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The lifecycle of innovation
DISCOVER

Uncover potential
opportunities.

COMMERCIALIZE

Bring stronger brands
to market, faster.

\ _— ? Take the right risks.
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Our premier suite of intelligence solutions
Data-driven insights spanning the entire innovation & product lifecycle

End-to-End Solutions Suite

\
i
i
i
i
i
i
i
i
i
i
i
i
i
i
i
i
i

J
1
i
i
i
i
i
i
I
i
I
I
I
I
I
I

_

Research, Discovery &
Preclinical

| i
: Cortellis Cloud H
1 1 . 5 1
I |: T |i ii Ei Fingertip ii Digital
| B . 1 1 1 R 1 .
: Web of MetaCore, _Drug 1 C_I&D.eals, :I CI|n|ca.I Trials i Regulatory, i: Sl Heslih i: Gen.encs Formulary, ii Insights,
) Target Discovery ;j Timeline & | & Sites 1! CMC i . 11 Intelligence Context 1} lthb
I Science . . I I ] Ii . i Intelligence 11 i1 Healthbase
1 Druggability Intelligencell Success Rates T Intelligence ;i Intelligence i ' Matters T
! ! 1! H H H
I
|
|
|
|

2 Clarivate”

------------------------- r"'"""""""""""'\ oo mmEmmEmm—————
Market :: Clinical Regulatory Digital Market Defense, Accessi! In-Market
Assessment :| Affairs Health & Reimbursement

l&ﬂ ii e'?‘e E

Products

<<< Data & Analytics >>>

1
e - e e e e e e e e e e Vo o o o e e e o

Combining expertise, data and technologies into solutions that drive optimal outcomes
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Reduce researcher overload

Improve the researcher experience with the best data and tools

* 1.7B cited scholarly references

* 2.6M molecular interactions

* 34K academic journals

* 450K clinical trials

e 32B unique patient claims and HER record

* 3M pharmacology records

e 1.9K US hospitals’ medical device purchase
volume data

* 200 global disease and market forecasts

» 245K regulatory reference documents

e 100% of US population in enrollment data by
coverage type

* 3K patient segments covered in epidemiology
studies

* 80K pipeline programs

* 80 medical device market overviews

e 270K variant disease associations

* 19K US and EU hospitals’ diagnosis and
procedure data

* 620K searchable chemistry compounds
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Research
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Data Analytics
and Insights

Specialist
Consulting

High quality research produces greater funding opportunities for your institution
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Web of Science

Discover the latest research and how it fits into
the world’s network of ideas, people, funders
and institutions with a publisher-neutral
citation index trusted by leading research

Web of Science solutions

Publons institutions around the world for decades. EndNote
contrations. " noticed | by R Ao
even when you’re collaboratin
We Support you at every publishers, peers, and the world at with a large }[Ieam_ &
large, or learn to peer review. Prepare
stage of your research and Access
journey Essential Science .
Indicators EndNote Click
 Research d|5COV€ry and Identify emerging  science Quickly access millions of
workflow Solutions ;[r:?:lri]\filzuglss, well asinlsr';if'lzfigtri,l ‘% B;g;]e-?suah\a\//ith ares;ei?]rgclz
. : papers, journals, and countries mouse click.
Research analytics, evaluation across 22 categories  of

research. Web of Science

& management Solutions

Research publishing solutions e .

P 8 Journal Citation
Reports

Make confident decisions about

\ '.

InCites Benchmarking

& Analytics A, s where  to  submit  your
Benchmark  your institution’s 6"&4 e Sd'o';rgm"_":; oxac'oooé manusqript w_ith the world’s
research output against peers = most influential and  trusted
worldwide, identify collaborators ‘ resource _for evaluating peer-
and assess your departments and reviewed journals.
faculty with field weighted citation

metrics.
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Cortellis solutions

Unigue suite of health
and life sciences analytics
solutions

= A source of comprehensive,
validated, selected, regularly
updated data and analysis
on literature, biological
pathways, protocols,
facilities, patient
populations and global
regulatory requirements

Cortellis delivers insights
from hidden data,
accelerates innovation,
supports clinical trial
planning and increases the
odds of clinical success

© Cortellis

Al -~ Search Cortellis

Cortellis Drug Discovery Intelligence

Drug Discovery Intelligence

Discover biology, chemistry and pharmacology content all in one place.

Competitive Intelligence

All D

Go to Drug Research Advisor

@ en

Explore Klementyna Karlinska-

~ Ready t it t busi
Fultted Q e '?'meg you'cr::i:intf;::
»

Go to Drug Discovery Intelligence

Batres.

riner?

Drugs » Drugs Active drugs coverage by Analysis
From To highest status Competitive landscape viewer |
Literature » 07/09/2021 14/09/2021 Cortellis Analytics - Drug Attrition Rates |
. ‘Competitive intellipence matrix | Virtual merger |
Patents N ® Discovery Intallactial pronert landscans
Patent gazette Deals Intelligence o Go to Deal Trends Go to Deal Predictions s
Integr

View All Deals Deals

Drugs Latest | Bydate

View all Deals information,
Companies 54 Deals from 05/09/2021 to 12/09/2021 -~ formerly known as Recap
09-Sep-2021
Patents University of Erlangen to study efficacy of
Marinomed's Carragelose lo...
Literatu T = 3
e Clinical Trials Intelligence v ®
Broker research
View All Clinical Trial Sites Clinical trials Analysis
Clinical trials timeline
Deals
i el :genufy t:hmc;:(l1 tlnal ;ltes by condition, :Iizﬂ all :i::mcal trials Launch an interactive visualization of
lomarkers and location. ORI clinical trials timelines around a condition
Venture func and recruitment status
Condition

View All
Medical Device Trials

Clinical Trials

walinde
wr.m

) T TPV Tr
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Innovation life cycle on selected example
Kyprolis
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Following Kyprolis as an example of an asset’s journey

From discovery through in-market for its first indication, Multiple Myeloma
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PHASE 1
RESEARCH, DISCOVERY AND PRECLINICAL
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EPOXOMICIN, A NEW ANTITUMOR AGENT OF MICROBIAL ORIGIN Citation Network

