published expenience support the efficacy of lanreotide. The main potential
benefit for participants 1s receipt of treatment that has been demonstrated to prolong progression
free survival (PFS) and control tumour growth. Lanreotide 1s also associated with a reduction
of bothersome NET-related symptoms (e.g. diarthoea and flushing) and improvement m quality
of life (QoL) (see Section 4.2).

The lanreotide Autogel formulation offers further benefits 1 terms of convenmience for the
participant and HCP. The currently approved lanreotide PR formulation 15 administered by
mtramuscular mjection. Lanreotide Autogel formulation will be admmmistered by a deep
subcutaneous injection, allowing the potential for mdependent imjection. As this formulation 1s
associated with a more sustained release, the frequency of injections can be decreased to every
28 days. compared to every 10 or 14 days with lanreotide PR intrammuscular mjection and
possible associated local injection site reactions could potentially be reduced. This could result
in an improvement in the participant’s care and QoL and therefore greater acceptance. As there
are no other independently adoimstered therapies available in China mdicated to treat patients
with GEP-NETs, the strain on the health service in China could also be reduced.

2.3.3 Overall BenefitRisk Conclusion

Based on the most recent peniodic safety update report (PSUR.) for lanreotide (data lock point
May 2019), review of the available safety data (pnmanly from postmarketing expenience but
also from clmical studies) has not changed the benefit/'nsk profile of lanreotide, which remains
favourable when used in its approved indications and in accordance with the approved
prescribing information. In addition, a cumulative review of the spontaneous mdividual case
safety reports onigmating from China and Taiwan combined (using the same data lock pomt as
the PSUR) has shown that the pattemn of adverse reactions grouped by Medical Dictionary for
Regulatory Activities (MedDRA) system organ class 1s generally consistent with the reports
from the rest of the world.

Taking into account the measures outhined in Section 231 to mummuse nisk to study
participants, the potential nisks identified 1n association with lanreotide Autogel are justified by
the anticipated benefits that may be afforded to participants with GEP-NETs.

The overall benefit'nisk profile of lanreotide Autogel therefore remams favourable with no
signal or indication that Chinese or Asian patients tolerate the therapy any differently to any
Western or Caucasian populations.
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3 OBJECTIVES AND ENDPOINTS
Objectives and endpoints are correlated in Table 2.
Table 2  Objectives and Endpoints
Objectives Endpoints

To evaluate the efficacy of
repeated deep s.c. injection of
lanreotide  Autogel 120 mg
every 28 days for 24 weeks in
Chinese participants  with
unresectable. locally advanced
or metastatic GEP-NETs

* CBR of mmowr response assessed using RECIST
(Version 1.1) and confirmed by BICR at W24:
CBR is defined as the propertion of participants with a best
overall response of confirmed CR, confirmed PR, or continied
SD uniil the time of assessmen.

Secondary

To evaluate the efficacy of
lanrectide  Autogel 120 mg
administered every 28 days for
48 weeks

*  PFS within 24 and 48 weeks after the first administration of
study intervention:
PFS is defined as the time from the first administration af study
intervention fo the date of the first documented PD measured
using RECIST (Version 1.1) and confirmed by BICR, or death
Sfrom any cause, whichever comes first,
* 08 at the end of the main study:
08 is defined as the time from the first adminisivation of study
intervention to the date of death from any canse.
*  TTP within 48 weeks after the first administration of study
intervention:
TTP is defined as the rime from the first administration of study
intervention to the date of the first documented PD, or clinical
progression confirmed by the investigator.
# Proportion of participants alive and without tmour
progressive at W24 and W48
* CBE at W48
* ORR at W24 and W48:
ORR is the proportion of participants with a best overall
respanse of confirmed CR or confirmed PR.
* DCR at W24 and W48:
DCR is the proportion of participants with a best overall
response of confirmed CR, confirmed PR or 5D.
* Change from baseline in NET-related clinical symptoms at
W24 and W48
# Change from baseline in plasma CgA. 5-HIAA and other
biomarkers in the circulation at W12, W24, W36 and W48
* Change from baseline in QoL assessment at each visit

To evaluate the safety of
lanreotide  Autogel 120 mg
administered every 28 days for
48 weeks

AFEs throughout the study
Change from baseline in clinical safety laboratory tests:
(haematology. chemistry and urinalysis) at W24 and W48

* Change from baseline in physical examination at W12,
W24, W36, W48

# Change from baseline in vital signs at W12, W24, W36,
W48

* Change from baseline in 12-lead ECG at W24 and W48

* Change from baseline in gallbladder echography at W24
and W48

* Change from baseline in putative anti-lanreotide antibody
at W24 and W48
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Exploratory
* To evaluate of independent *  Proportion of participants preferring independent injection
injection of lanreotide Autogel over HCP injections at W72
120 mg administered every *  Participant-reported indirect costs {e.g. transport costs) at
28 days for 24 weeks during W48 and W72
the independent injection *  Participant-reported work productivity (where relevant) at
period (independent injection W48 and W72
cohort) *  Safety: AEs throughout the independent injection period;

change from baseline in physical examination and vital
signs at W52, W56, W72: change from baseline in clinical
safety laboratory tests, 12-lead ECG and gallbladder
echography at W72
s Antitumour effect (assessed by imaging) at W72, change
from baseline in NET-related clinical symptom control at
W72 (if applicable), change from baseline in QoL at W72
or change from baseline in mumowr biomarkers in the
circulation (if applicable) at W72
Abbreviations: AE=adverse event : BICR=blinded independent central review: CBR=clinical benefit rate;
CgA=chromogramin A; CR=complete response; DCR=disease control rate; ECG=electrocardiogram:
GEP-NET=gastroenteropancreatic neurcendocrine fumour; HCP=healthcare Progression;
S-HIAA=S5-hydroxyindoleacetic acid: NET=neuroendocrine tumour; ORR=overall response rate; OS=overall
survival; PD=progressive disease; PFS=progression free survival; PR=partial response; QoL=quality of life:
RECIST=Response Evaluation Criteria in Solid Tumours; s.c.=subcutaneous(ly); SD=stable disease; TTP=tune
to progression; W=week

The study population, study intervention and prohibited medications are described in Section 5,
Section 6 and Section 6.8, respectively. Analysis sets are defined in Section 9.3 and other
estimands are described in further detail in Section 9.4,



IPSEN GROUP D-CN-52030-411

CONFIDENTIAL
PROTOCOL: FINAL VERSION 1.0 INCLUDING AMENDMENT 1: 17 MAY 2021 PAGE 44/99

4 STUDY DESIGN

4.1 Overall Design

This 1s a prospective, multicentre, single-arm. nonrandomised, open-label, mnterventional,
phase 3 study in Chinese adult participants with unresectable, well differentiated locally
advanced or metastatic GEP-NETs (gastnic. pancreas, mudgut. hindgut), Grade 1 or 2,
nonfunctioning and functioning The study design 1s 1llustrated m Figure 1.

The main study will include a screeming peniod of up to 4 weeks followed by a 48-week
intervention period. During the intervention peniod, 43 participants will recerve deep
subcutaneous mjection of lanreotide Autogel 120 mg every 28 days (1e. 4 weeks; a total of
12 myections). The main study will include 14 wvisits (one screeming vasit, 13 visits, one every
4 weeks (Day 1, W4 to W48 (EOSI)) duning the 48-week intervention period.

After completion of the main study period, approximately five participants (assuming 10 to
25% ehgble participants after 48 weeks of mtervention in the main study) will enter an
independent imjection period with lanreotide Autogel 120 mg every 28 days for 24 weeks (a
total of six independent imjections). To be eligible, the participant must provide additional
informed consent to continue, have a positive benefit/nsk ratio of continning study intervention
(no disease progression at W48 and good tolerability durning the main study penod) and be a
smtable candidate for independent injection (comsidered able to independently administer
lanreotide following traiming and likely to benefit from independent admimstration
e.g. reducing the burden of frequent hospital visits) in the opinion of the mvestigator. For the
independent mjection period there will be up to six additional visits (W32 to W68 (optional)
and W72 (EOSI)). Visits for study assessments will be performed at W48, W32 (optional) and
W56 (optional); with EOSI assessments at W72. At the W48 wisit, the first mmjection will be
performed independently at the study site (under medical supervision) for tramning purposes. At
W52 and W36, the second and third mjections may also be performed at the study site for
traiming purposes or may be performed at home if no further traming 1s needed, 1 the opmion
of the mvestigator. At W60, W64 and W68, the fourth, fifth and sixth injections will be
performed at home or at the study site. Participants will be contacted by telephone at W52,
W6, W60, W64 and W68 (if no study site visit 1s performed) for safety purposes.

The primary efficacy endpomnt 15 climical benefit rate (CBE) of tumour response assessed using
Response Evaluation Critenia in Solid Tumours RECIST Version 1.1 [Eisenhaner 2009] and
confirmed by blinded independent central review (BICR) after 24 weeks of study intervention.
Secondary efficacy endpoints will be assessed during the mtervention peniod, mcluding PFS,
overall survival (0S5), time to progression (T1P), proportion of participants alive and without
progressive tumour, CBR after 48 weeks of intervention, overall response rate (ORR), disease
control rate (DCR), NET-related climical symptoms, circulating chromogramn A (CgA),
S-hydroxyindoleacetic acid (5-HIAA) and other biomarkers and QoL. Safety data including
AEs, chnical safety laboratory tests, electrocardiograms (ECG). physical examunation, vital
signs and gallbladder echography will also be evaluated. Exploratory endpoints will be assessed
in the five participants contimung in the independent injection period (proportion of participants
prefernng independent injection over HCP mjections, participant-reported indirect costs and
work productivity, plus tumour response, NET-related clhinical symptoms, QoL., biomarkers and
safety).

The maximum duration of the study i1s approxmmately 24 months (main study: approximately
18 months).
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Maximum duration of the study per participant:

» Screening period: up to 4 weeks

. Main study peniod: 48 weeks

. Independent imjection period for the independent mjection cohort omly: additional
24 weeks

After the end of study assessments, participants will enter a remote post-intervention survival
follow-up peniod and a telephone call will be used to collect survival status and subsequent
therapies. This follow-up will be performed for all participants (irrespective of whether they
participate in the independent imjection period or not) within 4 weeks after the last participant
enrolled in the study reaches W48 or W72 (for independent injection peniod only) or until the
day of discontinuation.

4.2 Scientific Rationale for Study Design

The main effects of lanreotide are reducing symptoms of NETs and/or tumour stabilisation:

. A global prvotal phase 3, randommsed placebo-controlled study in participants with
enteropancreatic  endocnine  tumours  (Study  2-55-52030-726 (CLARINET;
NCT00353496)) demonstrated that treatment with lanreotide Autogel 120 mg every
28 days for 96 weeks reduced the nisk of progression or death by 53% (hazard ratio=0.47,
05% confidence mterval (CI): 0.30, 0.73) [Caplin 2014].

. A single-arm. open-label phase 2 study in Japanese participants with unresectable,
metastatic or locally advanced NETs (Study ITM-014N-001) demonstrated that
lanreotide Autogel 120 mg every 28 days for 12 months was associated with a CBR
(defined as the proportion of participants with a complete response, partial response or
stable disease 1n accordance with RECIST Version 1.1) at 24 weeks of 64.3% (95% CL
44 1-81 4) [Tto 2017].

. A phase 3, randomused placebo-controlled study in participants with a history of
carcinoid syndrome (Study 2-55-52030-730 (ELECT; NCT00774930)) demonstrated the
efficacy of treatment with lanreotide Autogel 120 mg every 28 days for 16 weeks in
controlling symptoms of NETs. There was a statistically sigmficant difference in the
number of days imn which subcutaneous octreotide was used as rescue medication between
the lanreotide and placebo groups. representing a difference of —14.8% (95% CL =268,
—2.8; p=0.017). The odds ratio of full/partial treatment success (<3 days octreotide use
m W12 to W15) was significantly greater with lanreotide than placebo (2.4; 95% CIL: 1.1,
3.3; p=0.036) [Vik 2016].

The present study to demonstrate the efficacy and safety of lanreotide Autogel 120 mg in
Chinese participants with NETs will be conducted with a multicentre, single-arm,
nonrandommsed, open-label design for the following reasons:

» This study design 1s similar to Study TTM-014N-001 in Japanese participants [Ito 2017]
to facilitate the collecion of bnidging data. Disease epidemuology in the Chinese
population 1s similar to that of the Japanese population and no ethmic differences are
expected in Chinese versus Japanese participants.

. As NETs are a rare, a single arm study allows collection of as mch data as possible on
administration of the active treatment.

» Since NETs are a senious disease that could progress with a high mortality rate depending
on primary location and metastases, the use of a single arm design 1s considered ethical
due to treatment being available for GEP-NETs in China. Placebo admmistration for the
sake of participation 1n the study is assumed to be difficult.
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The primary endpoint 1s to assess the CBR at W24:

» CBR 1s a confirmed objective efficacy endpoint for antitumour effect on the basis of the
pharmacological actions of somatostatin analogues and the results of overseas climical
studies.

» The same primary endpoint was used m Study ITM-014N-001 in Japanese participants
[Ito 2017]. As the primary antitumour effect of lanreotide Autogel 1s assumed to be
stabilisation of tumours, CBER. (which includes complete response, partial response or
continued stable disease) was considered as an indicator which enables evaluation of
participants confirmed as having persistent stable disease. Partially because this study 1s
a single arm-study, CBR. at W24 has been selected as the primary endpoint which enables
examination of antitumonr effects.

The key secondary endpoints 1n this study are to assess efficacy and safety in participants with

GEP NETs at W48:

» Grade 1 or 2 GEP-NETs according to World Health Orgamisation (WHO) 2019
classification [Nagtegaal 2019] are usunally slow-growing tumours associated with a
relatively long survival. The parameter CBR. will therefore be also assessed at the W48

» Symptom episodes, PFS and changes in circulating biomarkers.

» Standard safety parameters which are generally recogmised as reliable, accurate and
relevant.

The sample size justification 1s provided i Section 9.1.

4.3 Justification for Dase

In a phase 1 study (Study E-28-32030-717) investigating the effect of race and ethmicity, an
overlay of the 90% prediction interval of the pharmacokinetic time course of the Caucasian
population model with the observed concentrations from the 11 available Asian participants
was performed. Most of the serum lanreotide concentrations in these Asian participants laid
within the 90% prediction interval Therefore, no sigmificant effect of race om the
pharmacokmetics of lanreotide Autogel® was observed in participants with GEP-NETs.
Overall, no significant effect of race on the exposure and Cyouen, of lanreotide 1s expected. This
1s consistent with what has been demonstrated for lanreotide Autogel in participants with
acromegaly (please refer to the Investigator’s Brochure).

