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National Eye Institute Drug - Funding 1 =0.5and 1.0
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Vigw equivaient Bioactiveis) In Cortellis far GRE (0)

fiff s FR A FE iE (A ctive Indication)
PSR B » 513 72 B i bA 3 BE R IV B FESE

B 1= LE 2% B9 FEE (In-active Indication)
ERERER DB » IR EFES SRR A EFESE o

reqoratenio

DAST Inhibitor (cancer), Bayer, BAY-61-1557; dual act)
{cancer), Bayer, dual acling signal transduction inhibitg

BAY-T3-4506; Stivarga; fluoro-soralenib

Bayer AG

Bayer AG, Baver Yakuhin Lid. H Lee Maffi

Esophagus tumggSlomach lumor, Billary cancer, Cholangiocarcinoma, Hepatocellular carcinoma, Panc reas tumor, Adenod fumor,
Gastrontestogstromal tumor; Soft hissue sarcema; Metastabe colorectal cancer, Sabid tumor wiew Epieminlogy m IR0 &

£l lung cancer; Renal cell carcinoma; Fallopean tube cancer; Perntoneal tumor Ovary tumor, Colorectal tumar
‘view Epidemiotogy i (00 &

Raf 1 proten kinase infubidor; Raf B protein kinase mhibtor, YEGF-3 receptor antagomst VEGF-2 receptor antagomst, VEGF-1
receplor antaganist. Tek Iyrosing kinase receptor Inhibilor, TIE lyrosine kinase receplns inhibitor, RET yrasing kinase receptor
Tamily inhiitor, Kit tyrosine Knase innibitor. FGF receptor antagonist, FOGF receptor beta modulator, Cagpase-0 stimulator.
Caspase-3 sumulaior

Synergist Anticancer Anticancer protein kinase inhibiar Angiogenesis inhiitor

Oral foemuiation. Tablet formulation. Fim coating, Small motecule therapeutc

05-0ct-2017

14-Dec-2005
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Baysr AG =lhuiar Carcnma Chma

Bayer AG Pariloneat lumor us Discot

Bayer AG Dvary tumor us Disconts

Biyar AG Falioguas ube cancet L5 Discontmed

SOPIEJUS Tumor Discovery

Stomach turnor South Korea Discovery
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Date T
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[1040064]
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Baryes AlS; Bay H Lea Mofiit Ca

Launchad (M dafic colorectal cancer - US - Sap-2012)
Fast Track, {

cancer, Ghalangocs
i tissue saroma; Me

E agus
tumor; Gastrou

Non-smaitcell lung cancer, Renal cell carcinoma; Falinpean tube cancer; Periteneat fumor, Ovary fumor, Cotore r

Anbcances

protein Kenasa ihibitor, Anglogenass Inibiloe, Syneigiel

Dral formegation; Tabie! formsation, Fim <o
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Literature Review
Dewglopment Status
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Chemical Shucturas
[inug Wames:

Sales and Farecasts

Chnical Trisis

Highaght | Search Terms & Synonyis Bravious: | NoKE
DEVELOPMENT PROFILE

New Cortent: Honlgt OF  » g
BUMMARY

Bayer Nes developed and lBunched regorafeni (BAY-73-4506, Suoro-sorafenib, Stivargs). d ead duai-acling VEGFR 1 10] . TE, KIT, RET, BRAF. CRAF, PDGFR. ard
FGFR nhibitor and taspase-3 and -5 stmulaar The product is iIndicaed 1 e US, EL and Japan for Ihe trezment of patients with mesastalic coionecial cancer
L} W v Bean evusly irealid Wi Buceopyrenitine.. cxaliiale. and Finglacan Dasad chemomenapy, ail ard. VEGF Medagy, 300 I RAS will fype. an
i resectall inal slromal o 3ST) i palients wao eve been presiously Ireated win
00 EU, the produrt is adaaonaky indicated for second-ne freatinend of patienls with hepatacallila
b, 3 goan for secandine HOC R pasents who have pogressed after cancer chemotherapy

In Segtembar 2012; regoratanib was Aunthed i the US for metastatic CRC In greviously treat = 326019, T041], [1345349]. In May 2013, e drug was
iunRed m Japan for unresectabie, advancedirerurment CRO [ '
HAURENED IN 1N U 0 Sepiamber 2013 [156240] in Janisary 207
chemnctherapy in firstine MORC Began in FEbTuary 2011 and co

in secOndHInG MCRC began in Feoruary 2011542963 n Oool)
s=lbing began (1782120 b August 2018 a phase § & bo as

In Fetruary 2013, regoraenit was Eunthed in e LS 1or pres
Japan for GIST following prior systemic cancer therapy [1487 703
TrEEmERL VR S WFOSIE kRase INAEHDES [15811089]

OTHER PUBLICATION

I April 2047, the FOA spproved Ihe drusg kar Ihe second line trea) 2013May

Japan for second-ine seasment of HCC i was assumed 1o ha Thi i 1, - T

i Sl of i FROTE8] Japanese Prescnhlng information: Stivarga
e (regorafenib) tablets 40 mg

Dexeclopmest I oiher F3CALIGNS 5 argomnT. FCKKING S fissle
STE (1467727, In june 2018, data wele repaned (17663051 in J
£20907 In Agr 2014, = phase [ Irial wes mliabed in
2017 regatve dala weer mporied [1221894)

