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RMC (Reaxys Medicinal Chemistry)
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Patents Origin and starting date Articles and Journals

* >126 600 Patents + >5000 Journals Covered
* US:1971-present » >353 400 Articles
* EP :1979-present * From 1980 to Present

* WO : 1978-present (English only)

« Patents are coming from the A61K class | BUICELIEREI[EE

mainly but not only. « >12 700 Drugable Targets
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Case 1: B—{L &5 4G BIERVIAEY

dapagliflozin
4 L CpqHp5Cl0g  408.879 11966426 461432-26-8
Identification Physical Data - 52 Preparations - 81 >
oH .
DruinIIeness Spectra - 54 Reactions - 398
Bioactility (All Other Data - 351 Targets - 24 >
. Documents - 217 >
E &1 C = aqlo
- Druglikeness 3 o o
Druglkeness ! A~ Bioactivity (All)
Lipinski rules component MWi100
Molecular Weight 408.879
togP 2007 . . v Invitro: Efficacy - 261
HBA 5
HBD p ~ Invivo: Animal Model - 208
Matching Lipinski Rules 4
~ Metabolism - 67
Veber rules component
logP HBD
Polar Surface Area (PSA) 99.38 i .
~ Pharmacokinetic - 229
Rotaiable Bond (RotB}) 6
E Matching Veber Rules 2 Y o
3 M Substance M Lipinski/Veber nules N Tﬂx|c|tyf53fety Phanﬂacﬂ|ngy _ 11 4
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-~ Bioactivity (All

~v  In vitro: Efficacy - 261

v Invivo: Animal Model - 208

Mgy [nvitro: Efficacy - 261
v Metabolism - 67

Quantitative Results
Show/Hide columns
~ Pharmacokinetic - 229

pX | Parameter Value | Value | Unit | Biological @ Action Target TissuelOrgan | Cell Dose | Effect Concomitants Reference
(qual) | (quant) Species | on
v Toxicity/Safety Pharmacology - 114 target
931 amount 50- pg/ml  Sprague pancreas 20 antidiabetic Wang, May-Yun; Yu, Xinxin; Lee, Young; McCorkle, Sara Kay;
(Glycogen) 175 Dawley Wmoll  agent Chen, Shiuhwei; Li, Jianping; Wang, Zhao V; (...}
rat Unger, Roger H; Roth, Michael G [Proceedings of the

National Academy of Sciences of the United States of
7 AL America, 2017, vol. 114, % 25, p. 6611 - 66161

R M C)Iﬂ'éj q] E"] é&*& Full Text » Cited 10fimes » Details > Abstract >
é 3.‘:'11:5 *ﬁ II:EI ;E l=J HTJ- 384 pics0 0.84 human Sodiumiglucose cos7 Radioligand: [14CIAMG Ho, Low-Tone; Kulkami, Suvam S;; Lee, Jing-ChyilCurrent

A E vy L o ([14c]Methyl-Alpha-D-Glucopyranoside cotransporter 2 cell Topics in Medicinal Chemistry, 2011, vol. 11, # 12, p. 1476

N \ e s Uptake) [human]Wild line -1512]
irj':J:Fﬁ Mol jsj i{u E,\] %& Full Ted 7 Ciled9times A Delails > Abstract >
?Ej&’ _$_ ‘E1{QI¥ 284 picso 9.4 human Sediumiglucose cos7 Radioligand Zhou, Huigiang: Danger, Dana P: Dock, Steven T:
1T IT/ . cotransporter 2 cell ALPHA-D-{U-14C)-GLUCOPYRANOSIDE,  Hawley, Lora; Roller, Shane G.; Smith, Chari D.;

[human]:wild line Other compound: NACL, Handlon, Anthony L [ACS Medicinal Chemistry Lefters,

pX:'lg(~mO|) 2010, vol. 1, # 1, p. 19-23]

