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Clinical Studies

1.

Advanced Stage Lung Cancer

1.1 Maintenance vaccine, stage IlIA-1IV NSCLC : RACO

1.2 Firstline, , stage llIB-1IV NSCLC : FLAURA 1

1.3 First line, EGFR vaccine, stage IV NSCLC: BV-NSCLC-002

First line, Metastatic Gastric Cancer
2.1 HER2 +ve: JACOB

Prevention of Chemotherapy-Induced Nausea and Vomiting
3.1 Highly emetogenic chemotherapy: NETU-12-07

Advanced Solid Tumors : SBG
Second line, Recurrent/Metastatic head and neck squamous cell carcinoma
5.1 CBKM120H2201

5.2 BI11200.161

Second line Esophageal cancer
6.1 ESCC_BKM120

Locally Advanced or Metastatic Breast Cancer
7.1 Firstline, HER2 +ve: MYLAN

Stage IlIC-1V, Acral Lentiginous or cutaneous melanoma
8.1 Acral Lentiginous or cutaneous
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1. Advanced Stage Lung Cancer

1.1 Maintenance vaccine, stage IlIA-IV NSCLC : RACO

'z';al'ns\ln'ls(Eng): A prospective, randomized, multicenter, open-label,
Phase Ill Study of active specific immunotherapy with Racotumomab plus
best supportive treatment versus best supportive treatment in patients with
advanced non-small cell lung cancer

'z'sfa[ns\lms(lna): msﬁnmﬁﬁas:u:ﬁ' 3 lunanganiuu nuuguluvnunkin IWniwe
SogvevensilAnIuiLy ReaNNONENS:AUNTANAUSENTUWI:IN:AISOUAUNS
snumuuls=AuUs:neunAngn  IUSeuIRBuuNISSNYIUUUS:AUUS:ABINANER
TugdoslsAu=Sudonstnnlulgisadvuinians:g:-anauy

Status: UnSuyJosninsoulnssnistuinousuonau 2558

Target

Total screened

Randomized subject (%)

Screening failure (%)

10

7

6 (85.71)

1(14.29)

ﬂ":'l‘l] Recruitment rate 52911 2558 TAS9N19 RACO

12

RACOTUMOMAB

—4—Target

—i— Actual ([cumulative)

10 ¥

No. of randomized subject

L= L .

}:':r
SO

A

¥
o

‘t:b

B N IR

Py My
P ot ¥ % ] . il
?.Q ‘3\‘3 \.\} \,\} ‘?‘\5 (:Q-Q 0{“' "%"0 Q?J
Recruitment time

nuU : www.clinicaltrial.gov
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1.2 First line, stage 1lIB-1V NSCLC: FLAURA 1

'z';al'ns\ln'ls(Eng): A Phase lll, Double-Blind, Randomised Study to Assess the
Efficacy and Safety of AZD9291 versus a Standard of Care Epidermal Growth
Factor Receptor Tyrosine Kinase Inhibitor as First-Line Treatment in Patients
with Epidermal Growth Factor Receptor Mutation Positive, Locally Advanced
or Metastatic Non-Small Cell Lung Cancer

Bolasunis(Ing): Msddus=o:N 3 nuuduia:UntUaveyanvaoute 1WeoUs:ITu
UszansSwana=nonudaonnevavlulana AzZD9291 1USuuingunu  Epidermal
Growth Factor Receptor Tyrosine Kinase Inhibitor nigidugavuiunsniazidu

unsgrunisaiasnugUosu:iSalenstnnlulmlursadidniinisanaiundo
IWSNS:18IaWNNIIa:WUNISWIIKaTVoudu Epidermal Growth Factor Receptor

Status: n1aviunsugdouninsoulnsunns

KUNBIKR : TN1siwuguougUosidnune9n 10 s1e 10U 20 s1e TulRounannu 2558

Target | Total screened | Randomized subject (%) Screening failure (%)