Drug datasheet website

Source ID: 1941222

Development has alse been prevousty undertaken n olher cance
Bugust 2010 Nawever, by June 2013, Me 11i3) Nat been fenmnae : e e s . e
tnai for CRC foilowng chematheragy and resection of iver Me'sstssvs Began it 30T hawesar, v March 2015, Bayer reportod that fe mal had faded 5 ennoll
enough patients and aculd be dosed o further enroiiment before the endports couid be evaluated [1E3EIZ0]. By Ap 2013, tis Indecation no longer appeared on he
Bayer pipekre [1B5023] W ADrE 2000 a phase | Il for renal cell Carcinoma (RCC) was inikated [927085); in Noverber 2011, pnase §s1ies or RCE were ongong
0], [92TBE5]. however. no further daveicpment was reparted. In Octobar 2014, a phase Il tial for Fecurrent ovarian. perfioneal and fallopean tube Carceryas
planned; by December 216 he 2l was terminaied due b siow acrrual (1612733
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LITERATURE REVIEW
SERIAL PUBLICATION
Marlo Blazer & Tanios Bekaii-Saab, The Ohio State University - Arthur James Cancer Hospifal, Columbus, O

20101251245255
Regorafenib (BAY 73-4506): A new oral
multikinase inhibitor of angicgenic, stromal,
and q ptor tyrosine with
potent preclinical antitumor activity
International Journal of Cancer

Withelm S, Dumas J, Adnane L, Lynch M,
Carter GA, Schitz G, Thierauch KH, Zopf D
Source ID: 1167122

Submission cate: 10 January 2011
Publication date: 15 March 2011

ABSTRACT

Isa inhibitor of and tumor f Lhy under devel
In cellular assays, regorafenit was a potent inhibitor of \.-'EE-FR.: -3 and PDGFR-beta Regwafer:b alsa inhif
endothelal celds and human aorlic smooth muscle cells In vitro. In vive. treatment with regerafenit resulted in
varicus fumors, with decreased tumor microvasculaturs in xenografl modeds of human colorectal tumar and g
regorafenib exhioited pmmslng disease control rates in pretreated p&ﬁents with various solid turmors. Several
the ial role of reg ies including adh d renal cell cancer, metasiatic colorectal ca
carcinoma. Resulis from thess trluls mny nalp o clarify the role regorafenit will play in a market where oral mi
and several other such agents are at varicus stages of active clinical development,

INTRODUCTION
Angi i isan ti F of tumer growih, migration and metastasis [1163756]. The VEGF family of ¢y @5 |5 known to play a stimulatory rele in
is [1163757), and the VEGF raceptor can improve therapeutic outcome in several salid tumg , including metastatic colorsctal cancer
{CRC} renal cell (RCC) and cancer (HCC), EGFR, PDGFR and receptor tyrosine & RTHs) are alsc known to play a role In the
of growth, i and is of cells, aberrant activation or overexpression o eignaling pathways can lead 1o tumor growth,

angicgenasis and metastasis, making these entities a valid farget for cancer therapy [S38172], [1167

GRE ks the third mest commen cancer in women and the fourth moest commen in men [1154316] In 2007, there were nearly 1,2 milion new diagnoses expected
worldwide and appreximately 630,000 deaths [1164918]. Al diagnosis, 15% of patients will have metastatic disease and 37% will have reglonalinodal disease
[1164918]. Current therapies combining cytotoxic agents with agents that target either angicgenesis or the EGFR have resulted in improved cuicome in patiens with
metastatic disease [855738], [1163762]. Bevacizumab i 8 mAb that binds o and inhibits the VEGF receptor and improves the ovarall survival of patients with
metastatic CRC when combined with Irinatecan-based chemotherapy [462553], [B55738]. EGFR Is expressed on cells of epithedal origin, inciuding fver, skin and
gastrointestingl tract [482953], [1163763] Ligand-binding activafion of the EGFR pathway leads to a signaling cescade including the activation of the Res/RafiMAaPy
pathway that ulti drivas cell p iation, migration, gena transeription and cell immortality [1124047], [1163511], [1163913]. Both catuximab and
panitumuman, mAbs that targst the EGFR receptor, Improve the ouicome of patents with metagtatic CRC [BS8738], [1163762], however, both agenis are ineffective
in lumors that harbor a mutation in the K-RAS anc egene wl\l:h is present in ~ 40% of all patients [346628), [835363], [1163814]. Therefars, Impravad therapaulic

apticns which can overcoma this gain-i ar|e NECessany.
2 Clarivate
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regorafenib
Snapshot Highlight r Search Terms & Synonyms cPredious  Newt s
Latest Press Releases CURRENT DEVELOPMENT STATUS
Latest Event Transcripts Companies T Indication 4 Country T Sstatus T Date T« Source
Broker Research Reports Bayer AG Salid tumor Japan Phase 1 Clinical 31-Jul-2008 11024200
Developmeant Profile
Bayer AG Metastatic colorectal cancer Isras| Phase 3 Chnical O07-May-2010 (1098817
Literature Review
o s Bayer AG Metzsiatic colorectsl cancer Argenting Phase 3 Clinical 07-May-2010 [109651T]
* Cument Bayer AG Metastatic coloracial cancar Brazil Phase 3 Chinical O7-May-2010 109681
* Hetoriest —_— S jE \}—
Bayer AG Metasiatic colorectal cancer Turkey Phase 3 Chinical O07-May-2010 [1098817) \ ﬁ H_ y3 ~ ?
AY
Regulatory Designations ]
Bayer AG Gastrointestinal stromal tumar Far Esat Phase 3 Clinical 10-Jar-2011 [11E0148]
E’:I: éx I;E E L uctures CORPORATE PUBLICATION
4 X Bayer AG Gastrointestinal stromal fumor China Discovery 17-Jur-2011 [1397415]