Lanreotide Autogel 120 mg was admimstered by subcutaneous mjection every 28 days as a
double-blind treatment for 96 weeks in Study 2-55-52030-726 (CLARINET) (with continuing
open-label treatment 1n an extension study up to ~8 years), as an open-label treatment for
12 months mn Study ITM-014N-001 and as a double-blind treatment for 16 weeks n
Study 2-55-52030-730 (ELECT) (wath further open label treatment for an mitial 32 weeks and
then 1n an extension study for at least 2 years) (see Section 4.2).

The same dose and dose frequency will therefore be mvestigated 1n this study to obtam efficacy
and safety bnndging data in Chinese participants with GEP-NETs.

4.4 End of Study Definition

The end of the study 1s defined as the date of the last visit of the last participant in the study.
For each mndividual partictpant, their participation in the main study intervention penod 1s
considered to be completed 1if they fimsh 48 weeks of study intervention. After fimishing the
intervention in the main study penod, the mvestigator will record overall survival status within
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4 weeks after the last partictpant last visit in the main study reaches W48 or the day of
discontinuation, irrespective of subsequent therapy.

A participant who continues into the mndependent injection period will be considered to have
completed the study if he/she fimishes the additional 24 weeks of study intervention in the
independent injection period.

After fimishing the intervention in this independent injection period, the investigator will record
overall survival status within 4 weeks after the last participant last visit in the mdependent
injection period reaches W72 or the day of discontinuation, irrespective of subsequent therapy.
Cnterna for study mtervention discontinuation and participant discontinuation/withdrawal from
the study are descmbed i Section 7.1 and Section 7.2, respectively. Lost to follow-up 1s
described 1n Section 7.3
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5 STUDY POPULATION

Prospective approval of protocol deviations to recruitment and enrolment criteria, also known
as protocol waivers or exemptions, 15 not penmtted.

51 Inclusion Criteria

Participants are eligible to be included in the study only if all of the following criteria apply:

(1) Capable of giving signed informed consent as descnibed in Appendix 10.1.3 which
includes compliance with the requirements and restrictions listed in the informed consent
form (ICF) and in this protocol.

(Z)  Male or female of 18 years of age or older when informed consent 1s obtamed.

(3) Has a lustologically proven Grade 1 or 2 GEP-NET according to WHO classification
[Nagtegaal 2019].

(4) Has an unresectable (or if the participant refuses surgery) metastatic or locally advanced
NET.

(3) Has a measurable tumour according to RECIST Version 1.1

(6) Has a nonfunctioning or functioning GEP-NET of a known primary localisation (gastric,
pancreas, midgut, hindgut).

(7Y  Has an Eastern Cooperative Oncology Group (ECOG) performance status lower or equal
to 2 (Appendix 10.9)

(8) A female participant 1s eligible to participate 1f she 1s not pregnant or breastfeeding, and
one of the following conditions applies:

. Is a woman of nonchildbearing potential (see Appendix 10.4.1), or

. Is a woman of childbearing potential (WOCBP) and using an acceptable
contraceptive method (see Appendix 10.4.1 and Appendix 10.4.2) duning the
study mtervention pertod (at a nunimum until 90 days after the last dose of study
intervention). The investigator should evaluate the potential for contraceptive
method failure (e g. noncompliance, recently mitiated) in relationship to the first
dose of study intervention.

. A WOCBP must have a negative highly sensitive pregnancy test (unne or serum
as required by local regulations; sensitive to 25U [B-human chorionic
gonadotropin (hCG)) within 4 weeks before the first dose of study mntervention, 1f
a unne test cannot be confirmed as negative (e.g. an ambignous result), a serum
pregnancy test is required. In such cases, the participant must be excluded from
participation if the serum pregnancy result 1s positive.

. The investigator 1s responsible for review of medical history, menstrual history,
and recent sexual activity to decrease the nisk for inclusion of a woman with an
early undetected pregnancy.

(9) Male participants must agree that, if their partner 1s at nisk of becoming pregnant, they
will use an effective method of contraception. The participants must agree to use the
contraception during the whole period of the study and for 90 days after the last dose of
study intervention.

(10} For the ndependent injection peniod enrolment. the participant:

. Must provide additional written informed consent prior to study related procedures
in the independent injection peniod
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5.2

’ The participant has been recerving the intervention with lanreotide Autogel at a
stable dose and frequency for 44 weeks, shows no disease progression at W48 and
good tolerability dunng the main study peniod

’ Must be considered a suitable candidate for independent injection (considered able
to mdependently administer lanreotide following traiming and likely to benefit
from an independent adnmmistration) 1n the opinion of the mvestigator.

’ The suitable candidate should be considered able to understand the injection
techmique, as judged by the investigator

Exclusion Criteria

Participants are excluded from the study if any of the following cntenia apply:

)
@

(€)]
@
(&)

Q)]
)

®

®
(10)

(11a)
(12)

(13)
(14)
(15)

(16)

Participants with poorly differentiated GEP-NEC, ligh-grade GEP-NEC and goblet cell
carcinoid.

Has been treated with octreotide acetate long-acting release (LAR) or lanreotide acetate
Autogel formulation within 8 weeks prior to screening tests or lanreotide PR 40 mg
within 4 weeks prior to screeming tests.

Has been treated with subcutaneous or intravenous octreotide acetate within 1 week prior
to screemng tests.

Has been treated with mammalian target of rapamycin (mTOR) mnhibitors or multi-target
tyrosine kinase (MTK) inhibitors within 4 weeks prior to screeming tests.

Has been treated with peptide receptor radionucleotide therapy (PRRET) at any time prior
to screemng tests.

Has been treated with radiotherapy within 4 weeks prior to screening tests.

Has been treated with chemotherapy, radiofrequency ablation or cryoablation within
8 weeks pnior to screening tests.

Has been treated with interferon, transcatheter artenal embolisation (TAE) or
transcatheter arterial chemoembolisation (TACE) within 24 weeks prior to screening
tests.

Has had a major surgery related to neuroendocrnine tumours within 12 weeks prior to
screeming tests.

Has been treated with other investigational drugs or unlicensed dmugs within 8 weeks
prior to screening tests.

Has other concurrent malignancy than neuroendocrine tumours.

Cancer listory of any malignancies, other than a neuroendocrine tumour (except for
basocellular carcinoma of the skin or m-situ carcinoma of the cervix), unless the
participant has been in complete remission for =5 years (and with no relapse) after
curative cancer treatment.

Participants with medical history of hypersensitivity to somatostatin analogues.
Participants with symptomatic cholelithiasis.

Alanme transammnase (ALT) (or aspartate transaminase (AST) =2=upper limit of normal
(ULN); ALT or AST =5xULN if hepatic impairment is resulting from metastasis of NET.
Total bilirubin =1 5xULN (1solated bilirubin =1 5%ULN 1s acceptable if total bilirubin 15
fractionated and direct bilirubin <35%).
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(17) Cument unstable liver or biliary disease per investigator assessment defined by the
presence of ascites, encephalopathy, coagulopathy, hypoalbuminemma, oesophageal or
gastric varices, persistent jaundice, or cirthosis.

Note: Stable chronic liver disease (including Gilbert’'s syndrome, asymptomatic
gallstones, and chronic stable hepatitis B) 1s acceptable 1f the participant otherwise meets

(18) Participants with second degree or mgher atnoventricular block, arthythoma that requires
treatment, or other severe heart disease.

(19) QTc =450 msec for male participants or QTc =470 msec for female participants or
QTc =480 msec in participants with bundle branch block.

Note A: The QTc is the QT interval corrected for heart rate according to Bazett’s formula
(QTcB), Fridericia’s formula (QTcF), and/or another method. It is either machine-read
or manually over-read.
MNote B: The specific formula used to deternune eligibility and discontinuation for an
individual participant should be determuned prior to mmitiation of the study. In other
words, several different formulas cannot be used to calculate the QTc for an individual
partictpant and then the lowest QTc value used to include or discontinue the participant
from the study.

(20 Participants who have to recerve prohibited drugs or therapies stipulated by the study
protocol from the date that informed comsent was obtained to the observation for
48 weeks after the first administration (or withdrawal).

(21) Participants suffering from alcoholism or drug abuse. or participants who have a history
of it.

(22) Any other medical condition that could jeopardise the safety of the participant or the
assessment of efficacy dunng the study, as assessed by the mmvestigators or
sub-investigators.

53 Lifestyle Considerations

Due to the potential interference with the assay for 5-HIAA participants will be mstructed not
to eat bananas, pineapple. plums. walouts, eggplant. tomatoes. chocolate or avocado during the
unne collection peniod and the 72 hours prior to urine collection at Day 1. W12, W24, W36,
W48 (and W72 for participants continuing in the independent imjection penod) (see
Section 8.6).

Participants will be required to fast for at least 6 hours before all clinical laboratory safety tests.

5.4 Screen Failures

Screen failures are defined as participants who consent to participate 1n the climcal study but
are not subsequently entered in the study. A mimmal set of screen fatlure information 1s required
to ensure transparent reporting of screen failure participants to meet the Consolhidated Standards
of Reporting Tnals (CONSORT) publishing requirements and to respond to quenes from
regulatory authonities. Minimal mnformation mcludes date of informed consent, demography,
reason for screen failure, eligibility criteria and any serious adverse event (SAE).

Individuals who do not meet the critenia for participation in this study (screen failure) may not
be rescreened; the exception bemng if they have symptomatic cholelithiasis (accordmg to
exclusion crtennon (14) that has been successfully operated on after screeming. Rescreened
participants should be assigned a new participant number. A participant who 1s rescreened 1s
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required to sign another ICF if the rescreening occurs more than 4 weeks from the previous ICF
signature date. The informed consent process 15 descnbed 1 Appendix 10.1.3.

S Criteria for Temporarily Delaying Enrolment/Study Intervention
Administration

Mot applicable. There are no criteria for temporanly delaying enrolment or study intervention

administration.

h
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6 STUDY INTERVENTION AND CONCOMITANT THERAPY

Study intervention 1s defined as any mmvestigational intervention(s). marketed product(s),
placebo, or medical device(s) intended to be administered to a study participant according to
the study protocol.

6.1 Study Intervention Administered

All participants will recerve a fixed dose of lanreotide Autogel 120 mg by deep subcutaneous
injection every 28 days dunng the study. There i1s an allowed window of £3 days for each
injection. Details of study intervention are provided i Table 3.

Table 3 Simdy Intervention Administered during the Study

Intervention name Lanrectide Autogel

Tvpe Diug

Description White to yellowish white semi solid (gel)

Dose formulation Sustained-release injection

Unit dose sirength 120 me lanreotide (equivalent to 0.246 me/me of lanreotide concentration)
Dosage level 120 me every 28 days

Route of administration | Deep subcutaneous injection

Use Experimental

IMF and AMP/NIMP IMP

Sourcing Provided centrally by the sponsor (Ipsen PharmSciences, 17-20 e Ethe Virton,

28100 Dreux_ France).

Packaging and labelling | Study intervention will be provided in a prefilled syninge product with needle in
a laminated package. Each package will be labelled for clinical stody nse as
specified in the pharmacy manual The label will inclode, at a minimmm: a
unigque identifier (study intervention number), lot mumber, content, dose, storage
conditions and name & address of sponsor.

Storage requirements 2 to 8°C, in the original airtight packaging, avoiding thawing.

The laminated package should be taken out from the refrigerator approximately
30 minutes before administration. It must not be opened until immediately before
administration.

Abbreviations: AMP=auxiliary medicinal product; IMP=investigational medicinal product;
NIMP=ncninvestigational medicinal produoct

In the main study period, participants will recetve 48 weeks of mtervention with lanreotide
Autogel (12 imjections; Day 1 to W44). Injections will be made in the supenor external quadrant
of the buttocks by the investigator or designee.

Approximately five participants will continue in the independent imjection peniod. A further
24 weeks of mtervention with lanreotide Autogel (six ijections) will be independently
admimstered. The first imjection at W48 will be performed at the study site (under medical
supervision) for training purposes. At W32 and W36, the second and third imjections may also
be performed at the study site for traming purposes or may be performed at home, 1f no further
tramming 1s needed in the opimion of the mvestigator. At W60, W64 and W68, the fourth, fifth
and sixth mjections will be performed at home or at the study site. Independent imjections will
be made m the upper outer thigh.

The mjection site should be altemated between the night and left side between imjections. The
myjection site should be carefully examined to avoid repeated injection at the same site.

Immediately before admimstration, the prefilled synnge should be taken out from the laminated

package. The prefilled synnge should be removed from 1ts tray, the cap of the needle removed,
and study intervention mjected.
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The synnge and lanunated package of the used study intervention should be discarded
according to the study site’s standard procedure for discarding medical waste.

6.2 Preparation, Handling, Storage and Accountability

Further guidance and information for the receipt, preparation. management and disposal/return

of the study intervention are provided in the “Investigational Medicinal Product Handling

Manual”.

. The mmvestigator or designee must confirm appropriate temperature conditions have been
maintained dunng transit for all study intervention received and any discrepancies are
reported and resolved before use of the study mtervention.

. Only participants screened in the study and who meet the eligibility cniteria may receive
study intervention and only authonsed site staff may supply or admimster study
mtervention. All study intervention mmust be stored in a secure, environmentally
controlled and monitored (manval or antomated) area i accordance with the labelled
storage conditions with access limited to the investigator and authorised site staff

» The mmvestigator, mstitution or the head of the medical institution (where applicable) 1s
responsible for study intervention accountability, reconciliation, disposal and record
maintenance (1.e. receipt, reconciliation and final disposition records).

. At each dispensation (at scheduled and unscheduled wasits, if applicable), study
intervention number(s) will be assigned by the Interactive Voice/Web Response System
(IVRS/IWRS). The IVRS/TWRS will also manage all logistical aspects of the study
intervention (e.g replacement, drug supplies and expiry dates) and the recording of drug
accountability/destruction. This service provides the mvestigator, study site coordinators
and project team members with a service that 1s available 24 hours a day, 7 days a week.
Additional details may be found 1 the IVES/TWRS reference manual provided to each
study site. In case of techmical or dispensation queries, a 24-hour helpline 1s available. If
a participant discontinues the study before any intake of study mntervention, his'her
assigned study mntervention number(s) will not be reused.

. In addition to the mmformation provided in the IVRS/IWERS, study mtervention
accountability paper records will be mamntained by the mvestigator.

» The sponsor will provide gmdance on the destruction of unused study intervention. If
destruction 1s authornised to take place at the mvestigational site, the investigator must
ensure that the matenals are destroyed in comphance with applicable environmental
regulations, mstitutional policy and any special instructions provided by the sponsor. All
destruction must be adequately documented.