Full Text 7 Cited 35times 7 Details > Abstract >

831 |C50 = 0.49 nM human Inhibitor ~ Sodium/glucose CHO Lee, Suk Ho; Song, Kwang-Seap; Kim, Jong Yup;
cotransporter 2 cell Kang, Misuk; Lee, Jun Sung; Cho, Seung-Hwan;
[human]:wild line Park, Hyun-Ju; Kim, Jeengmin; Lee, Jinhwa[Bioorganic
and Medicinal Chemistry, 2011, vol. 19, # 19, p. 5813 -
5832)

FullTet a Cited 17times # Details > Abstract >

s31 IC50 = 0.49 n human Inhibitar  Sodium/glucase Radioligand Lee, Jinhwa; Kang, Suk Youn; Song, Kwang-Seop;
cotransporter 2 [14CIMethyl-alpha-D-glucopyraneside Lee, Junwon; Lee, Sung-Han[Bieorganic and Medicinal
[human]Wild Chemistry, 2010, vol. 18, # 16, p. 6069 - 6079]

Full Text » Cited 20times » Details > Abstract >

831 IC50 = 0.49 nM human Sedium/glucese CHO Radioligand: [14CJANG Hae, Low-Tone; Kulkarni, Suvam S.; Lee, Jing-Chyi[Current
([14c]Methyl-Alpha-D-Glucopyranoside catransporter 2 call Topics in Medicinal Chemistry, 2011, vol. 11, # 12, p. 1476
Uptake) [human]:wild line -1512]

FullText a Cited9times 2 Defails > Abstract >

931 IC50 = 0.49 nht human Sodium/glucose CHO Substrate: [14CJAMG Park Eun-Jung; Kong, Younggyu; Lee, Jun Sung;
cotransporter 2 cell Lee, Sung-Han; Lee, JinhwalBioorganic and Medicinal
[human]Wild line Chemistry Letters, 2011, vol. 21, #2, p. 742 - 746]