02-Jun-2009
(Development Status) S PO e P |G oo antou Meut et 2008

Bayer AG
Muetastatic colorectal cancer

Bayer AG ] us Launched 28-Sep-2012 [1345349) Source 1D: 1024200
Deals and Palents -
Gastrointsstinal siromal tumor
SWOT Analysis Bayer AG 1001 us Launched 28-Feb-2013 [1397139]
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Literature Review
| Development Stats Baysr AG Metastatic colorectal cancer
® Curent Bayer AG Metastatic coloracial cancar

B i A AR P B FES——
(Regulatory Designation) ﬁﬂﬁi S

Gastrointestinal siromal fumar

Sales and Forecasts Metastatic coarectal cancer

Clinical Trials
Bayer AG letastatic colorecial cancer
Deals and Patents
Gastraintestinal stromal tumar
SWOT Analysis BayerAG
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Argenting

Brazil

Turkey

Far East

Far East

us

us

T status

Phase 1 Clinical

Phase 3 Clnical

Phase 3 Chinical

Fhasze 3 Chinical

Phase 3 Clinical

Phase 3 Chnical

Discovery

Phase 3 Giinical

Launched

Launched

BEME ~ B ~ FEER KRB RIZRIR

L% n BUE A&
£t > ZhEE ApplySain

g HHIER A o

$1-Jul-2008 STATUS *
Sort
07-May-2010 32 Asconding u "
O7-May-2010 e
| Select All
O7-May-2010
[7| No Development Reported
O7-Mar:2010 [7] Discontinued
10-Jan-2011 [] Discovery
] Phase 1 Clinical
[7rurezet | Phase 2 Clinical
18-May-2012 ¥| Phase 3 Clinical
[Tl Pre-registration
28-Sep-2012
"1 Registered
28-Fab-2013
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Clinical Clinical Clinical registration Registered Launched

Clinical
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Broker Research Reports Metastatic colorectal Treatment of metastatic Baver:A
cancer colorectal cancer (CRC) ¥
BE1& a] UG- e s > BhiE
FhEE@al LU J
— '_H
EEAHFEARE o
ApplyEE R AHIEARA e
n . or tne weatment of
Hepatocellular carcinoma Riapalbchlhlr carcihome: Bayer AG
Chemical Structures
e o Treatment of hepatocellular
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Drug Names
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Sales and Forecasts tumor stromal tumors
Clinical Trials
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Deals and Patents
Indication k & A d Indicati T~ Company
SWOT Analysis
Metastabic colorectal Metasiatic colorectal
Bayer AG

Change History DGR

Cortel ...
Power/ng Lirte OSclences Innovation

cancer

Country T

Australia

us

us

Country T~

China

Status T

Granted

Status T

Granted

Granled

Granted

Status

Granted

T

Type

Treatment

Type

Treatment

Treatment

Traatment

Type

Treatment

BRR o

Date

20-Dec-2011

Date

13-Jul- 2016

04-Jun-2015

12-Jan-2011

Date

21-Jul-2018

T

T

T
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Source

PRESE RELEASE

20-Dec-2011
Bayer: Four potential blockbusters in the
Pharma pipeline
Bayer AG
Source ID: 1250167
View full report

Source

1783972
&
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Literature Review
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Latest Fress Releases DRUG NAMES

Latest Event Transcripts Names Agreement Type
Broker Research Reports DAST inhibitor {cancer), Bayer

Development Profile
BAY-B1-155T Research Code

Literature Review
Development Status dual acting kinase nhibitor {cancer), Bayer
Regulatory Designations dual acting multikinase inhibitor (cancer), Bayer
Chemical Structuras : 3

dual acting signal transduction inhibitor (cancer), Baver

Drug Names
DAST (cancer), Bayer
Sales and Forecasts

Clinical Trigls ragorafsmb USAN | INN
Deals and Patents DAST inhibitor
SWOT Analysis

BAY-73-4506 Research Code
Change History

Stivarga Trade Name
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i & B Fa A (%)
HiES RS PHEBANBETE » (KEE  SWRIE « SWHE QPHTIE - RETHOIELMN
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BROKER RESEARCH
2017 2018 2019 2020 2021 2022 2023
Value Consensus
Region Franchise Broker name Date

(USD million)  (USD million)

Bayer AG

Undisclosed 01-Aug-2017 | 36618
Anticancer multitargeted spp — o
Undisclosed 05-Jul-2017 318.89 AIA S
protein kinase inhibitors %%@I\ﬁﬂkl?\
DZ Bank 16-May-2017 | 34092

CORPORATE PUBLICATION

26-0ct-2016
Bayer Q3 interim report
Company Presentation
Bayer AG

Source ID: 1868027

Due to the use of embargoed data, the number of analysts that comprise the Consensus value may differ from the number of listed Brd

COMMENTARY

Consensus Sales Information
Consensus forecast data, where available, are presented for Bayer AG.

Reported Annual Sales

Sales for regorafenib (Stivarga) reported by Bayer for 2016 were EUR 275.0 million ($307.1 million), representing a yearafi-year decrease of 12.1% on 2015 [1902853].