6.3 Measures to Minimize Bias: Randomisation and Blinding

6.3.1 Randomisation

This 15 a nonrandomused study. All participants who fulfil the inclusion/exclusion critenia will
receive lanreotide Autogel 120 mg.

6.3.2 Maintenance of Blinding

This 15 an open-label study therefore no procedures for blinding are applicable. All participants
will recerve the same study mtervention. Note: only the independent central reviewers making
tumour assessments will be blinded to certain participant baseline and response mformation
(see Section 8.1.1).
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6.4 Study Intervention Compliance

6.4.1 Main Intervention Period

In the maimn study penod, participants will receive all doses of study intervention at the study
site directly from the investigator or designee. The date and time of each dose and the mnjection
site (night/left) will be recorded m the source documents and case report form (CRF). The dose
of study intervention and study participant identification will be confirmed at the time of dosing
by a member of the study site staff other than the person administering the study intervention.

6.4.2 Independent Injection Period
Participants continuing into the independent injection peniod will receive a further six doses of
study intervention. The first will be independently administered at the study site under medical
supervision. The second and third doses will either be independently administered at the study
site under medical supervision or at home. The remaining three doses will be independently
administered at home. Independent admmmistration may be performed by the participant or their
partner.

. For mjections performed at the study site, the date and time of each dose and the imection
site (night/left) will be recorded in the source documents and CRF. The dose of study
intervention and study participant identification will be confirmed at the time of dosing
by a member of the study site staff

. For injections performed at home, the date and time of each dose and the injection site
(nght/left) will be recorded in the participant diary. Compliance with study intervention
independent admimstration will be assessed at W72/EOSI by review of the diary and
direct questioming and documented m the source documents and CRF.

A record of the quantity of lanreotide Autogel prefilled synnges dispensed and administered by

each participant must be maintained and reconciled with study intervention and compliance

records. Intervention start and stop dates and any dewiation(s) from the prescribed dosage
regimen should be recorded in the CRE.

6.5 Dase Modification
Not applicable. No dose modifications are to be performed 1n the study.

6.6 Continued Access to lanreotide Autogel 120 mg after the End of the Study
The participants will not receive any additional study intervention following the end of the
study. Based on GEP-NET clinical management guideline. there are subsequent therapy options
for GEP-NET in routine clinical practice. Participants will be treated according to investigator’s
Judgment.

6.7 Treatment of Overdose

For this study, any dose of study intervention greater than that specified in the protocol (120 mg
per deep subcutaneous injection) will be considered an overdose.

The sponsor does not recommend specific treatment for an overdose. Appropriate treatment of
overdose of study intervention will be determuned by the investigator according to the
charactenistics of the events and will be recorded i the CRF. An event resulting from an

overdose of the study intervention is not considered as senous unless it meets the definition of
an SAE.

In the event of an overdose, the mmvestigator/treating physician should:
. Contact the medical monitor immediately.
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» Evaluate the participant to determine. in consultation with the medical monitor, whether
study intervention should be discontinued.

» Closely momnitor the participant for any AE/SAE and laboratory abnormalities until
lanreotide can no longer be detected systenucally (at least 28 days).

» Document the quantity of the excess dose as well as the duration of the overdose. See
Appendix 10.3.1 for reporting requirements concerning overdose.

6.8 Concomitant Therapy

Any medication or vaccine (including over-the-counter or prescription medicines. recreational

drugs, vitamins, and/or herbal supplements), therapy or procedure that the participant is

receiving at the time of enrolment or recerves duning the study must be recorded along with:

. Reason for use

. Dates of adnumstration including start and end dates

. Dosage information including dose and frequency

The medical monitor should be contacted if there are any questions regarding concomitant or

prior therapy.

6.8.1 Prohibited Concomitant Medications, Therapies and Procedures

See Section 5.2 for medications which would result 1n exclusion from the study.

The concomitant medications, therapies or procedures which are not permutted dunng this study

are:

. Interferon, radionuchide (other than that used for mmaging or SSTR scintigraphy),
chemotherapy or chemoembolisation, radiofrequency ablation or cryoablation

. Any somatostatin analogues other than study mtervention
. GH antagonist

. Cyclosponin

. mTOR inhibitor, MTK mhibitors

. Tumour resection

6.8.2 Rescue Medication

No rescue medications are specified for the study.
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7 DISCONTINUATION OF STUDY INTERVENTION AND PARTICIPANT
DISCONTINUATION/WITHDRAWAL
7.1 Discontinuation of Study Intervention

In rare instances, i1t may be necessary for a participant to permanently discontinue study
intervention. An early discontinuation visit (W48/EOSTED or W72/EOSIED depending on
whether the study intervention discontinuation occurs in the main intervention penod or
independent mjection peniod) should be conducted if study intervention 1s permanently
discontinued (see the SoA (Table 1) for data to be collected at the time of study intervention
discontinuation).

Participants who discontinue study intervention but have not withdrawn from the study must

be followed for survival data (according to the post-intervention survival follow-up schedule 1n

Table 1) until death or within 4 weeks after the last W48 visit of the last participant in the main

intervention penod or within 4 weeks after the last W72 wasit of the last participant in the

independent injection period (unless the participant has specifically withdrawn consent for any
further contact).

If participants are lost to follow-up, publicly available information should be used to determune

vital status only as appropnately directed 1 accordance with local law.

Participants meeting any of the following cnitena should permanently discontinue study

intervention:

. Death.

. Disease progression

. Unacceptable toxicity, including liver ijury meeting the criteria in Section 7.1.1 (unless
rechallenge 1s considered appropnate. see Section 7.1 4) and cardiac changes meeting
the stopping criteria in Section 7.1 2.

. Changes 1n the condition or intercurrent 1llness making continuation of study intervention
unacceptable in the investigator’s opinion.

. Receipt of an alternative anticancer therapy for the study indication.

. Sigmificant protocol deviation or major noncompliance with study procedures making
the participant unsuitable for further study intervention admimstration.

. Is retrospectively found not to have met all ehgibility criteria (see Section 5.1 and
Section 5.2) and the mvestigator considers the participant would not denve benefit due
to this.

. Pregnancy (see Section 8.3.6).

. Withdrawal of consent for study intervention but still providing consent for follow-up.

711 Liver Chemistry Stopping Criteria

Discontinuation of study mntervention for abnormal lhiver tests 1s required by the mmvestigator
when a participant meets one of the stopping criteria conditions outlined in the algonithm in
Figure 2 or in the presence of abmommal liver chemistries not meeting protocol-specified
stopping rules if the investigator believes that 1t 1s i the best interest of the participant. The
required follow-up assessments are provided 1 full in Appendix 10.5.1.

If increased liver chemustry momitoring 1s required whilst continung study intervention
according to Figure 2, then the algorithm i Figure 3 should be followed. The required
follow-up assessments are provided in full 1n Appendx 10.5.2.
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Figure 2 Liver Chemistry Stopping Criteria and Increased Monitoring Algorithm

Continue Study Increased liver chemistry
Intervention monitoring
with standard see algorithm for increased lver
manitaring with continued therapy

monitoring
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INR>1.5* ar bt
Passitile hypersensitivity <BxULN
Hy's Law
l Yes lﬁs Yes
[ Discontinue Study Intervention J

V

# Must refer to Liver Safety Required Actions and Follow up Assessments section in the
Appendix

Abbreviations: Al T=alanine transaminase; AST=aspartate transaminase, INE=international normalised ratio;
Thili = Total bilimbin; ULN=upper limit of normal
Liver Safety: Suggested Actions and Follow-up Assessments can be found in Appendix 10.5.1
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Figure 3 Liver Chemistry Increased Monitoring Algorithm with Continued Study Intervention for
Participants with ALT or AST =3xULN but <8=<ULN

ALT or AST 23xULN but <8xULN triggers increased monitoring

Must refer to Liver Safety Required Actions and Must refer to Liver Safety Required Actions and
Follow up Assessments section in the Appendix Follow up Assessments section in the Appendix
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[ Discontinue Study Intervention ]

¥

~ Must refer to Liver Safety Required Actions and Follow up Assessments section in the Appendix

Abbreviations: Al T=alamine tranmsaminase; AST=aspartate transaminase, INF=international normalised ratio;
Thili = Total bilirubin; UL N=upper limit of normal

Liver Safety: Suggested Actions and Follow-up Assessments can be found in Appendix 10.5.2

712 OTc Stopping Criteria

If a climcally sigmficant finding i1s i1dentified (including, but not limited to changes from
baseline in QTcB or QTcF (as determined prior to mitiation of the study)) after enrolment, the
investigator or qualified designee will deternune if the participant can continue 1n the study and
if any change in participant management 1s needed. Review of the ECG printed at the time of
collection must be documented. Any new climcally relevant finding should be reported as an
AE

A participant without underlying bundle branch block who meets either of the following will
be withdrawn from study intervention:

. QTc =500 msec

. Change from baseline of QTc =60 msec

Discontinuation criteria for participants with underlying bundle branch block are provided i
Table 4.

Table 4 QTc Study Intervention Discontinuation Criteria for Participants with Underlying Bundle
Branch Block

Discontinuation QTc Threshold with Bundle

Baseline QT¢ with Bundle Branch Block Branch Block

<450 msec =500 msec

450 to 480 msec =530 msec
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713 Criteria for Temporary Discontinuation

In case of suspected or confirmed COVID-19 (SARS-CoV-2) mfection, study mtervention

administration may be temporanly discontinued depending on the participant climcal

presentation. [n some cases, the investigator may request that a participant be retested before
the intervention administration 1s resumed.

Study intervention should also be temporanly discontinued in case of

. Severe unremitting gastrointestinal mntolerance: National Cancer Institute Conmmon
Terminology Criteria for Adverse Events (NCI CTCAE) Grade =3 diarrhoea (increase
of =7 stools per day over baseline; incontinence; hospitalisation indicated; severe
mcrease i ostomy output compared to baseline; linmting self-care activities of daily
living) or vomiting (=6 episodes (separated by 5 minutes) in 24 hours; tube feeding, total
parenteral nutrition or hospitalisation indicated) despite optimal antidiarrheal or
antiemetic treatment.

. Poorly controlled diabetes mellitus: NCI CTCAE Grade =4 hyperglycaemia (blood
glucose =500 mg/dL, =27.8 mmol/L) that does not resolve to CTCAE Grade <2 (fasting
glucose <250 mg/dL, <13.9 mmol/L) within 14 consecutive days after starting optimal
antidiabetic treatment.

. Pancreatitis: NCI CTCAE Grade >3 amylase (>2xULN) or lipase (=2xULN) with
symptoms, or for =7 consecutive days without symptoms.

» Any other AE or lesser sevenity of the AEs listed above that, in the opimion of the
investigator, could jeopardise the participant's safety.

714 Restart/Rechallenge

7.1.4.1 Study Intervention Restart or Rechallenge after Liver Stopping Criteria Met

A participant who meets liver chemmstry stopping cniteria cannot restart study intervention. The
participant must permanently discontinue study mtervention and may continue 1n the study for
protocol-specified assessments.

7.1.4.2 Study Intervention Restart of Rechallenge after other Criteria for Temporary
Discontinuation Met

If any of the cntena for temporary discontinuation of study mtervention outlined in

Section 7.1.3 are met. the mvestigator should assess whether restart/rechallenge 1s appropniate

in the event of recovery, considenng the assessment of the relationship to study mntervention,

underlying disease, intercurrent illness or concomitant medications and the overall benefit'msk

for the participant. If restart/rechallenge 1s not assessed to be appropnate, study intervention

should be permanently discontinued.

7.2 Participant Discontinuation/'Withdrawal from the Study

. A participant may withdraw from the study at any time at his’her own request or may be
withdrawn at any time at the discretion of the investigator for safety, behavioural or
compliance reasons.

. At the time of discontinming from the study, if possible, an early discontinuation visit
(W4S/EOSIVED or W72Z/EOSLED as applicable) should be conducted. See the SoA
(Table 1) for data to be collected at the time of study discontinuation.

. The reason for discontinuation will be recorded in the CRF.

. If the participant withdraws consent for disclosure of future information, the sponsor may
retain and continue to use any data collected before such withdrawal of consent.
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» If the participant withdraws consent, it should be explamned m detail in the medical
records by the investigator as to whether the withdrawal 1s only from further receipt of
study mtervention or also from follow-up. Participant data and biological samples
collected up to the date of consent withdrawal will be mncluded in the analyses.

» If a participant withdraws from the study, he/she may request destruction of any samples
taken and not tested. and the mvestigator must document this in the site study records.

7.3 Lost to Follow-up

A participant will be considered lost to follow-up if he/she repeatedly fails to retum for
scheduled visits and 15 unable to be contacted by the study site.

The following actions must be taken if a participant fails to retumn to the clinic for a requared

study visit:

. The site must attempt to contact the participant and reschedule the missed visit as soon
as possible. The site should counsel the participant on the importance of maintaiming the
assigned wisit schedule and ascertamn whether or not the participant wishes to and/or
should contimue in the study.

. Before a participant 1s deemed lost to follow-up. the investigator or designee must make
every effort to regain contact with the participant (where possible, three telephone calls
and, if necessary, a certified letter to the participant’s last known mailing address or local
equivalent methods). These contact attempts should be documented in the participant’s
medical record.

. Should the participant continue to be unreachable, he/she will be considered to have
withdrawn from the study.

. Study site personnel, or an independent third party, will attempt to collect the vital status
of the participant within legal and ethical boundanes for all participants who recerved
study intervention. Public sources may be searched for vital status information. If vital
status 15 detenmined as deceased. this will be documented. and the participant will not be
considered lost to follow-up. Sponsor personnel will not be mvolved 1n any attempts to
collect vital status information.

Discontinuation of specific sites or of the study as a whole i1s handled as part of
Appendix 10.1.9.
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8 STUDY ASSESSMENTS AND PROCEDURES

Study procedures and their timing are summarised in the SoA (see Table 1). Protocol waivers
and exemptions are not allowed. Additional unscheduled visits or procedures may be performed
at the discretion of the investigator (e_g. for safety purposes).

Immediate safety concerns should be discussed with the sponsor immediately upon occurrence

or awareness to determine 1f the participant should continue or discontinue study intervention.

Adherence to the study design requirements, including those specified in the SoA (Table 1), 1s

essential and requuired for study conduct.

Screening will be performed in the 4 weeks prior to the first dose of study intervention. No

study related procedures will be performed until the participant has provided written informed

consent by signing the ICF (see Appendix 10.1.3).

. The following will be recorded at screemng:

- Demographic information.

- Disease history (date of diagnosis, pumary NET site, NET grade (K167 index or
mitotic counts per 10 HPF (High Power Field:; 400=<Microscope Magnification per
field for NET), presence or absence of SSTR. presence or absence of NET-related
symptoms and tumour classification, NET size and presence or absence of
PIOZIession

- History of previous treatment of NET.