In Web of Science Core Collection

- By: HANADA, M [HANADA, M) ; SUGAWARA, K (SUGAWARA, K) ; KANETA, K [KANETA, K} ; TODA, 5 (TODA, S ; NISHIYAMA, ¥ (NISHIYAMA, ) ;
e o I e n e TOMITA, K (TOMITA, K) ; YAMAMOTO, H (YAMAMOTO, H) ; KONISHI, M (KONISHI, M) ; OKI, T (OKI, T) 160 Ol aen [ T —— ] [ [E—— e 7 1 o
‘ ‘ DD TO MAS itations: hi rst w

JOURNAL OF ANTIBIOTICS Citations
The most trusted literature o e
DOI: 10.7164/antibiotics 45,1746 Al Citati
itations e - - .
. . Published: NOV 1952 [ 1 lIrreversible inhibitors of serine, cysteine, and threonine proteases T78
and citation database et e CLNEZE e
Abstract +  Seemare citarl Dec 2002 | Chemical Reviews
An actinomycete strain No. Q896-17 produced a novel compound, epoxemicin, which exhibited in vivo antitumor activity against B16 melanoma. 764
Structural studies indicated that it is a new member of the epoxy-beta-aminoketene group, and is elosely related to eponemyein. Cited References References
Keywords 4
.
Keywords Plus: BIOLOGICALACTIVITY; MELANOMA
Detect breakthrough science & , vewusesre,  OHFH ElllatalPupiser et s
Author Information
- d Corresponding Address: HANADA, M (carrespanding authar]
emergl ng tren s ¥  BRISTOLMYERS SQUIBB,RES INST,2-9-3 SHIMOMEGURO,MEGURO KU,TOKYQ 153, JAPAN Most Recently Ci
Categories/Classification Hubbell, GE: Tepi [] 2 Epoxomiicin, a potent and selective proteasome inhibitor, exhibits in vive antiinflammatory activity 746
Research Areas: Biotechnology & Applied Microbiology; Immunelegy; Microbiology; Pharmacelogy & Pharmacy Matural product ¢ 8 Meng, LH; Mohan, &; {...); Crews, CM Citations

gs OF The National Academy OF Sciences Of The United States Of America

Aug 31 1999 | Proceed

Identify novel technologies

43

The proteasome regulates cellular processes as diverse as cell cycle progression and NF-KB activation. In this study, we show References
eferences

that the potent antitumor natural product epaxomicin specifically targets the proteasome. Utilizing biotinylated-epoxamicin as

a malecular probe, we demonstrate that epoxomicin covalently binds to the LMPT, ¥, MECLL, and Z ca ... Show more
Serve an unmet neEd Journal information 2.668
.

©s-F-x | Free Full Text From Publisher *** Related records
Journal Of Antibiotics Journal impat
ISSM: 0021-8820 factor {2013)

Current Publisher: NATURE PUBLISHING GROUP, MACMILLAN BUILDING, 4 CRINAN ST, LONDON N1 3XW, ENGLAND

. .

Pinpoint the top researchers &

. . . Impact factor: Journal Citation Repart [0 3 Potent activity of carfilzomib, a novel, irreversible inhibitor of the ubiguitin-proteasome pathway, 508
|nstltut|0ns mpact factor: Journal Citation Repor P against preclini¢. Author Information

Research Areas: Biotechnology & Applied Microbiology; Immunclogy; Microbiology; Pharmacology & Pharmacy I .
X . X . Kuhin, 0J; Chen. O: (. Corresponding Address: Crews, CM {correspending author)
Web of Sclence Categories: Biotechnology & Applied Microbiclogy; Immunology; Microbiology; Pharmacology & Pharmacy No Blood . . . . N
; ; i— *  Yale Univ, Dept Mol Cellular & Dev Biol, 219 Prospect 5t, New Haven, CT 06520 USA

Examine the research funders e & mailAddresses: crigcrews@yale e
ot respand toborte Categories/Classification
and collaborators ;

Research Areas: Science & Technology - Other Topics

5 Funding
Bennett MK Funding agency Show details Grant number

Tap into international &
emerging markets

United States Department of Health & Human Services

Mational Institutes of Health (NIH} - USA ROLCADT496T
MIH Mational Cancer Institute (NCI)

United States Department of Health & Human Servicas

MNational Institutes of Health (NIH} - USA

MIH Mational Cancer Institute (NC1)

RO1 CADT4967-03
CAT496T

Advance your discovery efforts
by uncovering emerging
scientific trends earlier and
faster.

RESEARCH &

DISCOVERY
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Web of Science
Data Citation Index

The Data Citation Index makes
it easy to bring research data
into your workflow

Save time spent looking for
data by searching across
content from over 430
repositories in one place.

Track citations to the data and
software you have deposited.

10.4 million total items
indexed

Provides data studies from
1900-present

3 Clarivate”

Supplemental Material: Alterations of the intracellular peptidome in response to the