g i

Full Text A Cited 10times 7 Details > Abstract >
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~  Pharmacokinetic - 229
~ Bioactivity (All Cuanitate Resuta
Show/Hide columns ~v
Parameter ¢ |um | Bioiogical spe (Clinical i Route of Dasing 2
(o fiines (6 261 quan dsease acministrason regimen
Y In Vitro: icacy - Cmax 51 oML human AficanhumanAsian.  HeafHeally,  oraladminishation 50 Sinale Courtnay; Psifer 4-+asant Glsmes: Visira: Ban-Omian: Cooms3fDiabstes, obasity and matabalksm.
Human Caucasian Healthy mg 2011, val 13, W SUPPL 1.p 47 -52]
FulTert » Ciled236mes 2 Detals > Abstract >
~ Invivo: Animal Model - 208 A 0 2w ngumL humanAlicen humanksian,  Heaty Hedlly  orsladminsiraion 50 Sngle Courtoe, Fafor A . G Vs, Ban O Coborainbetos, obesty and matsboksm,
Human Caucasian Heammy mp 2011, 0L 12,8 SUPPL. 1. p. 47-52]
FulTet  Cledzasmes » Details > Apsiradt >
~  Metabolism - 67 AUC (01 23 ngnmL humanAlici humanksian,  Hedty Helly | orsadmesiion 50 Snge ot 1 050 L 01t ooy ke
tothe last dstactadle Human Caucasian Heatmy mp VoL 13,8 SUPPL. 1. 4
concentration} e
~ Ph acokinetic - 229 n omax L ngimL  human Aican, human Asian,  Heallhy Heallh  oral adminisiraion 50 Single Cauriney; Pleifer, - Hasani. Gjomes, Vieirs Ben-Ofhman, CollomballDinbetes, obesity and metabolism,
» Human Caucasian Heathy mp 201, vol 13,5 SUFPL 1,p 47-52]
FulTet » Cllaa23bmes 2 Delals > Absract >
7 _ AUC (@i 2303 NGNIML  NUMan ACIN, NUMaN ASian,  Healy HeaNny oral administatien 50 Single Coutney; P8ITer A-HASNC Gjemes: Visira; Ben-ONMan: ConomballDiabeles, obesily and meétabalism,
v Toxinity/Satety Pharmacology - 114 i Cauasian ey m ot 158 S 15 4752
Full Test 7 Cited238mes @ Details > Abstract >
AU 2236 nghimL numanAmcanhumanAsian,  HeafyHealtn  orsladministatcn 50 Single Courtney; Peifer: &-Has an: Gjemes: Vieira:
fothe last dtactadle Human Caucasian Healthy mo 20110l 13,8 SUPPL 1.p.47-521
FullText 7 Cited238mes 7 Detals > Absrart >
Cmax 34 namL  human Afican, Human HeathyHealtyy  oralsoministraicn 20 Sinle Courtney; Peifer: &-Has an: Glemes: Vieira: 2
Quantitative Results Cowcasion mg 201, vol 13, RSUPPL 1,p 47-52]
FulTort = Cited236mes = Detals > Abstract >
ox | Farametsr e | Unt| Biological | Acion Concomitant
ant) Spece: ALIC (0-inf) 47 nghimL  human Afncan, Human Healthy, Healthy oral administration 20 Single Courney, Plaifer. A-Hasan: Gjemes. Vieirs; Ban-Dthman: Collombal{Diabetes, obesity and metabolism.
Caucasian g 2011, vl 13, WSUPPL. 1. p 4752
00008 M Inhibtor Somnmvutosa HEK293 01 Omer compound: 2-0G, FulTed 2 Cied236mes 2 Delats > Abatract >
cotanspor cotl W ane rucied
i " o | enosmemdne AU (04) %03 nghimL  human Afican, Human Heaty Hesltty | orotadminishotion 20 Single Couthr, Pl A Glmes: Vikr: e O ColomafDitte. abest il membokan.
= (1o the st detectable Caucasian — mg w0l 13, 8 SUPPL 1,p 47-52)
concentration) awlkess Full Test » Cited23mmes » Details > Abslract >
T Inhibtor - Sodumipuicoss oKt
cotransporter 2 call ling. [14Ct-alpha-Metylguucopyranoside. Usyatnsey, Algxander. FRzpatrick. Kewn; Zhang, Zhenjun;
uman) vl Masng Jun Ho. () Guzzo, Peter R; L, Shusng
[Bicorganic and Medicinal Chemistry, 2014 vol 22 #13,p
44-3422)
FullTet 7 Ched15tmes = Detsis > Avatract >
3 - Inbedflor  SodumiguCose Fipn-CHO  Methyl-3ipha-D-glucopyranossde Marker SHANGHAI CHEMPARTNER CO , LTD. SHANGHAI YINGLI
cotransporter 1 cell line /LTD. Xu. Zusheng: Csan,
human] Wil 3 Subswate: 2013, 41
Methyl-alpha-D-ghucopyranoside. Full Tet » Detads > Abstact >
3 ~ Inhidflor  Sodlumighicose Fipin-CHO  [14C}-methyt-alpha-D-glucopyranoside Substrate: 'Shanghat Yings Sclence And Technologs Co., Lig Shanghat
e T = F &*E%B* 1 i%
pumary i O compound Phicrican. Chempariner Co, L1 XU, Zusheng, ClAl Su - EP2875965, 1
e o )| ‘.E ; E } IEI I+ R;
cormapotar 1 FullTed 7 Detsis > Absyad >
Iroman] i E—_
2 W it Sodumigucose CHOK1  [14CHmethyalphs-D-gucopyanoside u,Ge, L B, Roberge, Jacques Y. ¥, Buitus;
cotransportes 2 cell line ||mmumrbwwmwne Du, Jiyan; Deng, Jiajia; Chen, Yusnwel, () Welihinda, Afitn;
ruman) wia Sun, midournalof Medicinal Chemysty, 2014, vl 57.# 4,
|immdnrbwmw’luvﬂl P 1236-1251]
FullTet 7 Ched38tmes = Detats > Avetract >
10-20 ™ homan pasma L swen v Lee, TaeivecolAnmusl Reports i Medicinal
cell 2011, vol 46, p 103 - 115]