- Complete medical history, including evaluation for past and present
cardiovascular, respiratory, gastrointestinal, remal. hepatic, neurological,
endocrine, lymphatic, haematological, mmmunological, dermatological,
ophthalmological, psychiatric, gemitouninary, and surgical history and any other
diseases or disorders.

- ECOG performance status.

- Other prior (within 3 months before screeming) and concomtant medications (see
Section 6.8).

. The following will be performed at screening:

- CT/MRI scan and tumour assessment (see Section 8.1.1).

- Safety assessments: physical examination, vital signs, 12-lead ECG, gallbladder
echography and climical safety laboratory tests (see Section 8.2 .1 to Section 8.2.5).

- Pregnancy test for WOCBP (see Section 8.2.6).

- Follicle sttmulating hormone (FSH) test (if required to determuine postmenopausal
status; see Appendix 10.4.1).

. Procedures conducted as part of the participant’s routine clinical management (e.g_ blood
count) and obtammed before signing of the ICF may be utilised for screeming or baseline
purposes provided the procedures met the protocol-specified critenia and were performed
within the timeframe defined in the SoA (see Table 1).

. All screening evaluations must be completed and reviewed to confinm that potential
participants meet all ehgibility critena. The investigator will maintain a screening log to
record details of all participants screened and to confirm eligibility or record reasons for
screening failure, as applicable.

The procedures and assessments to be performed in the intervention peniod and independent

myjection period are descrbed 1 Section 8.1 (efficacy). Section 8.2 and Section 8.3 (safety),
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Section 8.6 (biomarkers) and Section 8.7 (mmmunogenicity). All assessments should be

performed before study intervention administration on study visit days.

» The maxtmum amount of blood collected from each participant over the duration of the
study, mcluding any extra assessments that may be required, wall not exceed 210 mL for
the main study (or 260 mL for participants continning in the independent imection
period).

» Repeat or unscheduled samples may be taken for safety reasons or mn case of techmcal
1ssues with the samples.

» Early discontinuation wisit procedures should be performed (W48/EOSIED or
WT2Z/EOSIED as applicable) for participants who discontinue the study.

8.1 Efficacy Assessments

811 Tumour Assessment

Diagnostic imagmg will be performed at screemng (baseline). W12, W24, W36 and W48.

A further scan will be performed at W72 for participants continuing in the independent injection

period.

A CT scan 1s the preferred method of tumour measurement and will be used whenever possible.

Magnetic resonance imaging may be used but should be considered as an alternative method.

In order to ensure comparability between tumour assessments, the same method of tumour

measurement must be used throughout the study for each participant, wherever possible.

At screemng (baseline), the following should be performed:

. CT or MRI of the neck, chest, abdomen and pelvis in the 4 weeks before the start of study
imntervention

. CT or MRI of the head. bone scintigraphy or fluorodeoxyglucose-positron emission
tomography (FDG-PET). CT or MRI of bone lesions before the first dose of study

imntervention

At W12, W24, W36 and W48 (and W72, 1f applicable) the following should be performed:

. Diagnostic imaging test (CT or MEI) of the head.

If the screening test reveals a lesion in the brain or pituatary gland or if clinically indicated,
the same diagnostic imaging test should be repeated.

. Diagnostic imaging test (CT or MEI) of the neck. chest, abdomen and pelvis.

. Diagnostic imaging test of bone lesions (bone scintigraphy or FDG-PET. CT or MRI).
If the screening test revealed a bone lesion or if climically mdicated. assessment should
be performed using the same method.

Tumour response will be assessed according to RECIST Version 1.1 [Eisenhauer 2009].

Data will be reviewed locally by the local radiologist/investigator at the study site and also
saved in digital format and sent for BICR. according to instructions in the Imaging Manual. In
order to prevent the disclosure of personal detals, participant information should be
anonymised i a manner that individuals cannot be identified when submutting image data. The
BICE. wnll be performed as specified in the Independent Review Charter.

The local assessment will be used for the climcal management of the study participant
(e.g. whether to discontinue due to disease progression). participant management will be at the
mvestigator's discretion.
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812 Clinical Progression

The investigator will record any climcal/biological signs of tumour progression and, where
applicable, additional tumour assessments should be performed to determine radiological
progression following the procedure i Section 8.1.1.

8.13 Neuroendocrine Tumour Clinical Symptoms

The presence or absence of endocrine symptoms of NETs (e.g. flushing, diarrhoea, abdominal
pain, weakness, heartburn, nausea, vomit, sweating, tremor, palpitation. or erythema) will be
assessed by the investigator at screening.

In participants with symptoms of NETs at screeming, a baseline assessment of the symptoms
expenenced in the last 4 weeks will be performed by questioning before study mtervention
administration at Day 1. These symptoms will be recorded in the CRF.

For participants with diarrhoea and/or flushing at baseline, a diary will be dispensed at Day 1
and the participants will be mstructed to record the number of diarrhoea and/or flushing
episodes per day and any medications taken to treat these symptoms dunng the mtervention
period (and the independent myjection peniod, if applicable). At each wvisit, the diary will be
reviewed and collected by the investigator, and a new diary will be dispensed. The mvestigator
will enter information of diarrhoea and/or flushing determuned to be associated with NETs in
the CRF (the frequency of diarthoea and/or flushing, the seventy graded upon CTCAE 5.0 and
the use of any rescue medication).

For participants with other symptoms at baseline, these symptoms will be assessed by the
investigator by questioning at each wvisit during the intervention period (and the mndependent
injection period. if applicable). The mvestigator will enter the information of the symptoms
determined to be associated with NETs in the CRF (disappeared. reappeared. improved,
aggravated or no change, sevenity graded upon CTCAE 5.0 and the use of any rescue
medication).

8.14 Circulating Biomarkers

Biomarker assessments are described in Section 8.6.

8.15 Quality of Life

Participant reported outcomes will be assessed using the European Organisation for Research
and Treatment of Cancer Quality of Life Questionnare for Cancer Patients (EORTC QLQ-
C30) at baseline (Day 1), W12, W24, W36 and W48 (see Appendix 10.6). A further assessment
will be performed at W72 for participants continuing in the independent injection period. The
guestionnaires will be provided in the participant’s local language and should be completed
under the same conditions throughout the study, wherever possible.

The questionnaire form should be completed before any assessments or procedures, including
study intervention admimistration on the wisit day and before any consultation with the
mvestigator in relation to disease status.

Completed questionnaires will be reviewed by the mvestigator or desigmated study site
personnel Investigators must not encourage the participants to change any responses.

8.1.6 Survival Status

The date of death or last known to be alive date will be recorded to determine OS. Whether the
death was related to NET (if known) will also be recorded. For participants that are lost to
follow-up or withdraw consent, attempts to determine survival status should be made by access
to public records, as permutted by local law.
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After the end of study assessments, a telephone call will be used to collect survival status (date
of contact, alive/dead, date of death, whether death 1is related to NET if known) and subsequent
therapies (dose. umt, frequency, start and stop date) started since the previous contact.

The data will be collected within 4 weeks after the last participant in the main study reaches
‘W48 or the day of discontinuation.

The data will be also collected within 4 weeks after the last participant enrolled in the
independent injection period reaches W72 or the day of discontinuation.

8.1.7  Healthcare Professional versus Independent injection

Participants continming in the independent mmjection period will be asked if they prefer
independent mjection or HCP injections at the end of the independent injection peniod (W72).
8.2 Safety Assessments

Adverse event recording and reporting 1s detailed 1in Section 8.3.

Planned time points for all safety assessments are provided in the SoA (Table 1).

8.2.1 Physical Examinations

A complete physical examination will be carmed out by the investigator or medically qualified
designee at screening, baseline (Day 1) and subsequent visits to the study site in the intervention
period (and independent mjection period 1f applicable) as per Table 1.

A complete physical examunation will mclude, at a mumimum  assessments of the
cardiovascular, respiratory, gastrointestinal and neurological systems. Weight will also be
measured and recorded.

Investigators should pay special attention to clinical signs related to previous serious illnesses.
Any climcally significant abnormalities/changes from baseline in accordance with the NCI
CTCAE Version 5 [NCI CTCAE 2017] should be recorded as an AE at the discretion of the
investigator.

822 Vital Signs

Vital signs will be measured at screemng, baseline (Day 1) and subsequent visits to the study

site 1 the ntervention peniod (and independent injection peniod 1f applicable) as per Table 1.

. Temperature, pulse rate, respiratory rate, and blood pressure will be assessed.

. Blood pressure and pulse measurements will be assessed 1n a senm-supine position with
a completely automated device. Manual techmiques will be used only if an automated
device 15 not available.

- Blood pressure and pulse measurements should be preceded by at least 5 munutes
of rest for the participant 1n a quiet setting without distractions (e_g. television, cell
phones).

. Vital signs are to be taken before blood collection if performed the same day.

. Any climcally significant abnormalities/changes from baseline in the opimon of the
mnvestigator in accordance with NCI CTCAE Version 5 [INCI CTCAE 2017] should be
recorded as an AE at the discretion of the mnvestigator.

823 Gallbladder Echography

Gallbladder echography will be performed i all participants unless they have a documented
cholecystectomy. A gallbladder echography will be camed out by the investigator or medically
qualified designee at screeming, W24 and W48 (plus W72 for participants continuing in the
mdependent injection peniod).
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The presence of lithiasis and sludge will be assessed and recorded (Yes/INo) in the CRF.

Unscheduled assessments should be performed at any time if symptoms are thought to be
related to gallbladder lithiasis.

Abnormal test findings that result m study mntervention discontinuation or require intervention
or diagnostic evaluation to assess the nisk to the participant, should be recorded as AEs.

8.2.4 Electrocardiogramns

. Single 12-lead ECG will be obtained at screeming, W24 and W48 (plus W72 for
participants continuing in the independent imjection peniod) according to study site
standard procedures. An ECG machine that automatically calculates the heart rate and
measures PR. QRS, QT and QTcB or QTcF ntervals should be used. Study intervention
discontinuation cntena for QTc and any additional readings that may be necessary are
specified in Section 7.1.2.

. Any climcally significant abnormalities/changes from baseline in the opimon of the
investigator in accordance with NCI CTCAE Version=5 [NCI CTCAE 2017] should be
recorded as an AE at the discretion of the investigator.

825 Clinical Safety Laboratory Assessments

Climcal laboratory safety tests to be performed will be performed at screeming, baseline (Day 1)

and W24 and W48 (plus W72 for participants contimmng the independent injection period).

. The list of protocol-required clinical safety laboratory tests to be performed 1s provided
in Table 7. All protocol-required laboratory tests must be conducted in accordance with
the Laboratory Manual and the SoA (Table 1).

. The mvestigator must review the laboratory report, document this review, and record any
climically significant changes occurning durning the study as an AE. The laboratory reports
must be filed with the source documents.

. Abnormal laboratory findings associated with the underlying disease are not considered
climically significant unless judged by the mvestigator to be more severe than expected
for the participant's condition.

. All laboratory tests with values comsidered chimically significantly abnormal during
participation in the study or period of time after the last dose of study mtervention judged
reasonable by the mvestigator should be repeated until the values return to normal or
baseline or are no longer considered climcally sigmficant by the investigator or medical
monitor.

. If climically significant values do not retum to normal/baseline within a period of time
judged reasonable by the mvestigator, the aetiology should be 1dentified. and the sponsor
notified.

. If laboratory values from nonprotocol specified laboratory tests performed at the study
site’s local laboratory require a change in participant management or are considered
clinically significant by the mvestigator (e.g. SAE or AE or dose modification). then the
results must be recorded in the CRF.

8.2.6 Pregnancy Testing

Refer to Inclusion Criterion (7) 1n Section 5.1 for pregnancy testing entry criteria and Table 1.
Additional serum or unne pregnancy tests may be performed, as determined necessary by the
mvestigator or required by local regulation. to establish the absence of pregnancy in a
participant at any time durng the study.
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8.3 Adverse Events (AEs) and Serious Adverse Events (SAEs), and Other Safety
Repaorting

The defimtions of AEs and SAEs can be found i Appendix 10.3.1 and Appendix 1032,

respectively.

Adverse events (including mjection site-related reactions) will be reported by the participant

(or, when appropriate. by a caregiver, surrogate, or the participant’s legally authonsed

representative).

The investigator and any qualified designees are responsible for detecting, documenting. and

recording events that meet the defimtion of an AE or SAE and remain responsible for following

up all AEs (see Section 7).

8.3.1 Time Period and Frequency for Collecting AE and SAE Information

All AEs will be collected contimiously from obtaimng informed consent until the EOSI wvisit

(28 days after the last dose of study intervention) as specified in the SoA (Table 1). This

includes medical occurrences that begin before the start of study intervention.

Investigators are not obligated to actively seek mformation on AEs or SAEs after conclusion of

the study participation. However, if the mmvestigator learns of any SAE. including a death, at

any time after a participant has been discharged from the study, and he/she considers the event

to be reasonably related to the study intervention or study participation, the mvestigator must

promptly notify the sponsor.

832 Methed of Detecting AEs and SAEs

Care will be taken not to mtroduce bias when detecting AEs and/or SAEs. Open-ended and

nonleading verbal questioning of the participant 1s the preferred method to inquire about

AFE occurrences.

8.3.3 Recording and Reporting AEs and SAEs

The method of recording, evaluating, and assessing causality of AEs and SAEs and the
procedures for completing and transmtting SAE reports 1s provided 1in Appendix 10.3 3.

All SAEs wall be recorded and reported to the sponsor or designee immediately and under no
circumstance should this exceed 24 hours of awareness of the event, as indicated in
Appendix 10.3.4. The mnvestigator will submit any updated SAE data to the sponsor within
24 hours of it being available.

834 Follow-up of AEs and SAEs

After the mitial AE/SAE report, the mvestigator 1s required to proactively follow each
participant at subsequent wisits/contacts. All SAEs will be followed until resolution,
stabilisation, the event 1s otherwise explained. or the participant is lost to follow-up (as defined
in Section 7.3). Further information on follow-up procedures 1s provided in Appendix 10.3.3.

8.3.5 Regulatory Reporting Requirements for SAEs

. Prompt notification by the investigator to the sponsor of an SAE 1s essential so that legal
obligations and ethical responsibilities towards the safety of participants and the safety
of a study mntervention under climcal investigation are met.

. The sponsor has a legal responsibility to notify both the local regulatory authonty and
other regulatory agencies about the safety of a study intervention under climical
imnvestigation. The sponsor will comply with country-specific regulatory requirements
relating to safety reporting to the regulatory authority, IRB/IEC and mvestigators.
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» An mvestigator who recerves an investigator safety report descnibing an SAE or other
specific safety mformation (e.g summary or hsting of SAEs) from the sponsor will
review and then file 1t along with the Investigator’s Brochure and will notify the IRB/TEC,
if appropnate according to local requirements.