Web of Science Core Collection 536 O Biclogical Abstracts pr inhibi borte: ib
O siosis Citation Index 508 Data Citation Index
O Biosis Previews 508 [O cABI: CAB Abstracts® and Global Health®
-
O mEepLiNeE® 425 Derwent Innovations Index . 1 b4
O current Cantents Connect 373 O chinese Science Citation Database®
[[] 0/59 | Add To Marked List ] [ Export v ] Sort by: Citations: higt
i
[0 1 Alterations of the Intracellular Peptidome in Response to the Proteasome Inhibitor Bortezomib. .
Bei uk, Iryna; Dasgupta, Sayani; {...); Sironi, Juan sl
2013 | Figshare 1| Data study | 1
Bortezomib is an antitumor drug that competitively inhibits proteasome beta-1 and beta-5 subunits. While the impact of bortezomib on prot
known, the effect of this drug on intracellular peptides has not been previously explored. A quantitative peptidomics technique was used to
effect of treating human embryonic kidney 293T (HEK293T) cells with 5-500 nM bortezomib for various lengths of time (30 minute ... Show m
Viewdata ***
[J 2 Linkage of Bacterial Protein Synthesis and Presentation of MHC Class I-Restricted Listeria monocytogenes-De
Antigenic Peptides
Grauling-Halam ="~ - -
2012 | Figshare | o
The processing . . . P .
manocytogened Alterations of the Intracellular Peptidome in Response to the Proteasome Inhibitor Bortezomib.
genes
processing to a .
By: Berezniuk, Iryna; Dasgupta, Sayani; Castro, Leandro M; Gozzo, Fabio C; Ferro, Emer 5; Fricker, Lloyd D; Gelman, Julia 5; Sironi, Juan
Viewdata *** Figshare
Volume: 1
Source URL: http://figshare.com/articles/Alterations_of_the_Intracellular_Peptidome_in_Response_to_the_Proteasome_lnhibitor_Bortezomib__/114879
Published: 2013
[0 3 GSE22853:E
Indexed: 2013-08-31
Krueger, Elke an
2010 | Gene Exp Document Type: Data study
Coordinated reg Abstract
requirements. T Bortezomib is an antitumer drug that competitively inhibits proteasome beta-1 and beta-5 subunits. While the impact of bortezomib on protein stability is known, the effect of this
protealytic actiy drug on intracellular peptides has not been previously explored. A quantitative peptidomics technigue was used to examine the effect of treating human embryonic kidney 2937
View data *** {HEK233T) cells with 5-500 nM bortezomib for various lengths of time (30 minutes to 16 hours), and human neuroblastoma SH-5Y5Y cells with 500 nM bortezomib for 1 hour.
— Although bortezomib treatment decreased the levels of some intracellular peptides, the majority of peptides were increased by 50-500 nM bortezomib. Peptides requiring cleavage
at acidic and hydrophobic sites, which involve beta-1 and -5 proteasome subunits, were among those elevated by bortezomib. In contrast, the proteasome inhibitor epoxomicin
caused a decrease in the levels of many of these peptides. Although bortezomib can induce autophagy under certain conditions, the rapid bortezomib-mediated increase in peptide
O levels did not correlate with the induction of autophagy. Taken together, the present data indicate that bortezomib alters the balance of intracellular peptides, which may contribute RESEARCH &

Transcriptio to the biological effects of this drug.
ch, Allen HE

ArrayExpi

DISCOVERY

Keywords
Author Keywords: Cancer; Biochemistry; inhibitor; bortezomib; peptidome; Proteasome; intracellular; alterations
Categories/Classification

Research Areas: Science & Technology - Other Topics

The objective of
that are activate
responsible for

View data *** . . .
Web of Science Categories: Multidisciplinary Sciences

+ See more data fields

© Clarivate 2022

PRECLINICAL

11



InCites

A customized, citation-based
research analytics tool

Visualize the most impactful
researchers & organizations

Analyze institutional or
competitor productivity

Monitor collaborations

Investigate competitors’
research funding

Fast-track and fund your most
promising researchers and the
breakthrough science in your
area.

3 Clarivate”

* Yale University

I 5
Hines, J
. 5 3%

0 2 4 5 8 10 Schneekloth, John S., Jr.
13%
Web of Science Documents

® Yale University ® Leiden University ® Technical University of Munich University of Texas System @ University of C
® UTMD Anderson Cancer Center @ University of Turin A.0.U. Citta della Salute e della Scienza di Torino University

Category
Normalized
Citation Impact

Web of Science
Documents

M Organization Name Times Cited +

[ Yale University 13 1,691 2.37
[[] Georgia Institute of Technology 1 768 3.97
[ Buckley, Dennis L.
[] University System of Georgia 1 768 3.07 [] Schneekloth, John's., Jr
[] Hines,J
[] University of North Carolina 3 714 4.92
O crews, c.m.
[] University of North Carolina Chapel Hill 2 684 6.56 3 100%

Yale University

Yale University

Vale Universi

Web of Science
Documents

&, Download table

* Crews, Craig M.
50% of total
4 'Web of Science
Documents

Crews, Craig M.
50%

Category
TimesCited ¢ - Normalized -
Citation Impact

1 91 074
1 16 [}
1 3 01
1 1 0.4
RESEARCH &
DISCOVERY
CTAN AL D0RR 12



Derwent Innovation

The world’s leading patent
research & analytics platform

Assess patentability and
freedom-to-operate

Validate invention novelty
Monitor new entrants or threats

Analyze competitors’ patent
portfolios

Investigate any litigation on an
in-licensing candidate

Scan the innovation landscape
with speed and confidence.
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WO02005105827A2

Add toWork file v []Markrecord @ Watchrecord Download v Translate v {8 Highlight Print

Key summary data

Patent

Publication date 2005-11-10

DWPI family

Expiration date - @ View factors

INPADOC family Remaining life

COriginal assignee

Abstract

Ootimized assignee

r:]v l_}.. Jump to esfindexing | Legal status | Family | Claims | Descriptio DWPI abstract

(US20050245435A1)
Bibliography Novelty

A compound for enzyme inhibition is new.
DWPI title

Mew compounds for enzyme inhibition, useful for treating inflammation, muscle wasting disease, cancer, chrc
Detailed description

A compound having a structure of formula (1), (I1), (111}, or its salt, Formula (1), or Formula (1), whereA=C=0, C=S, or SO ,, or optionally a covalent bond when adjacent

Original Title
COMPOUNDS FOR ENZYME INHIBITION

to an occurrence of Z;L=absent or is C=0, C=S, or SO , , preferably L is absent or C=0; M = absent or is C ;_;; alkyl;Q=absent oris O, NH, or N-C ; s alkyl;y=absent oris
COMPOSES POUR L'INHIBITION ENZYMATIQUE 10 10 . . 104

0, NH, N-C ; galkyl, $, 50,50 5, CHOR *¥, or CHCO ;, R *Y;Z=0, §, NH, and N-C ; g alkyl, or optionally a covalent bond when adjacent to an occurrence of A;R * -R *=C
English Title