20 29 11 (37.93) 18 (62.07)

d51 Recruitment rate 15¢911l 2558 1A59n15 FLAURA1

—i—target

FLAURA1

—@—actual (cumulative)
25

20 4 4

15

10

MNo. of randomized subject

May-15 Jun-15 Jul-15 Aug-15 Sep-15 Oct-15 MNov-15 Dec-15

Recruitment time

AU : www.clinicaltrial.gov
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1.3 Firstline, EGFRvaccine, stage lVNSCLC: BV-NSCLC-002

't'ia[ns\ln'ls(Eng): A phase lll, open-label, multicenter, randomized trial to
establish safety and efficacy of an EGFR cancer vaccine in inoperable, stage
IV biomarker positive, wild type EGFR NSCLC patient eligible to receive
standard treatment and supportive care

golasunas(ne): n1sd9ulus:o:N 3 nuudunidniweioyanissnul ANIUUNIS

lurAugdVernanuIry

IWow921sturAdIuUaannua:us:answavoudnsdulounu

u=1SRIduloWInosualnssIWAINGS (EGFR) TuquamUuu |s\1UomuumIU'[6|z5aa
vuqman (NSCLO) '[umosuveu|owmasuoa[nssuvx/n|mes (EGFR) awwusmmu
AUWaUINAMIUIETEONWS:u:A 4 Baluaunsnuanlsina: UAtuauUmninu:zau Tu
N1sSuNIsSnuuInsguia:naspialuuds:Auds:=nog

Status: n1audasugidoaninsoulasinis

Target Total screened Randomized subject Screening failure
(%) (%)
10 1 0 (0) 0 (100)

d91 Recruitment rate U5z 4911] 2558 TAS9N1S BV-NscLc-002

No.of randomize subject
(%3]

BV-NSCLC-002

—— target

—m— actual {cumulative)

L T L
Aug-15 Sep-15

T i T L
Oct-15 MNov-15

Recruitmenttime

NUA : www.clinicaltrial.gov
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2. First line, Metastatic Gastric Cancer
2.1 HER2 + ve: JACOB

'z';al'ns\ln"ls(Eng): A Double-blind, placebo-controlled, randomized,
multicenter phase lll study evaluating the efficacy and safety of Pertuzumab
in combination with Trastuzumab and chemotherapy in patients with HER2-
positive metastatic gastroesophageal junction and gastric cancer

iia[nsams(lna) nsAnuIs:e:A 3 Iunawamuuuuuaqunsqumssnmnu
dodnv ﬂounumosmhaemwaUs Iduds:answana: nmudaamnaveumlwan
25||UU|uoThsounum nshangiuuna:zennduioalugJoslsnuziSuns:iw: 9IS
nazy: |s\1nom|zseus KHONWNS:IWI:9INSIIAzHADADINISSUIIWSNS: manumen
1Juuon

Status: UnSugUouninsoulnsunisiuinou mannu 2558

Target Total screened | Randomized subject (%) Screening failure
(%)
4 19 1(5.26) 18 (94.74)

d91 Recruitment rate 52911l 2558 TA59N15 JACOB

JACOB —+— Target

—m— Actual ([cumulative)
4.5

3.5

2.5

1.5

0.5

Mo. of randomized subject
(%)

Y oy ; Al e ¥ H ; Ny e
@d‘ ?‘Q“ @rb‘:’i \5 \)Q‘ \\‘;\ ?\)% "J?'Q 0(} %Q"i 0@(.-

Recruitment time

AU" : www.clinicaltrial.gov
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3. Prevention of Chemotherapy-Induced Nausea and Vomiting
3.1 Highly emetogenic chemotherapy: NETU-12-07