FullTet 7 Cieg9smes 7 Defals > Abstract >

7z % m plasma £ NATIONAL INSTITUTE OF BIOLOGICAL SCENCES,
BELING, ZHANG, Zhyuan, HUANG. Shaogiang
Znaolan. SU, Yaning, REN, Yan - WO2016/41470, muu
FulTet » Detsis > Apswact >
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Case 2: {fAReaxysi®RFFEXT “ERFE" BEMHHNLE

o FREUCEAPIRIERN “RNAKBIBIRNARSES (RARp) ” BiEMIRENKEY
- HEXLAEYIRIICS50TEUMZH

REGXYS Quick search  Query builder Results Synthesis planner  History Register > Signin @
. acti s : c Search fields
& B9 & @ ! H o
Import Save Resetform Delete all Structure  Molecular Formula CAS RN TI, AB & KW
A Reaxys /™
< Target Name is ™ rdrp B, X 2 [EElEnERs
s Group 1 f
» P 2 Ungroup X T|pS :
FI A Query Builder#
<> Measurement Parameter  is v 50| %, X ' E$E|m£“ : 1;&59!“%7;& :
N 3 A\ S
AND u&%i&kd\ﬁl‘] W R
<> Measurement pX >= Vo6 B X N
X




ReaxysH 455K

Reaxys
Filters
By Structure v
Measurement pX v
Highest Clinical Phases v
Targets v
Parameters v
Substance Classes he
Molecular Weight W
Number of Fragments v
Availability ~

Availability in other databasesv

Available Data ~
Document Type ~
Publication Year v
Patent Assignee ~

Quick search  Query builder Results  Synthesis planner  History Register > ESIIEENG)
1.204 Substances outof 3z Documents, containing 2,896 Reactions, 6 Targets
T
0 = A Qo @&  No of References & | Grid i Heatmap BB

B & a
NH,
2 L
Al
Ho 9N
(&
E)H

—_— Bioactivity (All)

Export Preparations

toxoflavin
C7H7NsOz 193165 21014  84-82-2

Identification Preparations - 19 >

Physical Data - 22
Spectra - 29

Other Data - 3

Druglikeness Reactions - 23 >

Bioactivity (Hit Data) Targets - 27 >

Documents - 124 >

3'-deoxycytidine
CgH1aN30s  227.22 616742 7057-33-2

Preparations - 54 »

Identification Bioactivity (All)

Physical Data - 15 Reactions -92 >

Druglikeness

Bioactivity (Hit Data) Spectra - 31 Targets - 10 >

Documents - 44 >

o

— &

ou

3'-deoxyguanosine
CygHy3NsOg  267.244 561508 3608-58-0

Preparations - 20 »
Reactions - 55 >

Identification Bioactivity (All)

Druglikeness Physical Data - 12

ReaxysE %% H
FEFHHLE
Y, KETHET
B RIF)ESC
Mk, HEZEE
BYRtE], BILUE
1T & B HYHIt
Data&E & B
i
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pX | Parameter

Value | Value Unit | Biological
Species

(gqual} = (quant)

C virus

Action Target

on

target

o -
[Hepatitis C
virus]-Wild

Concomitants | Reference

Other Middleton; Lim; Montgomery; Rockway; Liu; Klgin; Qin;
compound: Harlan; Kati; Molla[Letters in drug design and

ATP; discovery, 2007 vol 4, #1,p.1-8]

Radioligand:  Full Text @ Cited 3times @ Defails > Abstract >

[BHIUTP;

pX | Parameter

pX

Parameter

Value | Value Unit | Biological
Species

(qualy | (quant)

Hepatitis
C virus

Value | Value Unit | Biological
Species

(qual) | (quant)

(strain
DELTA
21)

epatitis
virus

Action | Target

on
target

Action | Target

on

target

Imlbm}r-

Concomitants | Reference

Mayhoub, Abdelranman S [Bioorganic and Medicinal
Chemistry, 2012, vol. 20, # 10, p. 3150 - 3161]

Full Text @  Cited 35 times 2

Concomitants | Reference

Details > Abstract >

Dhanak, Dashyant; Duffy, Kevin J.; Johnston, Victor K_;
Lin-Goerke, Juili; Darcy, Michael; Shaw, Antony N_;