COMPOUNDS FOR ENZYME INHIBITION

Assignee/Applicant

Case Activity Powered by dart
Standardized: PROTEOLIXINC [ SMYTHMARKS[F LAIDIG GUYJ [ BORCHARDTRONALDT [ BUMINI

1 Part of Clarivate

WO02005105827A2 in case history
Original: PROTEOLIX INC., 225 Gateway Boulevard, South San Francisco, CA 94080, US

20 The patent WO2005105827A2 appears in 20 cases.

Top inventors PLAINTIFF DEFENDANT sumispicTion
PROTEOLIX Brazil
Created 2020-09-10
Brecks idge
Onyx Therapeutic - ed States
14004 1349 Onyx Therapeutics Pharmacsutical United Stat *
» I Cipl -
India
E Onyx Therapeutics United States
o
S
®
] 15 more cases on Darts-ip View cases
g
(14
PROTEOLIX as plaintiff PROTEOLIX as defendant
0 No cases found 20 PROTEOLIX appears in 20 cases as the defendant party.
56 50 48 47 46 46 46 46 44 —_—
— I S S RESEARCH &

DISCOVERY
Inventor .

W 1.0ther(1349) B 5. AVILES MARIN, Pablo

Manuel(47)

B 8. MONEQ OCANA,
Victoria(46)

B 9. Fyfe, Gwen(46)

2. Buggy, Joseph J.(56)

3. GALMARINI, Carlos
Maria(50)

4. Loury, David J.(48)

6. GARCIA FERNANDEZ, Luis
Francisco(46)

7. GUILLEN NAVARRO, Maria
José(46)

10. Elias, Laurence(44)

© 2021 Clarivate

1-galkyl, C g hydroxyalkyl, Cy_galkoxyalkyl, aryl, or C ; g aralkyl, any of which is optionally substituted with one or more of amide, amine, carboxylic acid (or its salt),
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Cortellis Drug maos

M cancer Lists

Research Advisor — B Coiomss i

["] Congenital defects l-...."

opge L]
Target Druggability ot e e " e

[ Dermatological Disorders \

= [ | 1 M Diagnostics \ \\\ ~',’
Game changmg /mteract/ve e ot \\\\t\‘\ Il \/."g,» <
target ID & validation tool 1 Endocrine isorders NN »

TN
i e Disorders ~\§ \\ “'
= Quickly conduct target due S e isord ~——N Y

M Gastrointestinal Disorders

diligence [ Genitourinary Disorders bl e . -:E- -

[1Hematologic Diseases

Verify if you have the beSt B immunalogical Disorders "a,

) /‘ i
ta rget [Infections - ’%%” ' ss
AN

Drugs

Pathway maps

Animal models

Genetic evidence citations

[] Metabolic Diseases

[]
/
W
A
by & % 7 K& Q

H A [ I Musculoskeletal and Connective [...] / //
Run a preliminary patent ©w
p y p M Neurological Disorders "" lllll ' I“\ \\\\\\\ Patents
nOVEIty check [ other disorders [Systemic [...] l 4 ,’ ll " I \\\\\‘ .
. .. . [7] Psychiatric Disorders ’
Investigate competition I Renal Disorders n References
[ Respiratory Disorders
. ey 0
P rlo rlt | ze yo u r ta rget [7] surgical and Medical [...]
Target prioritization Condition novelty Early development No prioritization ] o
Cancer
Rank Target Number of related records
Target main name Gene symbol Drugs ;:::;:T:Z; Animal models Biomarker uses Genetic evidence
filtered (total) filtered (total) filtered (total) filtered (total)
1 Ubiquitin carboxyl-terminal hydrolase BAP1 [SYN]  BAP1 01(10) 1(336) 1(276)
| n C rea Se t h e | i ke | i h OOd of 2 Ubiquitin carboxyl-terminal hydrolase CYLD [SYN]  CYLD 2 o(8) 12 (163) 9(121)
3 Hyaluronan-binding protein 2 [SYN]  HABP2 37 0(2) 0 (144) 1(26)
H H RESEARCH &
Se | ECtI ng the best_l n_C|aSS Or 4 Disintegrin and metalloproteinase domain-containing protein 23 [SYN]  ADAM23 0(81) 1(26)
. . 5 Adisintegrin and metalloproteinase with thrombospondin motifs 18 [SYN]  ADAMTS18 1(72) 1(30)
first-in-class asset. - o i
6 Adisintegrin and metalloproteinase with thrombospondin motifs 14 [SYN]  ADAMTS14 0(57) 1(18) PRECLINICAL
7 Calpain-5 [SYN]  CAPN5 0(1) 0(3) 0(62) 1(21)
8 Adisintegrin and metalloproteinase with thrombospondin motifs 19 [S¥YN] ADAMTS19 0(36) 1(12)
9 Ubiquitin carboxyl-terminal hydrolase 49 [SYN]  USP49 0(17) 1(12)
10 Ubiquitin carboxyl-terminal hydrolase 17-like protein 11 [S¥YN] USP17L11 0(2) 1(1)

l) Cla |"'.|'VateT : © Clarivate 2022 14




MetaCore

Bioinformatics suite for
functional analysis of OMICs data

Visualize how your target
works

Examine genetic evidence

Gain a molecular
understanding of the disease

Identify novel biomarkers

Accelerate biomarker discovery
and make better initial go/no-
go decisions on your target.

3 Clarivate”

Ca'2+) endoplasmic
rescdum lumen
\(l.v.lnk:m w folded proteins nhibit GRP78 and l~mm:...rmm)

eIF2AR3 -~ —
2 9
3
GADD34 <
s | o
g o-

PP1-cat elF251

GRP78 \

Regulation of
vansiation initiation

Regulation of
Apoplosis by
Mitochondrial

Proteins

-

L
o3,

Protein folding in
-endoplasmic

<=

ATF -6 alpha (90kDa)

I Consl e abunds
L0 e —--0--5:: -0 --==0

ATF-6 alpha

] 4\f
Y-o

af

Multiple myeloma (MM) cell &

)
19S reguistor

A @

sS2P

Proleasome
(208 core)

in muliple myeloma

v
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Disease % Export 3% Build Network | [ Incide Subfoiders
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K oI
Flter
3 O D
» Alteration Level
DNAkvel  Epigenstics Methybtion W COKNZA WUMAN 4
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Cortellis Drug
Discovery Intelligence

Comprehensive biology, chemistry
& pharmacology data in one place

Identify, prioritize and select
drug candidates

Monitor the target landscape
Inspect competitor’s activities

Benchmark experimental
performance

Examine drug-drug
interactions

Make better informed go/no-go
pipeline and competitor-based
decisions.