'z';el'ns\lms(Eng): A randomized, double-blind, double-dummy, parallel group,
international multicenter study assessing the efficacy and safety of a netupitant-
palonosetron Fixed Dose Combination (FDC) compared to an extemporary
combination of granisetron and aprepitant on the prevention of highly emetogenic
chemotherapy-induced nausea and vomiting in patients with cancer

zsaInsams(Ina) NISFANuIUUEY sunUNUARvEauthe  a:Tdurasnuanndrd
) Imaunaumﬂvmummsovfﬂuahamuummmm WouszIguUs:answala:nou
UaonfigvousnsouvunURUs: naulunoggniunwinusnazeawalalursnsou 1USsuIingu
AUYINSITIBNSOUIIAzE19AWSWINUA SoUVUAUAUIIWA:S18 TunisUodiuonnisnauld
||a:mmaunmmmnlﬂuuwumnunn&huuouﬂnmmmsmmauguiugdodsnunsu

Status: UnSugUouninsoulpasunisiuipauidunay 2558

KUNEING : TNMsivuguougUouidnrunean 35 s1e 10U 80 sne TuiRleunanAu 2557

Target Total screened Randomized subject Screening failure
(%) (%)
a0 59 55(93.22) 4 (6.78)

d91 Recruitment rate 52911 2558 TAS9N15 NETU-12-07

NETU-12-07

—4—Target
—— Actual (cumulative)

90
B0
70

60
__m—=a
50

40 M.___#//"
30

20
10

No. of randomized subject

Jan-15  Feb-15 Mar-15  Apr-15 May-15  Jun-15  Jukl5  Aug-15

Recruitment time

AU : www.clinicaltrial.gov
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4. Advanced Solid Tumors
4.1 SBG

'z';al'ns\ln'ls(Eng): Phase |, Dose-Escalation Study of Soluble Beta-Glucan (SBG) in

Patients With Advanced Solid Tumors

tolasunis(Ing): N1sdes:o:n 1 |\T\i0ﬁnuwumm|urﬁwngunuaﬁma:muﬁmm:auiu

nsSnugdosu:iSis:uzananu

Status: mMaviuasuydouinsoulnsunns

Target Total screened | Randomized subject (%)

Screening failure

(%)

10 8 8 (100)

0

ﬂ"":l.'l] Recruitment rate U52911] 2558 1A59115 sBG

SBG

12

—s—Target

—m— Actual (cumulative)

10 + + + + + + + +

Mo. of randomized subject
o e

%
s
<
s

o W H P

; T o e h :
'QFF \‘b"\ QE? \3@5 ?Q* @"Sﬁ \\§\ \.I\} 'l?lb% 1'-‘,.'2"Q 0(}' Qﬁ

Recruitment time

A" : www.clinicaltrial.gov

o H e
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5. Second line, Recurrent/Metastatic head
and neck squamous cell carcinoma

5.1 CBKM120H2201

ﬁo[ns\lms(Eng): Phase Il multicenter randomized, double blind, placebo controlled
study assessing the efficacy of buparlisib (BKM120) plus paclitaxel vs. placebo plus
paclitaxel in patients with platinum pre-treated recurrent or metastatic head and
neck squamous cell carcinoma

solnsuns(Ine): msﬁnm:‘)ﬁgs:a:r‘i 2 N1sournanganIuu luugy UnUnn1ssnunny
dovule AoUAURdEEasniWoUs:IDuUs:answaveunisiionywisagu (Tinidu120)
sounugwaalinisallseuinsununisligmasnsounuawaaiinnisalugdoulsa
u:|§\1ﬁsg:na:ehneaﬂmanooﬁalaaa’r‘ilﬂsﬂﬁs?ums§nmﬁoumnejuuwaﬁt]u na=on1s
nauidugndoidnisiwsns:91evaulsa