Reported Quarterly Sales
Sales for regorafenib (Stivarga) reported by Bayer for 3Q 2016 were EUR 64.0 million ($69.6 million) [1868 . Sales for regorafenib (Stivarga) reported by Bayer for 4Q
2016 were EUR 77 0 million ($81 4 million) [1902853] Sales for regorafenib (Stivarga) reported by Bayer for 1Q 2017 were EUR 75.0 million ($81.8 million) [1922811]
Sales for regorafenib (Stivarga) reported by Bayer for 2Q 2017 were EUR 83.0 million ($97.1 million) [1949655].

. Regional Development and Marketing Rights .
Corte“ls Bayer holds exclusive worldwide rights, although rights were the subject of a lawsuit between Onyx and Bayer, as the drug closely resembles Nexavar [1172389]. In Cla rlvate

October 2011, Onyx and Bayer settled the lawsuit, the terms of which granted Onyx US copromotion rights to regorafenib for cancer, with a 20% royalty on sales; Bayer

Powering Life Sciences Innovation Analytics
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CLINICAL TRIALS
TRIALS BY PHASE AND CONDITION STUMED

Condition Studied Phage 4 Phase Phaze 2 Phase 1
Climical Chnical & Clinical @ Clinical &
gnga[n All ;\ngrjn All gngnm A gugnhl M
Egophague tumer ] o 0 1 1 z o 3
Factal tumar 4 L 4 ¢ [t} 1 a o
Nztastoss 1 1 ] 1 4 g 1 3
Neurendocrne lumor ] n [ 1] 1 1 (1} il
Smatcell Ling-cancer '] 0 D 0 a 0 0 1
Mar-smal-cell Lng cancer 2 ¢ a [ 2 2 a 2
Stemach tumor ] o b 1 o 1 ] 3
Myeldyaplastic syndroms 4 o 3 o [ v 1 1
Oastrointestnal tumar 4 4 o 4 1 1 o u
Ediary cancer o & o ¢ 1 k! 1 4
TOTAL TRIALS BY PHASE AND STATUS
Plase 4 Phase 3 Phase 2 Phase {
Climical Clinical & Clinical Clinical @
:“9""“ All :“9""" Al 3"9"‘" Al 3"9"‘"‘ All
Total by Phass i 3 5 F el I 74 1 a9
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Results Pergage 50 ~  Sutby Rel -~ D ding Order Columns ]
ﬁ‘ Title Condition FPatient § t
W
Filtars | [0] Filters - [0} Filers | 0]

|| Reasratenib in Subjects wWin  Gastio
T Gastrointestinal Strom: tumor
Tumoes {GIST) who have
Progressed afler Standand
Therapy (Managed Access
Program)

stromal

Gastrointestinal stromal
tumos

W] Regorafenio in Subjects with
Gastrointestinal Strom:

ﬂ CONCUR- Asian Subects Metastanc colorectal cancer
Witn Metastatic Colorectal

Canter Treal
Regerafenib or Plac
Fallure of Standard Therapy

Metastatic colorectal cancer

Standard Therapy
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Gastrointestinal siromai
umor - Subjects with
AdvancedMetastatic GIST
Gastrointestinal stromai
fumar - Subjects wih
Treatmenl Resistan] Disease
- Bubjects with progression
or intolerance lo imatinib,

Gastrontestinal sfromal

Alanine transaminase
Asgartale aminolransferase
B-Ral proto-oncogens

Colorectal fumer - Subjecis
wilh Colon Cancer
Colarectal umor - Subjscts
with Rectal Cancer serinefthreonine-protein
Colorectal tumor - Subjects kinase ; Circuiating tumer
with THM stage IVMetastatic  DNA | GTPase KHas
(Advanced Colvecial GTPase NRas  Lipase
Gancer, Colorectal fumos - Priosphaticylinosto:-

Alaning transaminase
Aspariale aminotransferase
tirubin | GTPase KRas

Colgrectal tumor - Subjects
with Coton Cancer
Colorectal tumer - Subjects
with Rectal Cancer
Colgrectal tumor - Subjecis
with THM stage IVietastatc
fAdvanced Colorectal
Cancer; Colorectal tumor -
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Phase

Ina

[
=
o

pe

Interventions

Fillers . [0]

regorafenib aione Phase not specified

regarafenit alone Phase 3 Clinral

pest supporiive cars alone: Phase 3 Clincal

reqgorafenit alone

regoratentio alone Phase 3b Clinlcal
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Patients With Metastatic Colorectal Cancer Treated With Regorafenib or Placebo After Failure of Standard Therapy

| Snapshot Highlight D Search Terms & Synonyms < Previous
Protocol & Results SNAPSHOT Results Available Yes Endpoints Met Yes Results Available Yes Endpoints Met Yes
bjects & Measurements Title Patients With Metastatic Colorectal Cancer Treated With Regorafenib or Placebo After Failure of Standard Therapy !
ontacts & Sites Scientific Title A Randomized, Double-Blind, Placebo-Controlled, Phase Il Study of Regorafenib Plus BY
With Metastatic Colorectal Cancer (CRC) Who Have Progressed After Standard Therapy’ ;ﬁgﬁ ll‘l:l

Change History
Identifiers 14387; NCT01103323; 2009-012787-14; JapicCTI-101325; BAY 73-4506 / 14387; CTR24 *t- ol s