Gu, Baohua; (...) Keenan, Richard .; Sarisky, Robert T.
[Journal of Biclogical Chemistry, 2002, vol. 277, # 41

p. 38322 - 38327]

Full Text @ Cited 172 times 2

Details » Abstract



FlAHeatMapBE L& 5 S X &

Reaxys’
Filters
Limitto > Exclude >
= By Structure ~
Measurement pxX v

Highest Clinical Phases

Targets v
Parameters v
Substance Classes v
Molecular Weight v
Number of Fragments v
Availability v

Availability in other databases~

Avallable Data v
Document Type v
Publication Year v
Patent Assignee v

Quick search  Query builder Results ~ Synthesis planner

1,204 Substances out of 33 Documents, containing 2,896 Reactions, & Targets

O® & A Qo

Limit To Exclude Export Preparations

O toxoflavin

4 H C7H7NsO2 193165 21014 84-82-2
o
N = j
I
;\J);,N
L W |

B O @ =

Identification
Druglikeness
Bioactivity (Hit Data)
Bioactivity (All)

O - 3'-deoxycytidine
Identification

™ Druglikeness

Bioactivity (Hit Data)

BO Q@ =g
3'-deoxyguanosine

Identification

"
i~
0w Druglikeness

History

CgHiaN3Os 22722 616742 7057-33-2

@ No of References + Vv

Physical Data - 22 Preparations - 19 >

Reactions-23 >

Spectra - 29

Other Data - 3 Targets - 27 >
Documents - 124 >

Bioactivity (All Preparations - 54 >

Physical Data - 15 Reactions-92 >

Spectra - 31 Targets - 10 >

Documents - 44 >

CioHiaNsOy  267.244 561308  3608-58-0

Bioactivity (All} Preparations - 20 >

Physical Data - 12 Reactions - 55 >

FIFReaxysH f#JHeat Map, BEZRHITESR, o, 45,
EMBIREC B XER, HAEEENSENRHEITHF .

ELSEVIER

S

Substances ©
S-thiazoleca... ylaming]
(E)-N-{4-(3 fonamide
DX17119
20673525
S-thiazolecar... l-aming]
20673509
20673487
29885944
27250279
&-cyclopent...an-2-one
(6R)-6-cycl... an-2-one
6-cyclopent...an-2-one
6-cyclopent...an-2-one

6-cyclopent... an-2-one

Targets

RNA-dependent RNA polymerase




—LEIEAERNEN

Substances ©

S-thiazelec..
(E}-H-(4-(
DXAT 118

20673525

S-thiazelec...

20673509
20673487
25885544
27259279
6-cyclope....
(BR)-6-cy...
6-cyclope._..
6-cyclope....

6-cyclope....

HN-(4-((3-(E...

S[2-(4-flu...
(1aR12b...

20873500

N-4-(2{2-..

E-cyclope....

6-cyclope._..
N-{2{4-(2-...

6-cyclope....

- ylamine]

fonamide

Faming]

an-2-one
an-2-one
an-2-one
an-2-one
an-2-one
fonamide
boxamide

boxamide

cetamide
an-2-one
an-2-one

cetamide

Targets

RNA-dependent RNA polymerase

PX=9.5
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«  PIBKFAIMTORXHANGIF, EiEMHEBENME AL E4

Reaxys

& (@ 3 i

Import Save Resetform Delete all

< Selectivity Profile
>

<> Target Name

<> Measurement pX

<> Target Name

<> Measurement pX

Quick search  Query builder Results

Synthesis planner

History

rs
v PIBK
Vo9
Vv mtor
]

@

Structure

..
P
ses

Molecular Formula

i o:

CASRN TI AB & KW

Al

Search fields and forms

Fields Forms History

Reaxys Forms

Reaxys MedChem Forms
Affinity on target

Cell proliferation: inhibition

Selectivity Profile

Animal models: Tumor

xenografts

Bioavailability

Volume of distribution

© © © O © © ¢

Absorption (Cmax. Cavg)
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T FfIHeat Map & & & 1 41