Status: UnSugJoinsoulasinisiasiuinou igneu 2558

KUNBIKR: TNsivuduougUosidinuiean 5 s1e 10U 8 s1e TuideusuoAu 2557

Target Total screened | Randomized subject (%) Screening failure
(%6)
g 11 6 (54.5) 5 (45.5)

d91 Recruitment rate U5 911l 2558 TA59A15 CBKM120H2201

—a—target
CBKM120H2201 _
—@—actual (cumulative)
9
£ 8 & 4 £ & s 4 5 e i i <5 G
L]
a7
%ﬁ-/IIIIIIIIIII
E
3 4
=
C 3
5,
[=]
Z 1
1]

P P P P S w P o
O L A

Recruitment time

A" : www.clinicaltrial.gov
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5.2 Bl 1200.161

'&’o[ns\ln'ls(Eng): A randomized, open-label phase Il study to evaluate the efficacy
and safety of oral afatinib (BIBW 2992) versus intravenous methotrexate in patients
with recurrent and/or metastatic head and neck squamous cell carcinoma who have
progressed after platinum-based therapy

Holasanas(Ine): msAnudFos:o:A 3 ludu iUnwevoya IWeaUs:10uUs:answana:
noWUaonneveveo:wantustinSuds:nau (BIBW 2992) 1USsuinsunugniulsinsn
lsnAlrnrnaonidonslugUouniduu:iISiAsy:na:ainostinandolaisadannauidusn
1a=/n$onwsns:=91e8ainisAntulUvaulsanasenlisunisindnsnundossndnwan
Uuiduwugnu

Status: NMaviuasugidouinsoulnsunis mMnae:Unluinou nanAu 2559

HuUNeIKR: TNsivuguougUosidinuieen 4 she 10U 7 s1e TuiRlsuNUNWUS 2558

Target Total screened | Randomized subject (%) Screening failure
(%)
7 ] 6 (75.0) 2 (25.0)

d51 Recruitment rate U591l 2558 TAS9N15 BI1200.161

Bl 1200.161 I

== actual {cumulative)

MNo. of randomized subject
oo
S
[ |

NI B R R T B

: ) : s : : ; ; : It :

Recruitment time

AU : www.clinicaltrial.gov
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6. Second line Esophageal cancer:
6.1 ESCC_BKM120

ﬁal‘ns\lms(Eng): A phase Il study of BKM120; a pan-PI3K inhibitor in patients
with esophageal squamous cell carcinoma after failure of first-line chemotherapy

solasunis(Ing): NISANYINIIAGATNS:U:A 2 vousn BKM120 TugJogu:iSunaon
9IMISBUAAINIIIANAIAUIKA2INNISSNUIN2YUNIALUNUABTAIISN

Status: n1aviunsugidouninsoulnsunis

Target Total screened | Randomized subject (%) Screening failure
(%)
41 6 5 (83.33) 1(16.67)

d91 Recruitment rate U591 2558 TAS9N19 Escc_BKkm120

ESCC_BKM120 T tareet
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7. Locally Advanced or Metastatic Breast Cancer
7.1 First line, HER2-Positive : MYLAN

'z';al'ns\ln'ls(Eng): A Multi-center, Double-blind, Randomized, Parallel-
Group, Phase Il Study to Compare the Efficacy and Safety of Hercules Versus
Herceptin® in patients with HER2+Metastatic Breast Cancer

golasun1s(Ine): nsFinudveananius:g:-N3iuvuduunuanisSnunnudodue
ndunauavuiu  IWell3guiRuuUs:answaia:AouUaonnuvoteIgosnoad
AuggasisURulugUoslsAuzISIIAUUS:u:IWSNS: 9188 TANTEUL:ISIITOSH

Status: UnSugJouinsoulasinis Tuinou dnuigu 2558

nuneIke): TmsivuuougUosithrunean 15 se 10U 20 sne TuiFeu Tnuneu 2558

Target Total Randomized Screening
screened subject failure
(%) (%)
20 22 13 (59.1) 9 (40.9)

d91 Recruitment rate U591 2558 TASYN15 MYLAN

-t t
MYLAN actual

{cumulative)

20 /
15 +
. . /_.