Sources =Nk

Condition Metastatic colorecial cancer

Cellular tumor antigen p53; Adenomatous polyposis coli protein; GTPase KRas;

regorafenib alone

Active Controls

Phase Phase 3 Clinical

Recruitment Status Completed

Sit 174 2 . .
e *Z2ETRE Cortellis Trials

sponsor Only s Intelligence #RAHBEFRRET A
Collaborator Only *ﬁﬁtﬁﬁn%ﬂjﬂy 1=

C "_ Organization Type Company o CI °
i B Action FGF receplor antagonist; Kit tyrosine kinase inhibitor; RET tyrosine kinase receptor family inhibitor; TIE tyrosine kinase receptor a rl A ate
Powel’lng Llfe S inhibitor, Tek tyrosine kinase receptor inhibitor, VEGF-1 receptor antagonist, VEGF-2 receplor antagonist, VEGF-3 receptor Ana lytlcs
antagonist; Raf B protein kinase inhibitor; Raf 1 protein kinase inhibitor; PDGF receptor beta modulator; Caspase-3 stimulator:

Caspase-9 stimulator
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regorafenib

Snapshot

Latest Press Releases

Latest Event Transcripts

Broker Research Reports

Development Profile
Literature Review
Development Status
Regulatory Designations
Chamical Structures
Drug Names
Sales and Forecasts
Clinical Trials

| Deals and Patents
* Deals

* Patenis

Cortellis

Highlight Search Terms & Synonyms Previous
DEALS AND PATENTS
DEALS

Deals by Parent Company

. Bayer AG
B &maen Inc

. H Lee Moffitt Cancer Center and Research Institute
. Advanced Care Scripts

B Mckesson Cop

. NSABP Feundatian Inc

Active Deals
Total 6
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regorafenib
Snapshot Highlight Search Terms & Synonyms
Latest Press Releases DEALS AND PATENTS
Latest Event Transcripts Deals by Type view (4 =

Broker Research Reports

Development Profile

Literature Review Active
Inachive

Development Status

Regulatory Designations

D - Early Research/Devalopment

Chamical Structures

Deal Type

D - Commercialization License

Drug Names

Sales and Forecasts Ciriag - Manutachunng! Supply

Clinical Trials

| Deals and Patents

-t T -

2
Number of Deals

* Denls

= Palanis

View deals as a rdgggs list
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6 deal results for ‘regorafenib’ drug report
Results Perpage: 50 - Sort by: Most Recent Event Date v v | Order Columns | EFR Analyser

ﬁ Deal Title Principal Company Partner Company Agreement Type Deal Asset Type
W

Filters : [0] Filters : [0] Filters : [0]

NSABF Foundation Inc Bayer AG Drug - Early
Research/Development

I S and Bayer to roduct(s) only
[¥| NSABP and Bayer t Produci(s) onl

Investigate Stivarga as
adjuvant therapy against

colon cancer

Other Services

<

Service agreement fo provide Advanced Care Scripts Bayer AG Drug - Early

specialty pharmacy services Research/Development
for Bayer's Nexavar

(sorafenib) and Stivarga

(regorafenib)

V| Biologics to distribute Bayer's Biglogics Inc Bayer AG Drug - Manufacturing/Supply  Product(s) only

Nexavar and Stivarga

C.. .-

Powering Life Sciences Innovation
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REHEERBBANRZZER > B3R5 « KR8 « XS5TW « XGRS ~ BEFRG ~ [RI8

e RS
Settlement of regorafenib litigation for 20% royalties and U.S. co-promotion rights, and Nexavar royalty buyout in Japan
| Snapshot Highlight Search Terms & Synonyms = Pravious Mext >
Drugs SNAPSHOT
Deal Title Selflement of regoralenib iligation for 20% royallies and U S co-promation rights, and Nexavar royalty buyout in Japan
Contract Principal Company Onyx Pharmacauticals Inc (US)
Events Partner Company Bayar HealthCara AG (Germany)
Agreement Type Drug - Commercialization License

Deal Asset Type Intellectual Froperty Only

0 —— Jeal Transaction Type Settlement *% %ﬁM&A?“x% ’ ﬁﬁ"%
HESHEHRAS | _— e 5TH&Cortellis Deals
Intelligence (CDI) #8242
Total projected value Unknown **%*ﬁ%éﬂﬁﬁjﬁﬂ%
{Cumant-USD M) {#Hﬂﬂyﬁ%

Total projected value Unknown oKk %%Tﬁ% CDI*EI%E

(AL Signing-USD M}

Territories World

Total Paid Unknown
{USD M)
Therapy Area Cancer

Corte"ij Indications Cancer(Primary) 0 Cla rivate
Powering Life Sciences Innovation Analytics
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PATENTS

Patents by Parent Company Display by QOwner | Type viewld =

Patents by Drug Relationship Type view (3 =

ACT Bintach Inc Componant of Combination

o BB ERRINE

China Medical Unresrsity {Tamwan]

O Reddy's Laboratonas Lid

Farmulation

Hetero Group

Parent Company

MedoLution Lid

Drug Relatlonship Type

Mylan Inc Ganeral intarest

e A FHwEIIR

Process (intemediate)

; & 1
o 3 1 1|5 Eln 2'5 3lc- Number of Patents
( Humber of Patents

Powering Life Sciences Innovation
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RS MEF(EE)-BEFFR S (Patent Report)