» Investigator safety reports mmst be prepared for suspected unexpected serious adverse
reactions (SUSAR) according to local regulatory requirements and sponsor policy and
forwarded to investigators as necessary.

8.3.6 Pregnancy

. Details of all pregnancies in female participants and, if indicated, female partners of male
participants will be collected from the sigming of the ICF and until 90 days after the last
dose of study mntervention.

. If a pregnancy 1s reported. the investigator will record pregnancy mformation on the
appropnate forms (SAE form in the CRF and Drug Exposure Form — paper form) and
submit to the sponsor within 24 hours of learmng of the pregnancy (female participant
or female partner of male participant (after obtaiming the necessary signed informed
consent from the female partner)).

. Any pregnancy complication or elective termination of a pregnancy for medical reasons
will be reported as an AE or SAE.

. Abnormal pregnancy outcomes (e.g. spontaneous abortion, foetal death. stillbarth,
congenital anomalies, ectopic pregnancy) are considered SAEs and will be reported as
such.

. The participant/pregnant female partner will be followed to determine the outcome of the
pregnancy. The investigator will collect follow-up information on the
participant/pregnant female pariner and the neonate, and the information will be
forwarded to the sponsor.

. Any post-study pregnancy-related SAE considered reasonably related to the study
intervention by the investigator will be reported to the sponsor as descobed in
Section 8.3.5. While the mvestigator 1s not obligated to actively seek this information 1n
former study participants/pregnant female partner, he or she may learn of an SAE through
spontaneous reporting.

. Any female participant who becomes pregnant while participating in the study will be
discontinued from study intervention (see Section 7).

8.3.7  Disease-Related Events and/or Disease-Related Outcomes Not Qualifying as AEs
or SAFEs

Disease-related events (DREs) related to NET clinical symptoms (in participants with
functional NETSs) or disease progression (including metastases) should be recorded as part of
the efficacy evaluation (see Section 8.1_1 and Section 8.1.3) and not as AEs/SAEs:
NOTE: However, if etther of the following conditions apphies. then the event must be recorded
and reported as an AE/SAE (instead of a DRE):
. The event is, in the investigator’s opinion, of greater intensity, frequency, or duration
than expected for the individual participant.
OR

. The investigator considers that there is a reasonable possibility that the event was related
to study intervention.
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8.3.8 Adverse Events of Special Interest
Mot applicable. No AEs of special interest have been defined for this study.

8.3.9 Reporting of Study Intervention Errors including Misuse/Abuse

. Medication errors are unintentional errors in the prescnibing, dispensing, admmmistration
or momitoring of a study mtervention (medicinal product) while under the control of a
healthcare professional, participant or consumer (European Medicines Agency (EMA)
definition).

. Misuse refers to situations where the study intervention i1s intentionally and
mappropriately used not 1n accordance with the protocol.

. Abuse corresponds to the persistent or sporadic, mtentional excessive use of a medicinal
product, which 1s accompamed by harmful physical or psychological effects.

. Study intervention errors and uses outside of what 1s foreseen i the protocol will be
recorded in the CRF irrespective of whether associated with an AE/SAE or not. It wall
also be documented in the AE section of the CRF if associated with an AE. It will be
reported 1n the safety database only if associated with an SAE.

. Misuse or abuse will be collected and reported in the safety database, whether associated
or not with an AE/SAE. within 24 hours of investigator's awareness.

84 Pharmacokinetics
Mot applicable. Pharmacokinetics are not evaluated mn this study.

8.5 Genetics and/or Pharmacogenomics
Mot applicable. Genetics are not evaluated in this study.
8.6 Biomarkers

Full details on processes for collection, storage, shipment to the central laboratory and
destruction of samples can be found in the Laboratory Manual.

Blood and unne samples will be collected at baseline (Day 1), W12, W24, W36 and W48 (plus
W72 for participants contimiing in the mdependent injection period) to measure circulating
CgA, 5-HIAA and other biomarkers.

Chromogramn A is expressed in 80 to 90% of all GEP-NETs and hence in participants in this
study. Chromogranin A determination 1s also useful for staging, prognosis and follow up, since
the serum concentration comrelates to the tumour mass. 5-hydroxyindoleacetic acid, the major
metabolite of serotonin, 1s of value for diagnosis of NETs and comrelates with seventy of
carcinoid syndrome.

. The following blood samples will be taken, and sampling dates and times will be

recorded i the CRF:

- A 5 mL sample will be taken to assess CgA.

- A 5 ml sample might be taken to assess other biomarkers (e.g gastnn, glucagon
and msulin_ if applicable).

. A 24 hour unne collection at home prior to each scheduled visit 1s required to assess
5-HIAA Participants will be provided with a receptacle by the study site for this purpose.
The collection peniod will begin once the participant has emptied lis’her bladder (not
into the collection receptacle) after waking up on the morming of the day prior to the visit.
This time should be recorded on the receptacle.

The participant will be instructed to collect all their unine in the receptacle for a peniod of

24 hours and bning the sample to the scheduled visit. Due to the potential interference with the
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assay for 3-HIAA_ participants will be instructed not to eat bananas, pineapple, plums, walnuts,
eggplant, tomatoes, chocolate or avocado dunng the unine collection period and the 72 hours
prior to each collection. At the study visits the investigator will question the participant about
his/her diet over the collection period. At the end of the collection period the participant should
empty his'her bladder as fully as possible mto the collection receptacle and record the time.

The collected urine will be given to the imnvestigator (or designee), who will measure the volume
of urine collected and record this, along with the start and stop times of the collection peniod,
in the CRF. A sample of the total urine will be taken to be sent for analysis.

In addition. urnary creatimine will be analysed in order to assess complhiance with the 24-hour
collection period.

Samples will be analysed using validated methods.

8.7 Immunogenicity Assessments

Putative antibodies to lanreotide will be evaluated in serum samples collected from all
participants at baseline (Day 1), W24 and W48. Additionally, serum samples should also be
collected at the final wvisit from participants who discontinued study intervention or were
withdrawn from the study. These samples will be tested by the sponsor or sponsor's designee.

At each timepomnt, 5 mL blood samples will be collected, and the sampling data and time
recorded in the CRF. Full details on processes for collection, storage, shipment to the central
laboratory and destruction of samples can be found 1n the Laboratory Manual.

The determunation of putative anti-lanreotide antibodies will be evaluated using an
ElectroChemuluminescent assay (ECLA) validated method.
5.8 Health Economics or Medical Resource Utilisation and Health Economics

Health economics will be evaluated in the five participants continung in the mdependent
injection peniod. Participants will be interviewed at the W48 and W72 wvisits and the following
information collected:

. Indirect costs will be assessed usmg a bespoke questionnaire (see Appendix 10.7):
- Travel time to hospital visits.
- Distance between participant’s home and hospital clinic.
- Mode of transport to hospital/climic wvisits (1.e. car, train bus, etc.)
- Cost of travel to a hospatal/clinic visit for treatment - participant and friend/fammly
member, if appropriate.
- Time spent at hospital.
- Main activities missed due to attending hospital appointments for treatment
(1.e. pad work, childcare, volunteernng).
- Impact of switch in admmmstration setting on main daily activities.
. Work-related productivity (where relevant) will be assessed using the Work Productivity
and Activity Questionnaire: General Health (WPAI:GH) (see Appendix 10.6):
- Hours of work missed due to problems associated with GEP-NETs.
- Impact of health on work productivity.
- Impact of health on ability to carry out everyday activities (other than work).
. In addition, the impact of switch in admimstration setting on overall ability to work will
be assessed using a bespoke questionnaire (Appendix 10.8).
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9 STATISTICAL CONSIDERATIONS

91 Statistical Hypotheses

The null hypothesis HO: P<40% versus the alternative hypothesis H1: P>40%, where P is the
CBR at the end of 24 weeks of study intervention. The threshold CBR at W24 was defined as
40%.

9.2 Sample Size Determination

Approximately 51 participants will be enrolled to achieve 43 recerving study intervention in the
main study peniod and 36 participants evaluable for CBR at W24. Based on Chinese
epidemiology, it 1s expected to have the relevant representation of all types of GEP-NETs in
the Chinese population, including Pan-NET and GI-NET.

Note: "Enrolled" means a participant's, or their legally authorised representative’s, agreement
to participate 1 a climical study following completion of the informed consent process.

The expected CBR at W24 was set to 64% based on the results from Japanese Study
ITM-014N-001 and global pivotal Study 2-55-52030-726 (CLARINET; NCT00353496). The
threshold CBR. at W24 was defined as 40% based on Japanese Study ITM-014N-001 and
medical expert’s opinions. When a statistical test was performed for a null hypothesis with
one-sided type I error of 2.5%, a mimmum sample size required to yield a power of at least
80% would be 36 participants. Considenng a 15% drop-off rate, 43 participants would be
necessary for the primary efficacy evaluation of CBR. at W24.

To provide clinical expenience of independent mjection in Chinese participants, approximately
five qualified participants (having a positive benefit'nisk ratio) will have mdependent mjection
of lanreotide Autogel durning the 24 weeks of the independent imjection peniod (assumung 10 to
25% eligible participants after 48 weeks of mtervention in the main study will continue to
recerve independent imection). The aim 1s to achieve five participants that have been trained to
perform mdependent mjections and are considered able to independently administer lanreotide
from the investigator.

9.3 Amalysis Sets
For the purposes of analysis, the analysis sets in Table 5 are defined:
Table 5  Analysis Set Definitions

Participant Analysis Set Description
Enrolled set All participants who sign the ICF
Safety set All participants who receive at least one dose of study intervention. If there is

any doubt whether a parficipant was treated or not, they will be assumed
treated for the purposes of analysis

ITT All participants who receive at least one dose of study intervention

mlTT All participants in the ITT having at least W24 data recorded for the primary
efficacy endpoint

PPS All participants in the mITT who did not experience any major protocol
deviations that may interfere with the efficacy evaluation

Immunogenicity set All participants in the ITT who have baseline and at least cne postbaseline
anti-lanrectide antibody result

Independent injection set All participants who receive the stndy intervention by independent injection

Abbreviations: ICF=informed consent form: ITT=imtention-to-treat; mlTT=modified intenfion-to-treat;
PPS=per-protocol set; W=week
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94 Statistical Analyses

The statistical analysis plan (SAP) will be finalised prior to database lock and 1t will include a

more technical and detailed description of the statistical analyses described in this section. This

section 15 a summary of the planned statistical analyses of the most important endpoints
including pnmary and key secondary endpoints.

Other endpoints as well as demographic, baseline charactenistics and disposition will be detailed

in the SAP.

Statistical analyses will be performed using Statistical Analysis System”® (SAS®) software

(Version 9.4 or higher).

Three analyses are planned according to the following data cut-offs:

(1) The first analysis will be performed when all participants complete the first 24 weeks of
the main study period. The cut-off date considered for this analysis is the date of the last
W24 wisit for the last participant. All available data at the time of this data cut-off date
will be included in thas analysis. The purpose of this analysis 1s the final analysis of the
pnmary efficacy endpomt, as well as efficacy and safety analyses of the first 24 weeks
of the main study period. This analysis will not be considered as an mterim analysis
because the first 24 weeks of main study peniod 1s of pnmary mnterest.

(2) The second analysis will be performed when all participants have had the opportunity to
complete the main study (W48). The reporting database will include all main study data
for all participants enrolled into the study.

(3) The third and final analysis will be performed when the last participant completes the
independent imjection period. The reporting database will include all independent
injection period study data.

9.4.1 General Considerations

9.4.1.1 Analysis Sets

The primary efficacy evaluation will be performed on the intention-to-treat (ITT) set.
Supportive analysis of the prnimary efficacy evaluation will be based on the modified
intention-to-treat (mITT) set and the per protocol set (PPS). Secondary analyses will be
performed on the ITT set. Supportive analysis of the secondary efficacy evaluation may be
based on the PP5. The immunogenicity evaluation will be performed 1n the immunogenicity
set. Safety analyses will be performed on the safety set. Exploratory analyses will be performed
on the mndependent injection set.

9.4.1.2 Participant Allocation and Reasons for Exclusion from the Analyses

Any major protocol deviation types will be described 1n the Protocol Deviation Document and
thetr impact on inclusion in each analysis set for any participant will be specified. The final hst
of protocol deviations impacting each analysis set will be reviewed during the data review
meeting held prior to database lock.

9.4.1.3 Adjustment of Multiplicity
Multiplicity will not be adjusted.
9.4.1.4 Significance Testing and Estimations

The 95% exact confidence mntervals for the pnmary endpoint will be calculated based on the
Clopper-Pearson method.
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0.4.1.5 Statistical/Analytical Methods

Continuous data will be summarnised with the following ttems: number of participants, median,

range, mean and standard deviation, if relevant. Categorical data will be presented in

contingency tables with frequencies and percentages of each modality (including nussing data

modality). To describe time-dependent parameters (PFS, TTP and OS), Kaplan-Meier curves

and life tables will be provided. The 95% CI on the median will be given.

9.4.2  Analysis of Primary Endpoint

Point estimates and exact 95% Cls based on the Clopper-Pearson method will be calculated for

a CBR at W24 (see Table 7).

9.4.3 Analysis of Secondary Efficacy Endpoints

The following analyses will be performed on the secondary efficacy endpoints (see Table 2):

. For time-dependent parameters (PFS, TTP and OS), Kaplan-Meier curves and life tables
will be generated, and median with 95% Cls wall be calculated at W24 and W48,
Censonng mules for the PFS and TTP endpoints are shown in Table 6.