Jan-15  Feb-15  Mar-15 Apr-15  May-15  Jun-15

L
L 4
L 2

No.of randomized subject subject
-
o

Recruitment time
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8. Stage lliC-IV, Acral Lentiginous or cutaneous melanoma

8.1 Acral Lentiginous or cutaneous

'z'ia[ns\lms(Eng): An Open-Label, Multi-center Study, Multi-Center Study to

Investigate the Objective Response Rate of Dabrafenib in Combination with
Trametinib in subject with BRAF V600E/K Mutation-Positive Melanoma

#olnsunas(Ine):

n1sdvun1nauniuuliuundaniassnun

Anluananiduiio

mmsnnmomswmsmouauouvaumsihmmuswluusounumnsqlunuuiu
onamUuIsnu 1Saiwanluun nazdwan1snsooved Usaw 3 600 3 niaiA To1ndun

||amwa|LJuuon

Status: n1aviunsugdouninsoulnsunns

Target Total screened Randomized subject Screening failure
(%) (%)
2 16 1(6.25) 15 (93.75)
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Articles

Necitumumab plus gemcitabine and cisplatin versus
gemcitabine and cisplatin alone as first-line therapy in
patients with stage IV squamous non-small-cell lung cancer
(SQUIRE): an open-label, randomised, controlled phase 3 trial

Nick Thatcher, Fred R Hirsch, Alexander V Luft, Aleksandra Szczesna, Tudor E Ciuleanu, Mircea Dediu, Rodryg Ramlau, Rinat K Galiulin,
Beatrix Bdlint, Gydrgy Losonczy, Andrzej Kazarnowicz, Keunchil Park, Christian Schumann, Martin Reck, Henrik Depenbrock, Shivani Nanda,
Anamarija Kruljac-Letunic, Raffael Kurek, Luis Paz-Ares, Mark A Socinski, for the SQUIRE investigators*

Summary

Background Necitumumab is a second-generation, recombinant, human immunoglobulin G1 EGFR antibody. In this
study, we aimed to compare treatment with necitumumab plus gemcitabine and cisplatin versus gemcitabine and
cisplatin alone in patients with previously untreated stage IV squamous non-small-cell lung cancer.

Methods We did this open-label, randomised phase 3 study at 184 investigative sites in 26 countries. Patients aged 18 years
or older with histologically or cytologically confirmed stage IV squamous non-small-cell lung cancer, with an Eastern
Cooperative Oncology Group (ECOG) performance status of 0-2 and adequate organ function and who had not received
previous chemotherapy for their disease were eligible for inclusion. Enrolled patients were randomly assigned centrally
1:1 to a maximum of six 3-week cycles of gemcitabine and cisplastin chemotherapy with or without necitumumab
according to a block randomisation scheme (block size of four) by a telephone-based interactive voice response system or
interactive web response system. Chemotherapy was gemcitabine 1250 mg/m2 administered intravenously over 30 min
on days 1and 8 of a 3-week cycle and cisplatin 75 mg/m?2 administered intravenously over 120 min on day 1 of a 3-week
cycle. Necitumumab 800 mg, administered intravenously over a minimum of 50 min on days 1 and 8, was continued
after the end of chemotherapy until disease progression or intolerable toxic side-effects occurred. Randomisation was
stratified by ECOG performance status and geographical region. Neither physicians nor patients were masked to group
assignment because of the expected occurrence of acne-like rash—a class effect of EGFR antibodies—that would have
unmasked most patients and investigators to treatment. The primary endpoint was overall survival, analysed by intention
to treat. We report the final clinical analysis. This study is registered with ClinicalTrials.gov, number NCT00981058.