Limit To Exclude Export Preparations

O GSK2126458
1 . CasHisFaNsOsS  505.504 20875369 1086062-66-9
on, L
O:;LJ\J\CE; Identification Bioactivity (Ally
i ! Druglikeness Physical Data - 3
Bioactivity (Hit Data) Spectra-3
Boa =ie
(| PKI-587 o) S —
5 y ‘s CaoHatNgOs 615735 19641026 1197160-7¢ ) o~ Bl Subsiances | | A€ Exit Eull Screen
m“f@wh‘f/ Limit To Exclude Export Settings Navigator Legend
Ef] Identification
Druglikeness
N Bioactivity (Hit Data)
B aQa =ie
Ph | itol 4.5-bisphosphate 3-kinase catalytic subunit alpha isoform Serinefthreonine-protein kinase mTOR
Substances i
GSK2126458

r 1-{trans-4-hy__.in-2-one
1-{(2Z)-2-{[2-... thylurea
N-[2-{dimet...enzamide
{Z)}-N-(2-{di... enzamide
(Z)-N-(2-(di... oacetate
1-{4-{[3-(dime...-ylJurea
24438406

N-[2-{dimet...enzamide




Case 4: BEHAXKLE

FE-TIE3FAXE/ZEFNPiREIH, BMERVHANKLEY), HICS0EUMERILET

Recjxys Quick search  Query builder  Results  Synthesis planner  History Signin @

Search fields Q

oy = 3y flj @ it 1:1: l-_g Fields Forms History
Import Save Resetform Delete all Structure  Molecular Formula CASRN  TI, AB & KW
N . Reaxys /A
Topics and Keywords ~
<> Publication Year >= o 2018 B X 3 7
Identification v
AND % 1
roup
<
< 2 £ Ungroup X N Physical Properties v
<> Measurement Parameter is Vo ie50 B, X Spectra v
o MedChem v
<> Substance Effect contains ' antibiotic agent B X
Other ~
AND
<> Measurement pX »= Vo6 B X
Reactions ~
Bibliogranhv A3

Feedback (J
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[ERYEER

Filters

By Structure
Measurement pX
Highest Clinical Phases
Targets

Parameters

Substance Classes
Molecular Weight
Number of Fragments
Availability

Availability in other databases
Available Data
Document Type
Publication Year

Patent Assignee

1,988 Su bstances out of 129 Documents, containing 6,692 Reactions, 142 Targets

4 )
0 selected = A Qo @ Sort by No of References 4 ~ | Grid Ei8 Heatmap EH

Export Preparations

N-(benzo[d] 1,3]dioxol-5-yImethyl)-3-(2-fluoro-4-(trifluoromethyl)phenyl)-N-methylprop-2-yn-1-amine hydrochloride
C1gH1sF4NOP*CIH 401788 32152844

o8 .
e I%x'_ - Hit Data - 7 Bioactivity (Hit Data) Spectra -3 Preparations - 6 3
Identification Bioactivity (All) Reactions -6 )
Druglikeness Physical Data - 3 Documents -1 >
@1 @, = &=
v Hit Data-7

(E)-N-(benzo[d]1,3]dioxal-5-yImethyl)-Nethyl-3-(2-fluoro-4-(trifluoromethyl)phenyl)prop-2-en-1-amine hydrochloride
CogH1oFsNOS*CIH  417.831 32162857

2
qmvm', o Hit Data - 7 Bioactivity (Hit Data) Spectra - 3 Preparations - 6
Identification Bioactivity (All) Reactions -6
Druglikeness Physical Data - 3 Documents -1 >
&1 @, = gl=
v Hit Data-7
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ELSEVIER

BRI

A Invitro: Efficacy - 1
Quantitative Results

pX | Parameter | Value
(quant)
1C50 17.%

Unit

Show/Hide columns ~

Biologica Effect Reference

Species

Staphylococcus antibiotic = Wei, Hanwen; Mao, Fei; Ni, Shuaishuai; Chen, Feifei; Li, Baoli; Qiu, Xiaoxia; Hu, Linghae; (...) Lan, Lefu;
aureus Newman agent Li, Jian[European Journal of Medicinal Chemistry, 2018, vol. 145, p. 235 - 251]