T B 2%
i (editorial abstract) > FMTEEE! ~ HFKEE

B4 patent resulis for 'regorafenib’ drug repori

Order Calumns

Report Type Results Perpegs 50 ¥ Sodby LastChangeDate v -
Show selected only 3’ Patent Number Title owner
Batente (k) Fitters = {0 Fillers:. [0]
ate
V| WD-2011123264 Process for the preparation Bayer AG, Bayer Corp, Adenoid tumor, Cancer
Rafine Ssarch of a-{4-[({[4-chior- Bayer HealthCare AG, Bayer  Esophagus fumor, Fallopian

Heafthcare LLC: Bayer
Sehering Phama AS

tube cancer; Gastroimtestinat
stromal umes, LEukemia;
Lvmpnnrla Meoplasm

Search within Results

Perfoneal fumar

QIoCArcinoma,

a phosphoramidats prodnig Liver tumor; Metastatic Iver

of trowac itabine cancer
Show ail filters
W] Ch-106880607 A oral canily disintegrating PEU Care Pharmaceutical cances
b Third Pary tablet containing regorafenib  R&D Cenler, PKU
Companies and preparation method HealthCare Comp Ltd, Peking
thereol University Founder Group
corp
b Company
Relationships
P Drugs —
'i WO-2016 Z MEN Laboratones Lid Gastrointestinal stromal

Process for the preparation

e
cancer

astalic colorectal

bamayljaminal-
I-Muoroghenosy]-
N-melbnyipyridine-
Zcarboramide and its
DONMOMANS thersof

P Drug Relationships

Cortellis
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Target-based Actions

Filless _ [0]

Caspase-9 stimulaion
Gaspase-3 stimulator, Tek
IYTOSINE HINase receptor
nhigitor; KIE tyrogine kinase
nhitaitor; Raf 1 proden
kinase inhibmor, RET
fyrosine Kinase receptor
Tamily inhibilod, FGF receplor
Fl

PDGF receplor beta
antagonist, Ral B protein
Kinase Inhibitor; VEGF-1
receptor antagonist, VEGF-2
eptor antagonist, VEGF-2
=ceptor antagonist, FIEs
tyrosing Kinase innibdor, Ki
Iyrosing kinase inhibior

Caspase-§ stimalalor, Kt
Iyrosine kinase mhibdor

RET tyrosme kinase recepior
Tamily Inhibltoy; VEGF
receptor antagonist, Rarf 1
protein kinase inhibdor
POGF recepior peta
modutator: FGF raceptor

VEGF-2 receptor antagonist
Kit

kinase receptor inhibitor. Raf
1 pratein kinase inhibitor
WEGF-1 receptor antagonist

n\l:l *%_t

View m

Structure
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WO-2011128261

‘ Snapshot
Companies and Drugs
Editorial Abstract

emical Stuctures

Documents and Stalus

Expiry

mige ) B AA

Cortellis
Powering Life S

Original Assignee

Inventor Abstract

Patent Type

Indications

Target-based Actions

Other Actions

Technologles

Inventors

IPC Codes

Manual Codes

First Estimated Expiry in
Family

First Publication in Family

Highlight | | Search Terms & Synonyms Pre Ne:
SNAPSHOT
Patent Number WO-2011128261
Title Process for the preparation of 4-{4-[({[4-chioro-3-{frifucromethyl)-p j ‘earbonyl aminn]-3-Hiu orophenoy|
W-methyipy 2car de, ts-salts and h

Bayer Phamma Aktiengeselscnat

The present imvention relales to a process for preparing 4-{4-|({[4-chiom-
A-flucrophencoy}-h pyrdine-2-casboxaride. its salis and monehyd:

ifiuoromettyt-phenyllaminoicarbonylamno)-

dte.

Process; Formulzhon

Esophagus tumor; Non-small-ceff lung cancer; Stomach fumor, Renal cell carinoma: Sarcoms; Leukemia: Lymphoma; Falieplan
ube cancer, Neoplasm; Pancreas lumor, Pentoneal tumor. Adenaid tumos; Sastrointestingl siromal fumaor, Cane
Cwary tumor

VEGF receptor aniagonist; Tex yosing kinase receptor innioltor; Caspase-3 stmulalor; Kit tyrosing kinase innibitor; Caspase-g
stmuiztor, Ral 1 protedn knase innibitor; Ral profein knase inhibitor; Rat B proten kinase mnioitor; PDGF receptor beta
moduiator: RET tyrosme kinase receptor family innibtor: TIE tyrosine kinase recepltor innibitor; FGF receptor antagonist

Anglogenasis inninitor

Condensational synihesis; Hyaroiviic synthests, 53 synihests; Synihetic method

Rehse. Joachim; Gottned, Michae:; Wichmann, Saskia: Logers, Michael, Stiehl, Juergen; Helimann, Wermner

CO70 81 COTD
COF0 213563,

1id4; ABTP 35/00, ARTP 35/02; AGTK 31/435

BO7-DOAB (Pyriding (oplionally substiuten) production), BI4-HDT (Anlicances general and olfver)

23-Mar-2031 Argeniinag AR-00021060

20-0ct-2017 WO-2011128261-41

213/02; CO7D 213/81; AB1K 31/4412 CO7TB 1/84; ABTK 21/44; CO7D 2/02; AB1P 5/00; ASTK 4735 COTB 3/00;
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SWOT Z241(SWOT Analysis)
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Cortellis

regorafenib

Snapshot

Latest Press Releases
Latest Event Transcripts
Broker Research Reports
Development Profile
Literature Review
Development Status
Regulatory Designations
Chemical Structures
Drug Names