Findings Between Jan 7, 2010, and Feb 22, 2012, we enrolled 1093 patients and randomly assigned them to receive
necitumumab plus gemcitabine and cisplatin (n=545) or gemcitabine and cisplatin (n=548). Overall survival was
significantly longer in the necitumumab plus gemcitabine and cisplatin group than in the gemcitabine and cisplatin
alone group (median 11-5 months [95% CI 10-4-12.-6]) vs 9-9 months [8-9-11-1]; stratified hazard ratio 0-84 [95% CI
0-74-0-96; p=0-01]). In the necitumumab plus gemcitabine and cisplatin group, the number of patients with at least
one grade 3 or worse adverse event was higher (388 [72%] of 538 patients) than in the gemcitabine and cisplatin group
(333 [62%)] of 541), as was the incidence of serious adverse events (257 [48%] of 538 patients vs 203 [38%] of 541). More
patients in the necitumumab plus gemcitabine and cisplatin group had grade 3—4 hypomagnesaemia (47 [9%] of
538 patients in the necitumumab plus gemcitabine and cisplatin group vs six [1%] of 541 in the gemcitabine and
cisplatin group) and grade 3 rash (20 [4%] vs one [<1%)]). Including events related to disease progression, adverse events
with an outcome of death were reported for 66 (12%) of 538 patients in the necitumumab plus gemcitabine and cisplatin
group and 57 (11%) of 541 patients in the gemcitabine and cisplatin group; these were deemed to be related to study
drugs in 15 (3%) and ten (2%) patients, respectively. Overall, we found that the safety profile of necitumumab plus
gemcitabine and cisplatin was acceptable and in line with expectations.

Interpretation Our findings show that the addition of necitumumab to gemcitabine and cisplatin chemotherapy
improves overall survival in patients with advanced squamous non-small-cell lung cancer and represents a new first-
line treatment option for this disease.

Funding Eli Lilly and Company.
Introduction squamous and non-squamous non-small-cell lung
Squamous cell carcinomas account for 30% of non- cancers are distinctive, with both of these aspects

small-cell lung cancers worldwide.! In addition to potentially affecting treatment selection.” For patients
histopathological differences, the mutational profiles of ~with squamous non-small-cell lung cancer, although

www.thelancet.com/oncology Vol 16 July 2015

Lancet Oncol 2015; 16: 763-74

Published Online
June2,2015
http://dx.doi.org/10.1016/
51470-2045(15)00021-2

See Comment page 738

*The SQUIRE investigators are
listed in the appendix

The Christie Hospital,
Manchester, UK

(Prof N Thatcher FRCP);
University of Colorado Cancer
Center, Aurora, CO, USA

(Prof F R Hirsch MD); Leningrad
Regional Clinical Hospital,

St Petersburg, Russia

(AV Luft MD); Regional Lung
Disease Hospital, Otwock,
Poland (A Szczesna MD);
Institutul Oncologic

Prof Dr lon Chiricuta and UMF
luliu Hatieganu, Cluj-Napoca,
Romania (Prof T E Ciuleanu MD);
Institute of Oncology,
Bucharest, Romania

(M Dediu MD); Poznan
University of Medical Sciences,
Poznani, Poland

(Prof R Ramlau MD); Omsk
Regional Oncology Center,
Omsk, Russia (R K Galiulin MD);
Csongrad County Hospital of
Chest Diseases, Deszk, Hungary
(B Balint MD); Semmelweis
University Department of
Pulmonology, Budapest,
Hungary (Prof G Losonczy MD);
Tuberculosis and Lung Disease
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(A Kazarnowicz MD); Samsung
Medical Center, Seoul, South
Korea (K Park MD); Department
of Internal Medicine Il
University Hospital of Ulm,
Ulm, Germany

(Prof C Schumann MD); Clinic
for Pneumology, Thoracic
Oncology, Sleep- and
Respiratory Critical Care,
Kempten-Oberallgaeu
Hospitals, Kempten, Germany
(Prof C Schumann); Lung Clinic
Grosshansdorf, Airway
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1.2 Squamous cell carcinoma Wulatioondu=ISuionUusln Basal cell carcinoma
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IFUKSOAU lazIiNANwalAuay
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