3 Clarivate”

All results for "Proteasome Inhibitors”

697
Drugs & Biologics

View results Related content

A 11022

Experimental Pharmacology

View results Related content

Drug-Drug Interactions

& 23895
Literature

View results Related content

) 5;83 10793
Biomarkers Uses

View results Related content

Drug-Drug Interactions

Prescription

® Contraindicated

Y apply Filters % So ce @ Expandall

Evaluated Entity 5

> Dexamethasone Carfilzomib

> Carfilzomib

> Lenalidomide Carfilzomib
> Lenalidomide Carfilzomib
> Selinexor Carfilzomib

® Not Recommended

Interacting Entity 5

Dexamethasone

97
Genes & Targets

View results Related content

2025
Experimental Models

View results Related content

6689
Clinical Studies

View results Related content

1884
Patents

View results Related content

0

‘Warning/Precaution

Interaction Type 5 Outcome 5

Pharmacokinetics (ADME) No Interaction

Pharmacokinetics (ADME) No Interaction
Pharmacodynamics @ Pharmacodynamics
@ Pharmacodynamics

Pharmacodynamics

Pharmacodynamics @ Pharmacodynamics

108
Organic Synthesis

View results

8790
Pharmacokinetics

View results

Entry

Number S
Boya12s
Apssar
0 wm Lounched- 1 e
s
Wz
| -
r 11
]
Lounched- 1996 L 13smae
- g
il
T d,
)
8

® No Interaction

Prescription 5

@ No Interaction

@ NoInteraction

Beneficial

Beneficial

Beneficial

Related content

Related content

Generic Ham Brand Nam:
Aprotinin Trasylol
AG-1346 et l
) :
14 0
Beneficial ® undisclosed

Showing 1-20 of 22 Drug-Drug Interactions records for "Carfilzomib"

Population / Study Model %

Humans

Humans

Humans/Adult/Multiple myeloma

Humans/Asian/Adult/Multiple myeloma

Mice/Multiple myeloma;Severe combined
immunodeficiency disease (SCID)

T

wrecord

View record

View record

View

View

record

record

Breast Cancer Therapy

Hemostatics

Anti-Coronavinus (Co
Orugs

Mechanism of Action Organization

Serine Protease Inhibitars

RESEARCH &
DISCOVERY
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CO rte I I is C D D I = Biomarkers ¥ | "Protease Inhibitors" x & Q o5}

B i 0 m a r ke rS Biomarkers Biomarker Uses Biomarker Kits o

Broadest coverage of biomarker
uses at every stage of Drug R&D

Y Apply Filters C Sorted by relevance Showing 1-20 of 8544 Biomarker Uses records for "Protease Inhibitors”

Biomarker Uses-C... (620) x

Supporting
A 5 A 5, Biomarker Name Indication Population Role Highest validity Drugs Supporting ! Conflicting
Identify biomarkers to stratify
Alanine transaminase (E) Sepsis, severe Adult Monitoring Treatment Late Studies in 1 1 4] 4] View Use

Efficacy Humans

your patients

Bette r u n d e rsta n d d isea Se g;er::me Kinase, MB (T}) ;S;T;Tni.;mw giasr:rwg\eflscular V\Eﬂf?ir;:[oyrmgﬁeatmeﬂt hzt;::d\es in 1 1 0 0 View Use
response syndrome
pathology

Antithrombin I1I- (C)  Occlusion, arterial High Risk Monitoring Treatment  Late Studies in 1 1 0 0 View Use
O O ) protease complex - coronary Efficacy Humans
Examine a biomarker’s uses
s Hemoglobin (C)  Occlusion, arterial High Risk Monitoring Treatment  Late Studies in 1 1 0 0 View Use
and Ievel of valldlty - coronary Efficacy Humans
Lactic Acid FEN i cimen At Manibarinm Tonntmmnt 1 atn Chidine in B B A I View Use

classify biomarkers into Biomarker Use Record Biomarker Kits
lifecycle phases

General Information

Biomarker Name Caspase-3 Role Maonitoring Treatment Efficacy
ndication Type Condition Highest Validity Early Studies in Humans
ndication Multiple myeloma Population All

Techniques & Substrates

Increase your probability of
success in clinical trials, and i cormenst : ; : : DIsCOVERY

Technique Substrate Validity Drugs Genetic Variants Supporting Supporting; flicting C

acce|erate d rug deve'opment Spectiophotometry Cell lysates Experimental 2 ; . 1 o
.
PRECLINICAL
High Throughput DNA Early Studies in 0 0 0 0 1
Nucleatide Sequencing Humans
Real Time PCR mRNA Experimental 1 1] 1 0 0
Immunoflucrescence Cell lysates Experimental 1 0 1 0 0
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SYSTEM ORGAN CLASS >  TARGET NAME:

COMPARATIVE

The largest translational safety & e o Vo ] | | | S e | e
\:Iil TRANSLATABILITY WARIANTS [ANIMAL DATA{ PATIENTS
5 —f g g SAMPLE
toxicity intelligence portal
All Adverse Events 817 o o 38 E 184 7 308 (& 405 (4 228 (3)| 1255 (2 409 (2 567

Death %

Anticipate toxicity & safety # i o T

i) )
events 4 :
B A . .