Table 6 Censoring Rules for PFS and TTP Endpoints

Situation Date of Progression or Censoring Outcome
No baseline radiclogical assessments The day of first administration Censored

Date of radiological assessment

Confirmed (documented) PD during the study showing PD Event
No death or confirmed PD Date of fast adequate raduological Censored
Study imtervention discontinmation for clinical Date of last adequate radiological Cen i
(unconfirmed) progression assessment s
Study imtervention discontinmation for toxicity ; . .
or reason other than confirmed PD, climical E:st:s:f last fe radiological Censored
progression or death
New anticancer treatment for GEP-NET started ?SZ::S:E hstsﬁqﬁ;:a:;ﬂ;a:}onlziiml Censored
with no confirmed PD beforehand sreatment

Event

Date of death (PFS)/Date of last (PFS)/Censored

Death during the study before confirmed PD adequaie radiological sssesament (TTP) e

Confirmed PD after two or more missed Date of last adequate radiclogical Censored
radiological assessments assessment before missed assessments

Study imtervention discontinmation for other

than confirmed PD or death, and no postbaseline | The day of first adninistration Censored
radiological assessments

Abbreviations: GEP-NET=gastroenteropancreatic newroendocrine tomowrs; FD=progressive disease;
PFS=progression free survival; TTP=time to progression

The OS will be assessed once the data from the last participant completing the main study are
available. Overall survival 1s defined as the time from the day of first administration to death
due to any cause. Participants who are not known to have died at the time of the analysis will
be censored. Where possible, post-intervention survival status will be confirmed for all
participants that are alive at the last assessment. Any participant who 15 confirmed to be alive
will be censored at this time. Any participant who could not be contacted at this time will be
censored at the time that the participant was last confirmed to be alive.
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» Proportion of participants who are alive and without tumour progression at W24 and
‘W48 and their 95% CI will be calculated by the Kaplan-Meier method

» Pomt estimates and exact 95% Cls based on the Clopper-Pearson method will be
calculated for the following:
- CBE. at W48
- ORE. at W24 and W48
- DCE. at W24 and W48
» Descnptive statistics will be used to summanise:
- Change from baseline in NET-related clinical symptoms at W24 and W48
- Change from baseline i QoL assessment at evaluation points using the EORTC
QLQ-C30
- Change from baseline in CgA and other biomarker(s) in the circulation at W24
and W48,
944 Analysis of Exploratory Efficacy Endpoints
Descriptive statistics will be used to summanse the exploratory efficacy endpoints (see Table 2)
for participants continuing in the independent injection period:
» Proportion of participants prefernng independent injection over HCP injections at W72
» Participant-reported indirect costs (e.g. transport costs) at W48 and W72
. Participant-reported work productivity at W48 and W72
. The antitumour effect (assessed by imaging) at W72
. Change from baseline in NET-related symptoms control at W72 (if applicable)
» Change from baseline in CgA and other biomarkers in the circulation at W72
. Change from baseline in QoL at W72,
945 Safety Analyses

Adverse events reported by investigators using the NCI CTCAE classification (Version 5) will
be coded using MedDRA (latest version).

A Treatment Emergent Adverse Event (TEAE) 15 defined as any AE that occurs during the
active phase of the study 1f

. It was not present prior to receiving the first dose of study intervention, or

. It was present prior to recerving the first dose of study intervention but the mtensity
increased during the active phase of the study.

Summary incidence tables of all TEAEs will be provided by MedDEA system organ class and
preferred term. In addition, summary tables will be further presented by worst associated NCI
CTCAE Grade and relationship to study intervention. Listings of SAFEs and TEAEs leading to
withdrawal will be provided.

Summary statistics (mean, median, standard dewviation and range as appropmate) will be
presented for vital signs. ECG vanables and climical safety laboratory tests at each assessment,
with change from baseline. For laboratory data, abnormal values will be flagged m the data
histings and a list of climcally sigmficant abnormal values will be presented. Shaft tables will be
presented for the number and percentage of participants with low, normal or hugh values and
normal or abnormal results.
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Haematological and biochemical toxicities will be graded according to the NCI CTCAE
criteria, where available. The NCI CTCAE Grade 3 and 4 haematology and biochemistry
variables by participant and by cycle will be listed. For white blood cells, neutrophals, platelets
and haemoglobin, with associated Grade 3 or 4 toxicities, nadir and day to nadir wall be
calculated.

9.4.6 Subgroups Analyse(s)

Descriptive subgroup analyses of the primary efficacy vanable will be performed on the
pnmary tumour type.

Further details will be provided in the SAP.

9.5 Interim Analyses

No interim analyses are planned for this study. If an unplanned intenm analysis 15 deemed
necessary, the appropriate sponsor medical director, or designee, will be consulted to determine
whether it 1s necessary to amend the protocol.
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10 SUPPORTING DOCUMENTATION AND OPERATIONAL

CONSIDERATIONS
10.1 Appendix 1: Regulatory, Ethical, and Study Oversight Considerations

10.1.1 Regulatory and Ethical Considerations

. This study will be conducted in accordance with the protocol and with the following:

- Consensus ethical principles derived from intemational guidelines including the
Declaration of Helsinki and Council for Intemational Orgamsations of Medical
Sciences (CIOMS) Intemational Ethical Guidelines.

- Applicable International Council on Harmonisation (ICH) Good Clinical Practice
(GCP) Guidelines.

- Applicable laws and regulations.

. The protocol, protocol amendments, ICF and any participant recruatment materials,
Investigator’s Brochure, and other relevant documents (e.g. advertisements) must be
approved by the IRB/TEC before the study 15 initiated.

. Any amendments to the protocol will require IRB/IEC approval before implementation
of changes made to the study design. except for changes necessary to eliminate an
inmmediate hazard to study participants.

. Protocols and any substantial amendments to the protocol will require health authority
approval prior to imitiation except for changes necessary to eliminate an inwmediate
hazard to study participants.

. The mvestigator will be responsible for the following:

- Prowviding written summaries of the status of the study to the IRB/IEC annually or
more frequently in accordance with the requirements, policies, and procedures
established by the IRB/TEC.

- Notifying the IRB/IEC of SAEs or other sigmficant safety findings as required by
IRB/TEC procedures.

- Prowviding oversight of the conduct of the study at the study site and adherence to
applicable local regulations. ICH gmdelnes and the IRB/IEC
requirements/procedures.

10.1.2  Financial Disclosure

Investigators and sub-investigators will provide the sponsor with sufficient. accurate financial

mformation as requested to allow the sponsor to submit complete and accurate financial

certification or disclosure statements to the appropnate regulatory authorities. Investigators are
responsible for providing information on financial interests duning the course of the study and
for one year after completion of the study.

10.1.3  Informed Consent Process

. The ICF(s) and any participant recruitment materials must be mm compliance with ICH
GCP, local regulatory requirements, and legal requirements, including applicable privacy
laws and approved prior to use as described 1n Appendix 10.1.1.

. The mvestigator or lns/her anthonised representative will explain to the participant (or
their legally authorised representative) the nature and objectives of the study and possible
nisks associated with the participation. They will answer all questions regarding the
study.
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Participants (or their legally authorised representative, when applicable) mmst be
informed that their participation 1s voluntary.

The mnvestigator or his’her anthonised representative will obtain written mformed consent
from each participant (or their legally authonised representative, when applicable) before
any study-specific procedure 1s performed. The mvestigator will retain the onginal of
each participant’s signed ICF.

A copy of the signed ICF(s) must be provided to the participant (or their legally
authorised representative).

The medical record must include a statement that written informed consent was obtained
before the participant was enrolled in the study and the date the wrntten consent was
obtained. The authorised person obtaming the informed consent must also sign the ICF.

All participants will provide wntten informed consent for the main study penod prior to
screening procedures being performed. Participants continuing mto the independent
mjection period will be required to provide further wrntten informed consent for the
additional procedures before entening the mndependent injection penod.

If applicable, participants must be reconsented to the most current version of the ICF
during their participation in the study.

A participant who 1s rescreened is not required to sign another ICF if the rescreening
occurs within 4 weeks from the previous ICF signature date.

The ICF will contain a separate section that addresses the use of all data for optional
future research. These data may only be used for scientific health-related research to find
new ways to detect, treat, prevent or cure health problems. Participants will be told that
they are free to refuse to participate and may withdraw their consent at any time and for
any reason during the study. A specific consent will be requred to document a
participant’s agreement to allow any data to be used for future research.

A specific ICF for pregnant partner mmst be used before collecting details on the
pregnancy and its outcome (see Section 8.3.6).

10.1.4  Data Protection

Participants will be assigned a umique identifier by the sponsor. Any participant records
or datasets that are transferred to the sponsor will contain the identifier only; participant
names or any information which would make the participant identifiable will not be
transferred.

The participant must be informed that his/her personal study-related data will be used by
the sponsor in accordance with local data protection law. The level of disclosure must
also be explained to the participant who will be required to give consent for their data to
be used as described in the informed consent.

The participant must be informed that his/her medical records may be examined by the
sponsor’s auditors or other authorised personnel appointed by the sponsor, by appropniate
[RB/IEC members, and by imnspectors from regulatory authonities.

10.1.5  Conunittees Structure
Mot applicable. There will be no oversight commuttees 1n the study.

10.1.6 Dissemination of Clinical Study Data

The sponsor seeks to publish the results of its clinical tnials 1n biomedical joumals,
whatever the outcome. Clinical tnal results may also be presented at international
congresses as posters or oral presentations.
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Protocol and result summary will be made publicly available on the Umited States (US)
Clinical Tnals Registry (ClimicalTnals gov). The sponsor also provides climical trial
information to other national clinical tnal registries or databases according to local
requirements/legislation (chinadrugtnals org cn).

A clinical study report (CSE) will be prepared if at least one participant has signed
informed consent and received study intervention, regardless of whether the study is
completed or prematurely terminated. The CSR may be disclosed according to regulatory
requirements.

10.1.7  Data Quality Assurance

All participant data relating to the study will be recorded in a CRF unless transmitted to
the spomsor or designee electronically (e.g laboratory data). The mmvestigator 1s
responsible for venfymng that data entries are accurate and correct by physically or
electromcally sigming the CRF.

Guidance on completion of CRFs will be provided in CRF completion guidelines.

The investigator must permit study-related momtornng, audits, IRB/IEC review, and
regulatory authonity mspections, make all documents available for audit and inspection
and provide direct access to source data documents.

Quality tolerance limits (QTLs) will be pre-defined i the mntegrated oversight plan to
identify systematic issues that can mmpact participant safety and/or reliability of study
results. These pre-defined parameters will be monitored during the study and important
dewviations from the QTLs and remedial actions taken will be summansed in the CSE
Monttorning details describing strategy (e.g nisk-based mmtiatives in operations and
quality such as Risk Management and Mitigation Strategies and Analytical Risk-Based
Momitoring), methods, responsibilities and requirements. including handling of
noncompliance issues and monitoring techniques (central, remote, or on-site monitoning)
are provided in the Monitoring Plan

The sponsor or designee 1s responsible for the data management of this study including
quality checking of the data.

The sponsor assumes accountability for actions delegated to other individuals
(e.g. Contract Besearch Orgamisations).

Records and documents, including signed ICFs. pertaining to the conduct of this study
should be retamned by the imvestigator according to the ICH GCP gmdelines, local
regulations, or as specified in the study agreement, whichever 1s longer. No records may
be destroyed during the retention period without the written approval of the sponsor. No
records may be transferred to another location or party without written notification to the
Sponsor.

10.1.8 Source Documents

Source documents provide evidence for the existence of the participant and substantiate
the integrity of the data collected. Source documents are filed at the study site.

Data entered in the CRF or that are transcribed from source documents must be consistent
with the source documents or the discrepancies must be explained. The investigator may
need to request previous medical records or transfer records, depending on the study.
Also, current medical records must be available.
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» The mvestigator must maintain accurate documentation that supports the information
entered in the CRF. Source data must be attnbutable, legible, contemporaneous, original,
accurate and complete.

» Study monitors will perform ongoing source data venification to confirm that data entered
into the CRF by authonsed study site personnel are accurate, complete, and venifiable
from source documents; that the safety and nghts of participants are being protected; and
that the study 15 being conducted 1 accordance with the curmrently approved protocol and
any other study agreements, ICH GCP, and all applicable regulatory requirements.

10.1.9  Study and Site Start and Closure

10.1.9.1 First Act of Recruitment

The study start date 1s the date on which the clinical study will be open for recrmtment of

participants.

10.1.9.2 Study/Site Termination

The sponsor or designee reserves the night to close the study site or termunate the study at any

time for any reason at the sole discretion of the sponsor. Study sites will be closed upon study

completion A study site 15 considered closed when all required documents and study supplies
have been collected and a study-site closure visit has been performed.

The mnvestigator may mitiate study site closure at any time, provided there 1s reasonable cause

and sufficient notice 1s given 1 advance of the mntended termination.

Reasons for the early closure of a study site by the sponsor or investigator may include but are

not limited to:

. For study termination:

- Discontinuation of further study intervention development

. For site termination:

- Failure of the investigator to comply with the protocol, the requirements of the
IEB/IEC or local health authonties, the sponsor's procedures. or ICH GCP
gudelines

- Inadequate or no recruttment (evaluated after a reasonable amount of time) of
participants by the investigator

- Total number of participants included earlier than expected

If the study 15 prematurely termunated or suspended. the sponsor shall promptly inform the

mvestigators, the [RBs/TECs, the regulatory authonties, and any contract research

organisation(s) used in the study of the reason for termination or suspension, as specified by
the applicable regulatory requirements. The investigator shall promptly inform the participant
and should assure appropniate participant therapy and/or follow-up.

10.1.10 Publication Policy

. The results of this study may be published or presented at scientific meetings. If this 1s
foreseen, the mvestigator agrees to submut all manuscnpts or abstracts to the sponsor
before submission. This allows the sponsor to protect proprietary information and to
provide comments.

. The sponsor will comply wath the requirements for publication of study results. In
accordance with standard editonial and ethical practice, the sponsor will generally support
publication of multicentre studies only 1n their entirety and not as individual site data. In
this case, a coordinating investigator will be designated by mutual agreement.
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» Authorship will be determuned by mutual agreement and in line with International
Commuittee of Medical Joumal Editors authorship requirements.
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10.2 Appendix 2: Clinical Laboratory Safety Tests

» The tests detailed i Table 7 will be performed by the local laboratory according to the
timepoints in the SoA (Table 1).
. Protocol-specific requirements for inclusion or exclusion of participants are detailed n
Section 3.
. Additional tests may be performed at any time dunng the study as determined necessary
by the mvestigator or required by local regulations.
Table 7 Protocol-Required Clinical Safety Laboratory Tests

Test Parameters Assessed
Pregnancy testing Highly sensitive serum or urine hCG pregnancy test (as needed for women of
childbearing potential )[a]
Other screening tests FSH (as needed in women of non=childbearing potential only)
Haematology Red blood cell count, hemoglobin, hematocrit, platelet count, white blood cell

count, and differential white blood count (neutrophil, eosinophil basophil,
monocyte and [ymphocyte)

Biochemistry ILiver function[b]: [Total protein, albumin, total and direct bilirubin, ATP[c],
ALT. AST. GGT
Renal function: Blood urea nitrogen. creatinine
Pancreatic function: [Amylase, lipase
ILipid profile: DL cholesterol. HDL cholesterol, triglyceride
Electrolytes: Sodium. potassinm. chloride
Minerals: (Calcinm, inorganic phosphate,
IMiscellaneous: [Fasting slucose[d], HbAlc, lactate dehydrogenase
Endocrinology [FT3, FT4, TSH, and prolactin
Coaguplation aPTT, PT, INR
Uninalysis[e] [Proteu:l_ glucose, urobilinogen and occult blood

Abbreviations: Al P=alkaline phosphatase; AlT=alamine aminotransferase; aPTT=activated partial

thromboplastin  time; AST=aspartate aminotransferase; GGT=gamma glutamyl transferase; FSH=follicle

stimulating hormone; FT3=free triodothyromine; FT4=free thyroxine; HbAlc=glycated haemoglobin;

hCG=human chorionic gonadotropin; HDI=high density lipoprotein; INF=international normalised ratio;

IRB/IEC=institutional review boardindependent ethics committee LDI=low density lipoprotein;

PT=prothrombin time; TSH=thyroid stimulating hormone; ULN=upper limit of normal

a  Urne testing will be standard for the protocol unless serum testing is required by local regulation or IRB/TEC

b Details of liver chemistry stopping criteria and required actions and follow-up are given in Section 7.1.1 and

Appendix 5. All events of ALT or AST >3=ULN and total bilirobin >2>=ULN (=35% direct bilirubin) or AT T

or AST 23=ULN and INR =1.5, (if INR measured) which may indicate severe liver injury (possible Hy's

Law), must be reported to sponsor in an expedited manner

If alkaline phosphatase is elevated, consider fractionating

The participant nmst not have eaten any food for at least 6 hours prior to blood sample being taleen

e  Local wine dipstick testing will be standard for the protocol unless serum testing is required by local
regulation or the IRB/TEC.