Full Text # Cited 4times A Details » Abstract >

. Invitro: Efﬁcag -1
Quantitative Results

pX | Parameter | Value
(qual)
1C50 =

Value

(quant)

1000

Unit

nM

Biologica

Species

Staphylococcus

aureus Newman

Show/Hide columns \/

Effect Reference
antibiotic | Wei, Hanwen; Mao, Fei; Ni, Shuaishuai; Chen, Feifei; Li, Baoli; Qiu, Xiaoxiz; Hu, Linghao; (...)
agent Lan, Lefu; Li, Jian[European Journal of Medicinal Chemistry, 2018, vol. 145, p. 235 - 251]

Full Text @ Cited 4times @ Details »  Abstract >
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PharmaPendium(www.pharmapendium.com)

- PharmaPendium2M—iZ#E EH2Y, lwRGISIEKR, B, MR 50K31E. YREE
inhs, AYPRRNIRESEFHIEN—ENES; BFEBER SIS REEAT BERNS, W
Meylerglk 2 K& FMosby R #A£E%E, BT &z,

FDA & EMAFfBJapproval package (FDA: 1938%- 4, EMA: 19956 — &)

200K+
EMA &HiFX 4

2.29M+
FDA BRESZ{

Extracted Data: PK Module

MET Module

4450

MZ5YRIAT
RERER

1.6M+
HRFNFEER

305K+

AN S
LIS

673K+
FDA ZBiHERE
=

9.45M+

FDA A RR
Ve

FDA AERS Efficacy Module DDI Risk

1.66M+
YT EER

115K+
EYLEMEES



PharmaPendiumgdE+ =A%

WAL WENFZEME. AAMMTXMMESELET  RESHYMERNTHZ LEE EHZEY
M TR (RPE/AL 77 B, AHbEER

» P [
» < »

P
<

Discovery/ . Non clinical . - . y
Clinical R&D Approval Post market

Fitt, EFLAFMAEDIED, BFEERS THELTAmAEERE! |




Case 5: FDA/EMAR R ZAYD5E M #HERY 3R BL

- RHIBXREER:
- EEFR—IATRT RS BROESR
© ESTRECMadBEML? HAERTHERX R
BEER: IPERE B RRRT

PharmaPendium Browse v Search v Mytools v | 1IN 8 B e A [ L £F pautherzd & O @

Quick Search

All These Sources Vv e.g. Coronar* artery disorders

Drugs

E Include synonyms

Adverse Effects/Toxicity

Find adverse effect/toxicity data across preclinical, clinical, post-market reports and more
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PharmaPendium®
Browse indications

Crohn's disease X

Sources I} D

v Gastrdintestinal disorders
~ [astrointestinal inflammatory conditions

™ Gastrointestinal inflammatory disord...
~ Crohn's disease

Crohn's disease

Crohris disease compl...

B BRI A1)

Browse indications > Gastrointestinal disorders

Crohn's disease

Drugs related to indication

Showing & out of 29 items

Browse “ Search » My tools v ‘

» Gastrointestinal inflammatory conditions

> Gastrointestinal inflammatory disorders NEC >

Sources where Indication - Drug association is found

Drugs
FDA Label

Adalimumab FDA Label
Betamethasone

. Betamethasone Acetate; Betamethasone

* Sodium Phosphate
Betamethasone Sodium Phosphate
Budesonide FDA Label
Certolizumab Pegol FDA Label

v Show all 29

EMA ANNEX

EMA ANNEX

Biology data:

Crohn's disease
View Drug Safety Data
View FAERS Data
View Efficacy Data

View Pharmacokinetic Data
IEw Metabolizing LNz & Irans. Data

FDA Classic

Efficacy (FDA)  Efficacy (EMA) DESI
Efficacy (FDA) ~ Efficacy (EMA)

Efficacy (FDA)