» 20-5 Proteasome Inhibitors

Examine the safety profile of
in-licensing candidates

Heatmap based on OFF-X Drug Score
SYSTEM ORGAN CLASS Very High Evidence 3 a 3 7 7 a
Show entries

Investigate the toxicity of
competing treatments ADVERSE EVENT | - ‘ SYSTEM ORGAN CLASSI - ‘ CLASS ALERT DRUG ALERT

DELANZOMIB
PHASE I
IXAZOMIB
LAUNCHED (2015)
LACTACYSTIN
MARIZOMIB
PHASE I
MLNZ273

Differentiate your asset

OPROZOMIB
HASE 11
"
]

s
All Adverse Events 817 All Ssystem Organ Classes 25 44 5 3271 1568 1180 13 471 1 135 4 36
s
o Neuropathy peripheral Nervous system disorders 4 3 106 . .
M o n Ito r regu I ato ry co n ce rn s Thrombocytopenia Blood and lymphatic system disorders 0 98 § .. .
. ege, e
a n d I Ia bl I Itl es Diarrhoea Gastrointestinal disorders 0 79 B . .
Do
Nausea Gastrointestinal disorders 0 79 5 .. .
Fatigue General disorders and administration site 0 73 .. .
Anaemia Blood and lymphatic system disorders 0 59 5 . =
—— P
Show |50 v |entries > DRUG NAME: = ’.
ALERT TYPE ALERT PHASE CABEL = o
REFERENCE = -
NUMBER OF ) a8c8s
OFF-X DRUG SCORE ADVERSE EVENT SYSTEM ORGAN CLASS TARCET A T o v -- N

X X ‘ X CLASS ALERT  DRUG ALERT  DISCOVERY / POST

Design better and Safer PRECLINICAL MARKETING
prOtOCOIS WhiCh mitigate All Adverse Events 302 All System Organ Classes 23 55 1144 79 1117 1196 R|§|SSE:/§\§:EF|;$(
unintended risks to patients. B very g dence 2 Anaeia

B Very High Evidence A Cardiac failure

p']

d and lymphatic system dis 0 26 2 26 L L
. PRECLINICAL
Cardiac disorders " o i

B Very High Evidence A2 Cardiotoxicity

B Very High Evidence A7 Deatt
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Action Technology Company | O oaameiious W e -

Multiple myeloma

[ ] [ ]
Competitive .
ndication Landscape
: Multiple myeloma
I nte I I Ie n ce Total Active Drugs @ 489 Total Companies 438

The trusted and industry-leading o .

Target-based actions Technologies

dru I elln e da tab ase I Preclinical Celgene Corp I APRIL receptor modul 1 Biological therapeutic
hase 1 Clinical Novartis AG B D3 modulat . formulati
B Phaced Climeal Amgen Inc modulator ntravenous formulati.
No Development Repc Bristol-Myers Squibb Co M ADP ribosyl cyclase-11 W Infusion

E?:c'::[\.":d Janssen Biotech Inc Interferon alpha 2 liga Immuno-oncology

| | Dlscuntl?v‘ued Sgszrﬁlg; ADP ribosyl cyclase-11 Small molecule therag
. o Genentech Inc APRIL receptor antago Protein fusion __aEpagpnef=®
Efficie ntly track the B e Abbvre & ymphocyte antigen  Oralformulaton :
B Registered HaemalogiX W Histone deacetylase ir W Receptor chimeric

re-registration " - R .
competitive landscape Rt T

Anticancer proteasome inhibitors
Filters Filters Filters

) Strengths Weaknesses

Understand competitors
product positioning Countr

. inhibitor; induces = Only approved in relapsed MM [1310245;
apaptosis and cell cycle arrest in multiple myeloma (MM] cells
resistant to Velcade [L235208]

The phase Il CLARION trial in frantiine MM missed its primary
ntof superiority over Velcade in PFS (22.3 versus 22.1 months)

Territory of development

= Equal potency to Velcade, but lower incidence of neurotasicity and

neutropenia, possibly dus to greater selectivity for the chymotrypsin- i i .
Drugs o ] like protease and lack of off-target activity resulting from less cross. ® The FOCUS trial testing Kyprolis versus best suppartive care in
o O reactivity at the trypsin and caspase-like proteases in the 265 relapsed;refractory MM did not achieve its primary endpoint of
121112352131 improving median overall survival (10.2 and 10.0 months,
ifferentiate your asse - e
LC . e setting; in phase || studies for relapsed

and/or reiactory MM, single-agent Kyprolis resulted in an overall N i'E‘V concerm G“‘"i'f“m““‘! :"EA‘[“"EL"”‘ﬁlﬁﬂf:ds“"‘"“'
ted in two trials. Also of renal and pu

response rate (ORR) of 24% and overall s of 15.6 months; ORR e
44 wxlcwlreni insufficiency, including renal failure, in 10% an

Assess expected product developmen B ST

) dexamethasone in relapsed MM, based on ASPIRE data which showed = Label also warns of pulmonary hy)
Top five a progression-free survival (PFS) of 29 months, an unprecedented PFS hepatic toxicity and failure, and enois voembaa and hemorrhage
perrormance bt insecond o ettty s s confmed s
vindi o di
2 : * The mast comman adverse eventareported nsteast 20% of patienta

US (308) renal and pulmonary toxicities [LGB0743) PR eria, dyspren, 4
China (85) = ENDEAVOR showed an impressive 50% reduction in risk of disease cough (1210245

progression for Kyprolis plus dexamethasone compared with Velcade .