Investigators must document their review of each climical safety laboratory report.

B
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10.3 Appendix 3: AEs and SAEs: Definitions and Procedures for Recording,
Evaluating, Follow-up, and Reporting

10.3.1  Definition of AE

AE Definition

. An AE 1s any untoward medical occurrence n a clinical study participant, temporally
associated with the use of study intervention, whether or not considered related to the
study intervention.

. NOTE: An AE can therefore be any unfavourable and unintended sign (including an
abnormal laboratory finding), symptom, or disease (new or exacerbated) temporally
associated with the use of study intervention.

Events Meeting the AE Definition

. Any abnormal laboratory test results (haematology, clinical chemistry, or urinalysis)
or other safety assessments (e.g. ECG, radiological scans, vital signs measurements),
including those that worsen from baseline, considered clinically significant in the
medical and scientific judgment of the mvestigator (1.e. not related to progression of

underlying disease).

. Exacerbation of a chronic or intermittent pre-existing condition mcluding either an
increase in frequency and/or ntensity of the condition.

. New condition detected or diagnosed after study intervention administration even

though it may have been present before the start of the study.

. Signs, symptoms, or the clinical sequelae of a suspected ntervention-mtervention
interaction.

. Signs, symptoms, or the clinical sequelae of a suspected overdose of either study
mtervention or a concomitant medication. Overdose per se will not be reported as an
AE/SAE unless it is an intentional overdose taken with possible suicidal/self-harming
intent. Such overdoses should be reported regardless of sequelae.

. “Lack of efficacy” or “failure of expected pharmacological action™ per se will not be
reported as an AE or SAE. Such instances will be captured in the efficacy assessments.

However, the signs, symptoms, and/or clinical sequelae resulting from lack of efficacy
will be reported as AE or SAE 1f they fulfil the defimtion of an AE or SAE.

Events NOT Meeting the AE Definition

. Any clinically significant abnormal laboratory findings or other abnormal safety
assessments which are associated with the underlying disease, unless judged by the
investigator to be more severe than expected for the participant’s condition.

. The disease/disorder being studied or expected progression, signs or symptoms of the
disease/disorder being studied, unless more severe than expected for the participant’s

condition.

. Medical or surgical procedure (e.g. endoscopy, appendectomy): the condition that
leads to the procedure 1s the AE.

. Situations in which an untoward medical occurrence did not occur (social and/or

convenience admission to a hospaital).

. Anticipated day-to-day fluctuations of pre-existing disease(s) or condition(s) present
or detected at the start of the study that do not worsen.
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10.3.2  Definition of SAE

An SAE is defined as any serious adverse event that, at any dose:

a. Results in death

b. Is life-threatening

The term 'life-threatening' in the definition of 'serious' refers to an event in which the
participant was at risk of death at the time of the event. It does not refer to an event, which
hypothetically mmught have caused death, 1f 1t were more severe.

¢. Requires inpatient hospitalisation or prolongation of existing hospitalisation

In general, hospitalisation signifies that the participant has been admitted (usually involving
at least an overnight stay) at the hospital or emergency ward for observation and/or treatment
that would not have been appropriate i the physician’s office or outpatient setting.
Complications that occur during hospitalisation are AEs. If a complication prolongs
hospitalisation or fulfils any other serious criteria, the event is serious. When in doubt as to
whether “hospitalisation™ occurred or was necessary. the AE should be considered serious.

Hospitalisation for elective treatment of a pre-existing condition that did not worsen from
baseline is not considered an AE.

d. Results in persistent or significant disability/incapacity

The term disability means a substantial disruption of a person’s ability to conduct normal life
functions.

This defimition is not intended to include experiences of relatively minor medical significance
such as uncomplicated headache, nausea, vomuting, diarthoea, mfluenza and accidental
trauma (e.g. spramned ankle) which may interfere with or prevent everyday life functions but
do not constitute a substantial disruption.

e. Is a congenital anomaly/birth defect

f. Other situations:

Medical or scientific judgment should be exercised by the investigator in deciding whether
SAE reporting is appropriate in other situations such as significant medical events that may
jeopardise the participant or may require medical or surgical intervention to prevent one of
the other outcomes listed in the above definition. These events should usually be considered
SErious.

Examples of such events include mvasive or malignant cancers, intensive treatment for
allergic bronchospasm, blood dyscrasias, convulsions or development of intervention
dependency or intervention abuse.

A suspected or confirmed coronavirus COVID-19 (SARS-CoV-2) infection must be

reported as serious (seriousness criteria should be “other medically significant” if no other
seriousness criteria are present (e.g. hospitalisation)).
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10.3.3  Recording and Follow-Up of AE and/or SAE

9

AE and SAE Recording

When an AE/SAE occurs, it is the responsibility of the investigator to review all
documentation (e.g. hospital progress notes, laboratory reports, and diagmostics
reports) related to the event.

The nvestigator will then record all relevant AE/SAE information.

It 1s not acceptable for the investigator to send photocopies of the participant’s medical
records to the sponsor in lieu of completion of the requared forms.

There may be mstances when copies of medical records for certain cases are requested
by the sponsor. In this case, all participant identifiers, with the exception of the
participant number, will be redacted on the copies of the medical records before
subimission to the sponsor.

The investigator will attempt to establish a diagnosis of the event based on signs,

symptoms, and/or other clinical information. Whenever possible, the diagnosis (not
the mdividual signs/symptoms) will be documented as the AE/SAE.

Assessment of Intensity

The mmvestigator will make an assessment of mtensity for each AE and SAE reported during
the study using the NCI CTCAE Version 5 [NCI CTCAE 2017] grading system.

An event is defined as ‘serious’ when it meets at least one of the predefined outcomes as
described in the definition of an SAE, NOT when it 1s rated as severe.

Assessment of Causality

The investigator is obligated to assess the relationship between study intervention and
each occwrrence of each AE/SAE.

A “reasonable possibility” of a relationship conveys that there are facts, evidence,
and/or arguments to suggest a causal relationship, rather than a relationship cannot be
ruled out.

The investigator will use clinical judgment to determine the relationship.

Altemative causes, such as underlying disease(s). concomitant therapy, and other nisk
factors, as well as the temporal relationship of the event to study intervention
admmstration will be considered and mvestigated.

The investigator will also consult the Investigator’s Brochure and/or Product
Information, for marketed products, in his/her assessment.

For each AE/SAE, the investigator must document in the medical notes that he/she
has reviewed the AE/SAE and has provided an assessment of causality.

There may be situations in which an SAE has occwred, and the nvestigator has
minimal information to nclude in the imtial report to the sponsor. However. it 1s very
important that the investigator always makes an assessment of causality for every event
before the imitial transmussion of the SAE data to the sponsor.

The mvestigator may change his'her opmion of causality i lhight of follow-up
information and send an SAE follow-up report with the updated causality assessment.
The causality assessment is one of the criteria used when determining regulatory
reporting requirements.
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Follow-up of AEs and SAEs

The mvestigator 1s obligated to perform or arrange for the conduct of supplemental
measurements and/or evaluations as medically indicated or as requested by the sponsor
to elucidate the nature and/or causality of the AE or SAE as fully as possible. This may
include additional laboratory tests or investigations, histopathological examinations,
or consultation with other HCPs.

If a participant dies during participation in the study or during a recognised follow-up
period, the mvestigator will provide the sponsor with a copy of any postmortem
findings including histopathology.

New or updated information will be recorded in the CRF.

The investigator will submit any updated SAE data to the sponsor within 24 hours of
receipt of the information.

10.3.4  Reporting of SAEs

SAE Reporting to the sponsor via paper

The study site will use the paper SAE data collection tool to report the event within 24
hours of awareness of the event.

The study site will email the SAE form or fax the cover sheet and SAE form to the
sponsor. The same will apply to any SAE follow up form.

Contacts for SAE reporting can be found on the SAE form and the cover sheet.
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10.4 Appendix 4: Contraceptive and Barrier Guidance
The following gmidance 1s adapted from the Clinical Trials Facilitation Group [CTFG 2014].

10.4.1 Definitions

Women in the following categones are considered WOCBP (fertile):

(1) Following menarche

(2) From the time of menarche until becoming postmenopausal unless permanently sterile

(see below)
. A postmenopausal state 1s defined as no menses for 12 months without an
alternative medical cause:

- A high FSH level in the postmenopausal range may be used to confirm a
postmenopausal state in women not using hormonal contraception or
hormonal replacement therapy (HRT). However, mn the absence of
12 months of amenorthea, confirmation with more than one FSH
measurement [insert threshold if required (=40 IU/L or mIU/mL)) or remove
to allow for flexibility with different local thresholds for defining
postmenopansal state] 15 required.

- Females on HRT and whose menopausal status 1s in doubt will be required
to use one of the nonoestrogen hormonal highly effective contraception
methods if they wish to continue their HRT durnng the study. Otherwise,
they must discontinue HRT to allow confirmation of postmenopausal status
before study enrolment.

. Permanent sterilisation methods (for the purpose of this study) mclude:

- Documented hysterectomy.

- Documented bilateral salpingectomy.

- Documented bilateral cophorectomy.

- For individuals with permanent infertility due to an alternate medical cause
other than the above, (e.g. Mullenan agenesis. androgen insensitivity,
gonadal dysgenesis), mvestigator discretion should be applied to determine
eligibility for study entry.

Note: Documentation can come from the site personnel’s review of the

participant’s medical records, medical examination, or medical history interview.

. If fertility 1s unclear (e.g. amenorrhea in adolescents or athletes) and a menstrual

cycle cannot be confirmed before first dose of study intervention, additional
evaluation should be considered.
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10.4.2  Contraception Guidance

CONTRACEFPTIVES[a] ALLOWED DURING THE STUDY INCLUDE:

Highly Effective Methods[b] That Have Low User Dependency Failure rafe of <1% per year when

used consistently and correctly.

+  Implantable progestogen-only hormone contraception associated with inhibition of ovulation[b]

+  Intranterine device

+  Intrauterine hormone-releasing system[b]

+  Bilateral tubal occlusion

+  Arpospermic partner (vasectomized or due to a medical cause)
Azoespermia is a highly effective contraceptive method provided that the partner is the sole sexual
partner of the WOCBF and the absence af sperm has been confirmed. If not, an additional highly
effective method of confraception should be used. Spermatogenesis cycle is approximately 90 days.

Note: documentation of azoospermia for a male participant can come from the site personnel’s review
of the participant’s medical records, medical examination, or medical history interview. )

Highly Effective Methods[b] That Are User Dependent Failure rafe of <1% per year when used
consistently and correctly.
*  Combined (cestrogen- and progestogen-containing) hormonal contraception associated with
inhibition of ovulation[c]
- Oral
- Intravaginal
- Transdermal
- Injectable
*  Progestogen-only hormone contraception associated with inhibition of ovolation[c]
- Oral
- Injectable
+  Sexnal abstinence
Sexual abstinence is considered a highly effective method only if defined as refraining from
heterasexual intercourse during the entive period of visk associated with the study intervention. The

reliability of sexual abstinence needs to be evaluated in relation to the duration of the study and the
preferved and usual lifestyle of the participant.

Effective Methods[d] That Are Not Considered Highly Effective Failure rate of =1% per year when
used consistently and correctly.

+  Progestogen-only oral hormonal contraception where inhibition of ovulation is not the primary mode
of action
+  Male or female condom with or without spermicide
*  Cervical cap, diaphragm or sponge with spermicide
* A combination of male condom with either cervical cap, diaphragm or sponge with spermicide
(double-bamrier methods)[e]
Abbreviations: CTFG=Clinical Trials Facilitation Group
a Contraceptive nse by men or women should be consistent with local regulations regarding the use
of contraceptive methods for those participating in clinical studies
b Failure rate of <1% per year when used consistently and correctly. Typical use failure rates differ
from those when used consistently and correctly
c Male condoms must be used in addition to hormonal contraception. If locally required, in
accordance with CTFG gumidelines, acceptable contraceptive methods are limited to those which
inhibit ovulation as the primary mode of action
d Considered effective, but not highly effective - failure rate of =1% per year, Periodic abstinence
(calendar, symptothermal postovulation methods), withdrawal (coitns interruptus), spermicides
only, and lactational amenorrhea method are not acceptable methods of contraception
e Male condom and female condom should not be used together (due to risk of failure from friction)
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10.5 Appendix 5: Liver Safety: Suggested Actions, Follow-up Assessments and Study
Intervention Rechallenge Guidelines

10.5.1 Stopping Criteria and Follow-up Assessments

Liver chenmstry stopping critenia are designed to assure participant safety and to evaluate liver
event actiology. The stopping criteria, actions and follow-up assessments to be performed are
shown in Table 8.