Sales and Forecasts
Clinical Trials

Deals and Patents

I SWOT Analysis

Change History

Sources

Highlight Search Terms & Synonyms

< Previous Next =

SWOT ANALYSIS

Anticancer multitargeted protein kinase inhibitors

strengths

m Improved overall survival by 29% in patients with metastatic colorectal
cancer (CRC; 6.4 versus 5 months), according to data from the phase
Il CORRECT study [1255650

= Improved survival was seen in both KRAS wild-type and
KRAS-mutated CRC tumors [1588336]

= Improved progression-free survival (PFS) in previously treated
patients with gastrointestinal stromal tumors (GIST) from 0.9 to 5.8
months in the phase Il GRID trial [1297065]

= First therapy to demonstrate a survival benefit over best supportive
care in second-line hepatocellular carcinoma (HCC) patients in the
phase Il RESORCE frial; improved overall survival by 2.8 months
(10.6 versus 7.8 months) for a 38% reduction in risk of death; PFS
also favored Stivarga (3.1 versus 1.5 months), as did overall response
rate (10.6 versus 4.1%) [1779224], [1922159]

Opportunities [

= Differentiation based on the drug's profile, as I 3roels cell
profiteration and umor vascuiaire [10242007, [1945095]

u uptzke Inm - CRC which Has progressed afler
ak approved freatments, wnere Mere IS a iack of valid cinical
management options; this is parficulary relevant for patients wiin
KRAS mutafions who are non-responsive 1o anti-EGFR herapes

POWGfIng L/fe SCIences lnnova = Move upstream in CRC treatment protocols; a phase [l trial

(ARGO) in the adjuvant setting in patients with Stage Il dissass is
ongoing [1788320]

Weaknesses

82

OTHER PUBLICATION

2012September

US drug datasheet: highlights of prescribing
information - Stivarga (regorafenib)tablets
Drug datasheet website

Bayer AG

Source ID: 1327170

applicable [1327170}

Deterioration in patients' quality of life an
no difference between Stivarga and place
study in CRC [1588336

L]
m

Non-significant difference versus placebo for second-line CRC,
Stivarga had a median PFS and overall survival of 6.14 and 13.2
months, respectively, compared with 5.29 and 12.0 months,
respectively, for placebo [1805892]

= Also restricted to third-line use in GIST [1327170

m There was no difference in overall survival seen in the GRID study
in GIST [1343176]

| »

Threats

= The loxcily profile could be prohibitive. particularty without
molecular markers i entify patients wino would see compeling
improvements in sunvival which would justify the side effects
[1024200] [1005966], [1588336]

] ons in the gement of met: CRC with new
chemotherapeutics and targeted therapies and their introduction
into clinical practice has led to significant improvemsnt in
outcomes in melastatic CRC, and provided a range of first- and
second-ling oplions [15828464], [1706422

2 Clarivate
Analytics

m

= Avastin remains dominant, and other oplions include Erbitux,
vectibix, Cyramza and Zaltrap. Generic chemotherapy oplions
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Report Type
Show selected only
Bioactives (1049)

Broker Research
(39987)

Clinical Trials (6983)
Companies (1032)
Conferences (1932)
Deals (1764)
Disease Briefings (6)
Drugs (712)

Event Transcripts
(2799)

1iknmnbien 1114020

All “non-small-call lung cancer”

Advanced search | Stucture search

Search Results

712 results found for ""non-small-cell lung cancer™
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¥ tulltest & index

i Analyze B Saveand Alet & Download

123496789 Nexth Lasthl

Results Perpage: sorthy;| Relevance

v | vescending v | | order Columns view Bl g5/F €|

g Drug Name Highest Status
Filters : [0]
# mutent EGFRinhibitor g Development
(NSCLC), Amgen Reported
7 No Development
NSCLC), NCI Reported
@ oytolyticoradhkinin  pyccoyery

inhikitare INCCI Y
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University of Colorado Non-small-cell lung
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Fitters : [0]

Choose if you would like to save the search query or reports, create an alert, or save and alert combined;
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REPORTS ALERT

N

Enter a preferred name, or just click Next to use the di
Name Ap % &EME?{'%{*:‘Z

i i = ﬁi
non-small-cell lung cancer (=]

Includes

712 Report(s)
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Update’
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Development Status
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FORMAT, START DATE AND FREQUENCY

Choose your preferred alert art and how often.

Email format %Eﬂfq:*gﬁ

® HTML

¥ o T TR

Start date of alert

® Earliest available date (02-Dec-2017)

Frequency
‘ Daily Y ‘

Share

. ¥ | would like to share this alert with colleague
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Mon 9/11/2017 9:31 AM

Cortellis Alerts <cortellis.alerts@clarivate.com>
Cortellis Regulatory Intelligence Weekly Alert - Drugs and Biologics & Medical Devices and IVDs - Volume 2017 - 37

To

Message G Cortellis Weekly Alert - Drugs and Biologics & Medical Devices and IVDs - 2017 Volume 37.html (774 KB)

Dear Cortellis Regulatory Intelligence User,

Please find attached our Weekly Alert - Drugs and Biologics & Medical Devices and IVDs, 2017 Volume 37 of 04-Sep-2017 - 08-
Sep-2017.