Inconvenience of frequent
each week for 2 weeks, followed by 12 days rest period) [1310245)

travenous dosing (2 consecutive days
245]

plus dexamethasone (median PFS of 18.7 versus 9.4 months, median
duration of response of 21.3 versus 10.4 months, and median overall

Determine potential market

survival of 47.8 versus 38.8 months, respectively) in patients with = Development in other indications, including chronic lymphocytic
relapsed MM [1637451], (1664217, 1957603 - leukemia and small-cell lung cancer, has pressumably been -
share Key:0 Il veyrizne . ot hszocin phen i
Opportunities - Threats -
. . . ; 3 . . .
Exa m I n e safety fl n d I ngs Cardiac Disarders Blood And Lymphatic System Disord... Infections And In... Gastrointestinal ... Nervous Syste... . [I|sgas?hurder‘ MM s the second mast common hematological = Pomalyst, which was approved in the salvage setting in February 2013
fecting approximately 230,000 people worldwide, with an and has compelling response rates [1368875], [1368895]

eetmated 114,000 new cases diagnosed annually. Also increasing

prevclnce i e beterdagnsis andimproved paint = Compatition from entrenched market leaders Velcade and Reviimid,

although these are usually used more in the front-line setting, as well

survival [1676708], (1986
Cardiac Disorders asother m.u shed drugsincluding thaldomide:perpheral
= Around 70% of patients with active MM are not eligible for stem call concern with version
. | transplantation e to age ar other health conditiors andwill be o Veliode which may negate ypralisstocicty advamtage (L1 2381
Adverse Event: Cardiac Failure reliont on drug-based therapies. The majority of patients with MM [1235430), (1310245 ]

901, (1386370

relapse and require additional therapy (151 i
=_Generic entrv in Europe of market leader Veleade in 2015 could alsa

Number of Alerts: 52

General Disorders And Administrati...

- . . \nvestlgatons System Organ Class

Confidently make critical
product, portfolio and

Q 22| % £ 2 2

nC 1

. _ . 5| & £ E 5 = a5l ae| 3| &
Competltor based deCISIOnS- Respiratory, Thoracic And Mediastinal Di... ._ - = = =l=|=1=|°
f— 12381664 13 (591 54 | 1 [ 6 |140| 1 | 4 | 36

PRECLINICAL

-
All System Organ Classes - 25
Wascular Disorders ==
Renal And Urinary Blocd and lymphatic system disorders

[ =
- - l - Congenital, familial and genetic disorders
Ear and labyrinth disorders

= —— © Clarivate 2022 20

Powered by OFF-X - The Translational Safety Intelligence Portal

¥

—
CLINICAL

3 Clarivate”




Indications: Multiple myeloma € Clear All

I I I A Company (Top 10) # I B
Deals Intelligence — .
The gold Standard blopharma Showing 1-10 of 766 results National Cancer Institute 51
Bristol-Myers Squibb Co 50
deals database I
1% Customize Columns « 41 Sorted by Deal Start Date + T il
Start date & Title Principal Company Johnson & Johnson 3L Deal Tran
Status
. . . . Harvard Medical School 30
QUlely examine deal 10-Jan-2022 Sana Biotechnology to use IASO Bio's BCMA Nanjing IASO Biotherapeutic... Basic L
. . . CAR Construct to develop and Celgene Corp 25
Valuatlons & flna nC|a| terms Active commercialize in vivo gene therapy and ex
vivo hypoimmune (o | 24
= b d s - Dana-Farber Cancer Institute Inc 24
Ea SI Iy e n c h m a rk fu n I ng’ Sana Biotechnology to use IASO Bio's BCMA CAR Construct to develop and commercialize in vivo gene therapy and ex vivo hypoimmune cell therapy for multiple myeloma
. . saciety 23 Collabe
I |Ce n S I ng’ a n d M &A d ea IS Snapshot Highlight [0 search Terms & Synonyms  <Previous Next>
Analyze potential partners’ : R
y p p Deal Title Sana Biotechnology to use IASO Bio's BCMA CAR Construct to develop and commercialize in vivo gene therapy and ex vivo hypoimmune
d ea I h isto r cell therapy for multiple myeloma
y Principal Company Naniing IASO Biotherapeuties Co Ltd (China) (Biotech) Drug - Early Research/Devel... Drug Researt
I nfo rm d ea I n egotiatio n s Feents ?d\erl’_‘u;ﬂpany Nar;!es Nanjing Xunlu Medical Technology Co Ltd
Financial Principal Company}
o o o Venture Funding Partner Company Sana Biotechnology Inc (US) (Biotech) se Upfront i :: £l
Easily visualize deal trends &
. . Jhe ]pany Names (Partner Researt
pany)
deal predictions (Q2 2021) ,
Agreement Type Drug - Development/Commercialization License
SimflarDeals (e Deal Asset Type Drug; Productls) only
Deal Transaction Type Basic License (Licensee takes over)
Researt
Deal Status Active Mean
Territories Median B
Total projected value 204.00

(Current-USD M)

Total projected value 204.00
(At Signing-USD M)
Make confident buy or build o o T P
g S S 2 g &
s & & g
o o o Therapy Area Cancer £ = = [ = B
decisions and strike your best S S % F 3
— ~ M = @ "
Indications Multiple myeloma(Primary) @ @ @ @ o
s 3z 3 @
. m [1] m :
= = = [
possible deal. o based Actons P ——— £ £ £ ¢
Other Actions T-lymphocyte stimulator; Anticancer; Genetically engineered autol cell therapy; Immur
Technologies Chimeric antigen receptor T cell therapy(Primary); Biological therapeutic; Inmunc-oncology; Infusion; Intravenous formulation; Protein [}

fusion; Receptor chimeric

Number of Products/Options Multiple  More than 5) CLINICAL

l) Cla |"'.|'\fateT : © Clarivate 2022 21




PHASE 3
CLINICAL TESTING

(; Clarivatem © Clarivate 2022



Cortellis Clinical
Trials Innteligence

Insights into the landscape of
ongoing clinical trials

Evaluate the design of
precedent studies

Benchmark patient
enrollment and timelines

Define the right endpoints
and select biomarkers

Pinpoint adverse events
Monitor competing trials

Search for experienced sites

Prioritize sites by
performance, availability and
competition

Cortellis’

Report Type

Show selected only

Clinical Trials (483380)

Refine Search

Search within Results

L ]
=x

w Condition

Fitters[1] Clear

@ Coronavirus disease 19 infecti
on (13733)
Show all filters

P Patient Segment

Site Name

Sisters of Charity Hospital

Llinical Hospital Dubrava

Clinical Hospital Center Rijeka,

Zadar General Hospital

Hospital for Medical

Merkur Clinical Hospital

Sveti Ouh

General Hospital Karlovac

'y Hospital for Tumors

13733 Clinical Trial results with filter(s) applied: Coronavirus disease 19 Infectlon
Results Pe(page: Sortby:| Last Change Date % || Most Recent % | | Order Col

o Title

o

Effect of ventilatory changes in
patients recovering from
recent COVID Infections, who
are receiving general
anesthesia