Table 8 Liver Chemistry Stopping Criteria and Follow-up Assessments

Liver Chemistry Stopping Criteria

ALT or AST-absolute | AT T or AST =8>xULN

ALT or AST-increase | ALT or AST =5%ULN but <8%ULN persists for =2 weeks
ALT or AST =3%ULN but <5*ULN persists for =4 weeks

Bilirubin[a], [b] ALT or AST 23%ULN and total bilimubin =2*TULN (>=35% direct bilirubin)
INR? ALT or AST 23%XULN and INR >1.5
Cannot Monitor ALT or AST =5%ULN but <8%ULN and cannot be monitored weekly for =2 weeks

ALT or AST 23x<ULN but <5xULN and cannot be monitored weekly for >4 weeks

Symptomatic[c] ALT or AST 23%ULN associated with symptoms (new or worsening) believed to
be related to liver injury or hypersensitivity

Suggested Actions, Monitoring, and Follow up Assessments

Actions Follow Up Assessments
. Immediately discontinue study intervention. +  Viral hepatitis serology[d]
. Complete SAE CRF as a medically important . Obtain serum CPK. LDH, GGT and GLDH,
event[b] and sernm albumin
*  Report the event to the sponsor within 24 hours

. Fractionate bilirubin, if total bilimubin
*  Perform follow-up assessments as described in SI%TLN
the Follow up Assessment column
*  Monitor the participant until liver chemistry test
abnormalities resolve, stabilise, or return to

+  Obtain complete blood count with differential
to assess eosinophilia

baseline *  Record the appearance or worsening of
MONITORING: clinical symptoms of liver injury, or
EALT ~ 3 LN e 1 hypersensitivity
22=ULN or INR >1.5: +  Record use of concomitant medications
- Repeat liver chemistry tests (include ALP, ALT, (including acetaminophen. herbal remedies,
AST, total bilirubin and INR) and perform liver recreational drugs, and other over-the-counter
event follow-op assessments within 24 hours medications)
. Monitor participant twice weelly until liver . Record alcohol use
chemistry test abnormalities resolve, stabilise, or
retum to baseline IfALT or AST >3« ULN AND total bilirubin

22 5TULN or INR >1.5 obtain the following in

addition to the assessments listed above

[EASL 2019]:

+  Anti-nuclear antibody, anti-smooth mmscle
antibody, Type 1 anti-liver kidney microsomal

* A specialist or hepatology consultation is
recommended
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L]

L]

If ALT or ASTE3xTULN AND total bilirubin antibodies, and quantitative total IgG or gamma
=IxULN and INR <1.5:

RESTART/RECHALLENGE:

globulins
*  Sernm acetaminophen adduct assay, when

Repeat liver chemistry tests (include ATP, AIT, available, to assess potential acetaminopl

AST, total bilirubin and INE) and perform liver

chemistry follow-up assessments within 24 to contribution to liver injury in participants with
72 hours definite or likely acetaminophen use in the
Monitor participants weekly until liver chenvistry preceding week [James 2009]

abnormalities resclve, stabilises, or return to * Liver imaging (ultrasound, magnetic resonance
baseline or CT) to evaluate liver disease

+  Liver biopsy may be considered and discussed

o ) with local specialist if available, for instance:
Do not restart/rechallenge participant with study

intervention unless allowed per protocol and - In PmPMS Wl?fﬂ serology f_ﬂ-_iSES the
sponsor approval is granted poszibility of antoimomme hepatitiz
If restart/rechallenge not allowed per protocol - Inparticipants when suspected drug
or not granted, permanently discontinue study induced liver injury progresses or fails to
intervention and continue participant in the study resolve on withdrawal of study
for any protocol specified follow up assessments intervention

- Inparticipants with acute or chronic

atypical presentation

Abbreviations: AT P=alkaline phosphatase; ATl T=alanine aminotransferase; AST=aspartate amunofransferase;
CPE=creatine phosphokinase; CRF=case report form; CT=computed tomography; DN A=deoxyribomcleic
acid; GGT=gamma glutamyl transferase; GLDH=glutamate dehydrogenase; HBcAb=hepatitis B core antibody;
HBsApg=hepatitis B surface antigen; [gG=immmunoglobulin G; [gM=immmnoglobulin M; INR=international
normalised ratio; LDH=lactate dehydrogenase; RNA=ribomucleic acid; SAF=serious adverse event;
ULN=upper limit of normal

a

=

Serum bilirubin fractionation should be performed if testing is available. If serum bilirubin fractionation
15 not immediately available, discontinue study intervention if ALT or AST 23=ULN and total bilirnbin
22=ULN. Additionally, if serum bilimbin fractionation testing is unavailable, record the
absence/presence of detectable urinary bilirubin on dipstick which is indicative of direct bilirnbin
elevations suggesting liver injury

All events of ALT or AST 23=ULN and total bilirubin >2=ULN (=35% direct bilirubin) or ALT or AST
23xULN and INE >1.5 may indicate severe liver injury (possible ‘Hy’s Law") (excluding studies of
hepatic impairment or cirrhosis). The INR stated threshold value will not apply to participants receiving
anticoagulants.

New or worsening symptoms believed to be related to liver injury (such as fatigne, nansea, vomiting, right
upper gquadrant pain or tendemess, or jaundice) or hypersensitivity (such as fever, rash or eosinophilia).

d Inclodes: Hepatitis A IgM antibody; HBsAg and HBcAb; hepatitis C RNA; cytomegalovimus IgM antibody;

Epstein-Barr wiral capsid antigen IgM antibody (or if unavailable, heterophile antibody or monospot
testing); and hepatitis E IgM antibody. In those with underlying chronic hepatitis B at study entry
(identified by positive HBsAg) quantitative hepatitis B DNA and hepatitis delta antibody If hepatitis delta
antibody assay camnot be performed, it can be replaced with a polymerase chain reaction of hepatitis D
ENA virus (where needed) [Le Gal 2005]
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10.5.2  Criteria for Increased Mounitoring with Ongoing Study Intervention
Cnteria requinng increased monitoring, are shown i Table 9. Study mntervention may be
continued.

Table 9 Liver Chemistry Increased Monitoring Criteria with Continued Study Intervention

Criteria Actions

AIT or AST 25=ULN and <BxULN and . Notify the sponsor within 24 hours of learning of the

total bilirubin <2xULN or INR<1.5 without abnormality to discuss participant safety
symptoms believed to be related to liver Participant can continue study intervention.
injury or hypersensitivity, and who can be . Participant mmst retorn weekly for repeat liver
monitored weekly for 2 weeks. chemistry tests (ALP, ALT, AST, total bilimibin) wntil
OR the abmormalities resolve, stabilize, or return to
bazeline.

ALT or AST23%ULN and <5*ULN and . If at any time, the participant meets liver chemistry
total bilimobin <2=ULN or INE=<1.5 without StDP]IIII-I:IE Eﬂ-tEﬂ.!_ ]IOCBEd az described in Table 8
?3'_""1’“"“;“"': ' Ed.::' be 'Ela:d : 1;"'“ o | If ALT or AST decreases from ALT or AST25xULN
"’*‘g ot d}'l’:eﬂ”m; Tf"’ and which can and <8xULN to >3%ULN but <5xULN, continue to
monitored weekly for 4 weeks. itor liver <tries Ky

. If, after 4 weeks of monitoring, ALT or AST<3=xTULN

and total bilimbin <2=UJLN, monitor participants
twice monthly until liver chemistry tests resolve,
stabilise, or retum to baseline

Abbreviations: Abbreviations: Al P=alkaline phosphatase; Al T=alanine aminotransferase; AST=aspartate
aminotransferase; INRE=international normalised ratio; ULN=upper limit of normal
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10.6 Appendix 6: Work Productivity and Activity/General Health Quality of Life
Questionnaires

Work Productivity and Activity Impairment Questionnaire:
General Health V2.0 (WPAIL:GH)

The following questions ask about the effect of your health problems on your ability to work
and perform regular activities. By health problems we mean any physical or emotional problem
or symptom. Please fill in the blanks or circle a number, as indicated.

1. Are you currently employed (working for pay)? NO YES
If NO, check “NO" and skip to question 6.
The next questions are about the past seven days. not including today.

2. Dunng the past seven days, how many hours did you miss from work because of your
health problems? Include hours you missed on sick days, times you went in late, left early,
efc., because of vour health problems. Do not include time you missed to participate in this
stucy.

HOUES

3. Dunng the past seven days, how many hours did you nuss from work because of any other
reason, such as vacation, holidays. time off to participate 1 this study?
HOURS

4. Dunng the past seven days, how many hours did you actually work?
HOURS ¢If “0", skip to question 6.)

3. Dunng the past seven days, how much did your health problems affect your productivity
while you were working?

Think about days you were limited in the amount or kind of work you could do, days you
accomplished less than you would like, or days you could not do your work as carefully as
usual. If health problems affected yvour work only a little, choose a low number. Choose a
high number if health problems affected your work a great deal.

Consider only how much health problems affected
productivity while vou were working.

Health problems Health problems

had no effect on completely

my work 01 2 3 4 5 6 7 8 9 10 preventedme
from working
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6. Dunng the past seven days, how much did your health problems affect your ability to do
your regular daily activities, other than work at a job?

By regular activities, we mean the usual activities you do, such as work around the house,
shopping, childcare, exercising, studying, etc. Think about times you were limited in the
amount or kind af activities you could do and times you accomplished less than you would
like. If health problems affected your activities only a little, choose a low number. Choose
a high number if health problems affected your activities a great deal.

Consider only how much health problems affected vour abality
to do your regular daily activities, other than work at a job.

Health problems Health problems

had no effect on completely

my daily 01 2 3 4 5 6 7 8 9 10 preventedme

activities from doing my
daily activities

CIRCLE A NUMBER
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EORTC QLQ-C30 (version 3)

We are interested m some things about vou and your health. Flease answer all of the questions vourself by cocling the
pumber that best applies to you There are no “night”™ or "wrong” answers. The mformation that vou provade will

Please fill m vour matials: Lilil
Your birthdate (Day. Moath, Year): Lo b o bl
Today's date (Day, Month, Year): 1 Lot s b ol

1. Do you have any trouble domng stremmous actiates,
bke canrving a beavy shopping bag or a2 sutcase”

3. Do vou have amy trouble taking 3 Jong walk?
3. Do vou have amy trouble taking 3 thort walk cutsids of the house”
4. Do you need to stay in bed or a chair during the day?
5. Do you need help with eating, dressing,
yourself or unmg the touet?

During the past weel: Notat A Quite Very
Al Lile aBit Aluch

6. Were you houted in

A or other

1 ] 3 4
-8 1 2 3 4

1 2 3 4
10. 1 2 3 4
1L 1 2 | 4
12 1 2 3 4
13. 1 2 3 4
14 1 2 3 4
15 1 2 3 4
16. 1 2 3 4

D-CN-51030-411

PAGE 01/90
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During the past week: Notat A Quite Very
All Little aBit MAuch
17. Have you had diarthea” 1 2 3 4
18. Were you tued? 1 F | 3 4

19. Did pam merfere with your daly actianes?

20. Have you had difficulty in concentrating on things,
like reading a newspaper or watching televizion”

21
n
.
4

that

30. How your overall guality of life dunng the past week?
1 2 3 4 5 6 7

Very poor Excellent

& Copmight 1999 EORTC Qualicy of Lih Gromp. All ighs reserved. Vemicn 3.0
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10.7 Appendix 7: Impact of Treatment Administration Setting on Costs
This section of the survey will ask you questions about the costs, including travel time and
personal time, associated with your lanreotide Autogel® treatment at home and in hospital.

Thinking about hospital visits you attended to receive your lanreotide Autogel® injection in
hospital, prior to switching to the independent injection:
(at visit W48)

1. If you normally travelled to the hospital, how many kilometers did you travel one-way
from your house to the hospital? Please write the estimated number of kilometers as below. If
you do not know the exact mumber kilometers, please provide your best estimate.

____ (Estimated kilometers)

2. When you visited the hospital to receive your lanreotide Autogel® injection. how did
you normally travel? Please select the option that best descnbes how you normally travelled
from your home to the hospital If you nommally used more than one form of transport, please
select the form of transport used for the main (longest in terms of distance) part of your journey.

Car (by myself)

Car (accompanied by someone else)
Train

Bus

Taxi

Walking

Bicycle

Other

Fm s a0 o

3. If you used public transport, and were accompamed by a friend or family member, how
much did they spend on the cost of their journey? Please wnite the estimated cost as below. Put
zero if you did not normally pay a fare.

Total cost of return fare (CNY) _ (Yuan)

4 If you normally travelled to the hospital or clinic by public transport (i.e. bus or train),
what was the approximate cost of the journey (there and back)? Please write the estimated cost
as below. Put zero 1f you did not normally pay a fare.

Total cost of return fare (CNY) _ (Yuan)

3. If you normally travelled to the hospital or clinic by tax1 what was the approximate cost
of the journey (there and back)? Please wnte the estimated cost i the box below. Put zero if
you did not normally pay a fare.
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Total cost of return fare (CNY) _ (Yuan)

6. If you normally travelled to the hospital by car and had to pay parking and/or toll fees,
how much did these fees amount to? Please wnte the estimated cost in the box below. Put zero
if you did not normally pay a fee.

Parking/toll fees (CNY) ___ (Yuan)

7. When vou wvisited the hospatal to recerve your lanreotide Autngelﬁ mjection, how long
did 1t normally take one-way to travel there from your home? Please wnte the approximate
mmber of hours and/or minutes as below.

_ - (Hrs-Mins)

8. When you visited the hospital to receive your lanreotide Autogel® injection. how long
did you normally spend there? Please wnte the approximate number of hours and/or minutes as
below.

_ - (Hrs-Mins)

9. ‘What would you have normally been doing as your usual daily activities 1f you had not
gone to the hospital to receive your lanreotide Autogel® injection? Please select the option that
best describes what you would normally be doing as your main activity.

Housework

Childcare

Leisure activities

Attending school/umiversity
Paid work

Volunteering

On sick leave

Seeking work

Other

Fm s pan o

-

Thinking about Impact of switch in administration setting on main daily activities:

(at visit W72)

10.  How much has your ability to do your usual daily activities changed since switching
from hospital to the independent administration of lanreotide Autogel®?

a Overall ability to do my main activity has improved
b. Overall ability to do my main activity has not changed
c. Overall ability to do my main activity has worsened
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10.8 Appendix 8: The Impact of Switch in Administration Setting on Overall Ability
to Work

Question: (at visit W72)
Thinking about vour overall experience of switch in lanreotide Autogel® injection
administration setting:
(2) Do you think switching from hospital to independent admmmstration of lanreotide
Autogel® injection has had a positive or negative effect on your overall ability to work?
(d) Positive effect
(e) No effect
(f) Negative effect
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10.9 Appendix 9: Eastern Cooperative Oncology Group (ECOG) Performance Status
Table 10 Eastern Cooperative Oncology Group (ECOG) Performance Status

Grade Description

0 Fully active. able to carry on all pre-disease performance without restriction

1 Restricted in physically strenuous activity but ambulatory and able to carry out work of a
lizght or sedentary nature, e.g_, light house work, office work

2 Ambulatory and capable of all selfcare but unable to carry out any work activities. Up and
about more than 50% of waking hours

3 Capable of only imited self-care. confined to bed or chair more than 50% of waking hours

4 Completely disabled. Cannot carry on any self-care. Totally confined to bed or chair

5 Dead

As published by [Oken 1982]. Eastern Cooperative Oncology Group.
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