The Cortellis Regulatory Intelligence Weekly Alert provides you with a survey of the Global Regulatory Landscape by highlighting the
latest documents added to Cortellis Regulatory Intelligence.

The Cortellis Regulatory Intelligence Team

Subscription
If you no longer wish to receive this email alert, Regulatory Emails - Weekly Alerts can be switched off in My Cortellis > My
Preferences > My Preferences when logging into Cortellis.

This email alert has been sent to you as part of your subscription or because you have registered to receive it. Please add us to your
address book or 'Safe Senders List' to guarantee receipt of our emails.

Cortellis
Powering Life Sciences Innovation & FEFT B Cortellis Regulatory Intelligence = 4R
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Tue 9/12/2017 10:28 PM

Cortellis Alerts <cortellis.alerts@clarivate.com>

AdComm Advance - Drugs and Biologics - Shingrix an Adjuvanted Shingles Vaccine to Be Reviewed

To

Message -j_ Shingrix an Adjuvanted Shingles Vaccine to Be Reviewed.pdf (273 KB)

Dear Cortellis Regulatory Intelligence - Drugs and Biologics User,

The AdComm Advance - Drugs and Biologics is attached to provide a pre
committee.

The Cortellis Regulatory Intelligence Team

Subscription
If you no longer wish to receive this email alert, Regulatory Emails - FDA Adt
Cortellis = My Preferences = My Preferences when logging into Cortellis.

This email alert has been sent to you as part of your subscription or because
Please add us to your address book or 'Safe Senders List' to guarantee rece

Cortellis
Powering Life Sciences Innovation

AdComm Advance
Know before you go

FRIE@HA(Adcomm Advance)*
ZFEZ AT > Uemall FiXAEHBIRRITHE

sRAVE

IDRAC 258411

2 Clarivate
Analytics

Vaccines and Related Biological Products Advisory Committee
Shingrix, an Adjuvanted Shingles Vaccine, to Be Reviewed

At this mesting, the Vaccines and Related
Biological Products Advisory Commitiee
(VRBPAC) will meet to discuss
recommendations on the safety and
effectiveness of Shingrix (varicella zoster
vaccine [recombinant], adjuvanted) a
proposed vaccine to prevent shingles in
patients aged 250 years, manufactured by
GlaxoSmithKline Biologicals. Caused by
the varicella zoster virus [VZV], a herpes
zoster virus, shingles is also referred to as
herpes zoster.

f approved, Shingnx would be the first
non-live adjuvanted vaccine and the

Meeting Overview

second available vaccine approved to
prevent shingles. In 2006, the FDA
approved the first shingles vaccine,
Zostavax (IDRAC 256827) (zoster
vaceing, live), by Merck Sharp & Dohme
Corp, prepared from a sirain of live,
attenuated VZV, for the prevention of
shingles in patients aged 250 yoars.

According to the sponsor, Shingrix would
provide a reduced overall incidence of
post-herpetic neuralgia (PHN) in patients
with shingles and could pelentially offer
higher and longer-term protection.

ate

(& EET B Cortellis Regulatory Intelligence & 4R
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FDAE:HZE G /AS(Adcomm Bulletin)*

XEIFDAGEHZEEGZERE > Uemal FELERMNKREER R EET
s EmA AR RN =

Thu 9/14/2017 4:23 AM I
Cortellis Alerts <cortellis.alerts@clarivate.com=

IDRAC 258413
AdComm Bulletin - Drugs and Biologics - GSK Biologicals Adjuvanted Shingles Vaccine $
To AdComm Bulletin 0 Clarivate
Read it first. Read it fast. Analytics

Message -,l_ GSK Biologicals Adjuvanted Shingles Vaccine Shingrix Earns Full Supportpdf (331 KB)

The latest developments from US FDA September 13, 2017
drug and biologic advisory committee Meeting Begin Time: & m. | End Time:
Dear Cortellis Regulatory Intelligence - Drugs and Biologics User, meetings.
Today's AdComm Bulletin - Drugs and Biologics is attached. TOdaY'S

This FDA Advisory Committee Meeting Summary is also available from Cortellis Regulatory Ir Headllne:
GSK's
The Cortellis Regulatory Intelligence Team Ad j uvanted

Subscription S h in g Ies
If you no longer wish to receive this email alert, Regulatory Emails - FDA AdComm Alerts can va CCi ne,

Cortellis = My Preferences > My Preferences when logging into Cortellis. 3 G

- o ~ Shingrix, Earns
This email alert has been sent to you as part of your subscription or because you have registt
Please add us to your address book or 'Safe Senders List' to guarantee receipt of our emails. FU" Su ppo rt

.
Cortellis =
Powering Life Sciences Innovation & FEFT B Cortellis Regulatory Intelligence = 4R Analytics
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2017, Volume 48 of Monday 20 November to Friday 24 November 2017

International {1) USA (161) Canada (11)
EUROPE

European Union (104) Finland (1) : ; oy

s St B E PR 2R

Belgium (1) Germany (1) ZL =] / E ;F nia (1)
Bulgaria (1) Greace N Ve e

Croatia (3) Hungary ( —L/(E@%D 7T</—|_\) 2

Cyprus Iceland FUlalu witzerland (11)
Czech Republic (1) Ireland (12) Portugal Turkey (1)
Denmark (4) Italy (1) Romania (1) Ukraine
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