Immunogenicity and safety of

heterologous booster
vaccination; with the covid-13

recombinant vaccine
|AstraZeneca/Flocruz), covid-
13 mRNA vaccine

recombinant vaccine

4

A Clinical Study of Nasya and
Rasayan In Post COVID-19
Syndrome

£ County

Zagreb

Zagreb

Dubrava

State / Province /

Zagrebacka

Condition

Filters - [1] Clear

Coronavirus disease 19
Infection; General anesthesia

Coronavirus disease 19
Infection

Coronavirus disease 19
Infection

Postal Code

Grad Zagreh 10000

Grad Zagreb 10000

L0000

Rijeka Primorsko-Goranska 51000

split

Zadar Zadarska

Krapinske
Toplice

Zagreb

Splitsho-
Dalmatinska

21000

23000

Krapinsko-Zagorska 49217

Grad Zagreh 10000

400K+

Global clinical trials

Download the factsheet >

Patient Segment Biom

Country /
Territory

Croatia

Croatia

Croatia

Croatia

Croatia

Croatia

Croatia

Croatia

2900+

Diseases and therapeutic areas

Fitters: [0]

Filter

Arter
Plate FAEROE 1S,
walk

GIBRALTAR

Matched Trial

Total Trial Count
Count

Top Therapy Areas

0“
s

Cancer; Gastrointestinal;
University Hospital for Tumors Ambulance

Zagreb Grad Zagreb Croatia 10000

Matched Condition
Q_ Cardiovascular disease
Top Therapy Areas
Cancer || Gastrointestinal | | Meurslogy/Psychiatric
Top Sponsars
F Hoffmann-La Roche AG

Roche Holding AG Abbvie Inc

Site Statistics

10 0

Ongoing Matched Trials Completed Total Trials in past 12 months

200K+

Clinical sites across 200+
countries

& View Epidemiology in IPD  Views: =

il * -
FINLAND
k'
BAIKONUF
| um‘
AN
TURKMENISTAN

% o

Leafiet | Map tiles by Clarnate Analytics made with Natural Earth

Total Trials Matched Trials Ongoing Trials

276 33 74

0

Completed Matched Trials in past 12 months

39

Trial registries

ndpoints Met
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https://clarivate.com/cortellis/download/48362/

Cortellis Clinical
Trials Innteligence

Insight on global trial sites

Search for experienced sites

Prioritize sites by performance,
availability and competition

Validate CRO input

Uncover high level incidence
and prevalence

Identify experienced
investigators (2022)

Position your clinical trials for
greater success by selecting the
best sites.

3 Clarivate”

6681 Results for 'Multiple myeloma' with filter(s) applied : Multiple myeloma

Dana-Farber Cancer Institute

21
31Jan 2022
16

Matched Trial Analytics

PPPPP

2
Views: =

Hir N

Natural Earth
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Summary

Unprecedented value from an end-to-end lifecycle
perspective that empowers more proactive and
better-informed decisions with speed and
confidence.

RESEARCH & DISCOVERY

\

COMMERCIALIZATION o PRECLINICAL

© Cortellis
/

BRG
APPROVAL & LAUNCH CLINICAL

2 Clarivate”

Every product we use, medical treatment we
receive and service we consume has been
imagined, created and improved in a
continuous, connected cycle of innovation.

Clarivate operates at the heart of that

lifecycle. We give our customers the lens of
clarity—the insights they need to turn bold
ideas into life-changing innovations
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Adriana FILIP \
Solutions Consultant
adriana.filip@clarivate.com

www.clarivate.com : \

© 2020 Clarivate. All rights reserved. Republication or redistribution of Clarivate content, including by framing or similar means, is prohibited with&e prior
written consent of Clarivate. Clarivate and its logo, as well as all other trademarks used herein are trademarks of their respective owners and used under license.


mailto:adriana.filip@clarivate.com
http://www.clarivate.com/

Additional resources

Web of Science Learning >

Web of Science Academy >

Events & Webinars >

LibGuides >

Videos >

Web of Science Blog >

Web of Science news hub >

Researcher Recognition >
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https://clarivate.com/webofsciencegroup/support/
https://clarivate.com/webofsciencegroup/solutions/web-of-science-academy/
https://clarivate.com/webofsciencegroup/webinars/on-demand-webinars/
https://clarivate.libguides.com/home
https://videos.webofsciencegroup.com/
https://clarivate.com/webofsciencegroup/blog/
https://clarivate.com/webofsciencegroup/news/
https://clarivate.com/webofsciencegroup/researcher-recognition/

Customer Service - Available 24x5
support.clarivate.com/ScientificandAcademicResearch

¥ LIVE CHAT Click here to reach a WoS agent
e PHONE Dial +44 8003288044
@ EMAIL or WEBFORM WoSG.support@clarivate.com or click here to send us a Webform

h KNOWLEDGE BASE Click here to visit our extensive Knowledge Base

Links to popular articles include: Remote Access to WoS, h-index Information
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https://support.clarivate.com/ScientificandAcademicResearch/
https://support.clarivate.com/ScientificandAcademicResearch/apex/CA_Prechatform_SAR?endpoint=https%3A%2F%2Fzwv3.la3-c1-ia2.salesforceliveagent.com%2Fcontent%2Fs%2Fchat%3Flanguage%3Den_US%23deployment
mailto:WoSG.support@clarivate.com
https://support.clarivate.com/ScientificandAcademicResearch/s/Product-or-technical-question?language=en_US
https://support.clarivate.com/ScientificandAcademicResearch/s/topic/0TO41000001zop5GAA/scientific-and-academic-research?language=en_US&tabset-31354=2
https://support.clarivate.com/ScientificandAcademicResearch/s/article/Web-of-Science-Access?language=en_US
https://support.clarivate.com/ScientificandAcademicResearch/s/article/Web-of-Science-h-index-information?language=en_US