Efficacy (FDA)  Efficacy (EMA)

View All Activity Data (Primary/Non-Primary) for Drugs approved for Crohn's disease

n e

Bk A W

Crohn’s disease

MOSBY'S

MOSBY'S

MOSBY'S

MOSBY'S

MOSBY'S

IP-authorized

> Crohn's disease
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Sources (All) v | D
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Pharmacokinetic data search results | Show/hide columns > | | Show drugs in... » | | A\ert@l | Save |3| | Share > | | Export .i.|
f 18640 records from PK Data: [B ide (3483) OR Methylprednisolone Acetate (1075) OR Dexamethasone (674) OR Certolizumab Pegol (1071) OR i b (1032) OR hylprednisol Sodium Succinate (163) OR Ustekinumab (875) OR Secukinumab (705) OR Prednisone (515)
OR Methylprednisolone (287) OR Hydrocortisone (144) OR Triamcinolone Acetonide (2097) OR Betamethasone Sodium Phosphate (24) OR D h Sodium Phosphate (30) OR Cortisone Acetate (1) OR Infliximab (1773) OR Vedolizumab (462) OR Prednisolone Sodium Phosphate ...
Filters Preclinical Data  Clinical Data  All Data
& D Drug ™ &P Species W Study Group v Dose Route v/ Parameter \/ Parameter Value
Parameter ranges
1 Adalimumab Human 160 mg loading dose followed by 80 Subcutaneous Cavg 12.0 ug/mL
mg on Week 2
Drugs N
Routes of Administration ~ 2 Adalimumab Cynomolgus monkey 157 mg/kg Intravenous AUC(0-168h) 632786.0 ug*h/mL
Sources N
3 Adalimumab Human healthy, anti-drug 40 mg Subcutaneous AUC(0-inf)(geometric mean) 2627.0 ug*h/mL
antibodies (ADA) -
Species v negative
4 Adalimumab Human rheumatoid arthritis 0.5 mgfkg Intravenous AUC(0-inf) 3189.0 ug*h/mL
Study Group v
Radialabelled A B Adalimumab Cynomolgus monkey 157 mg/kg Subcutaneous AUC(0-168h) 589000.0 ug*h/mL
Metabolites/Enantiomers v
6 Adalimumab Human rheumaztoid arthritis 40 mg Subcutaneous Tmax 5.0d
Tissue specific i
7 Adalimumab Human moderate-severe 80-160 mg Subcutaneous Cmin(serum) 12.3 ug/mL (6.3ug/mL -
Crohn's disease 23.50g/mL)
Concomitant N
8 Adalimumab Human moderate to severe 40 mg Subcutaneous Cmin(serum)(geometric mean) 6139.12 ng/rnL
o . = o mozm 6
[
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Parameter ranges Drugs S A
Q' Type parameter ranges to search Q. Type drug or drug class to searcl
B IIE FDA approval packages (861)
v [=] Absorption (9668) > [] Antipsoriatics (217)
[ ] g6absorbed (56) 5] silogics (1264 > [_] EMA approval documents (395)
[[] Bioavailability (423) > | [W] Monoclonal antibodies (1264) I:l PharmaPendium Published PK (8)

Concentrations (7450
v [=] concentrations (7450) > || Recombinant DNA Origin (548)

[[] caozs)
> D Corticosteroids (1683)

D Cavg (237) > D Dermatologics (811) %*I:P )ﬂil—Ia J'E?Tl’jl{ﬁ T, CmaX’

[] cmax (3124) N
: > D Disease modifying antirheumatic drugs (... $1:n" ’ FDA

[] cmin (2138)

> D Gastrointestinals (609)
[] Lemax(26)

[ raqan
[ rarg (2
Y6

> I:I Immunomodulators (715)

D Immunosuppressives (217)

W

e

D Ophthalmics (2186)

| P . L ano

e Rulbeg
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Pharmacokinetic data search results | Showjhide columns > | | Show drugsin... » | | Alert Ql | Szve|E|| | Share | | Export .Ll
£ 861 records from PK Data: [Budesonide (3) OR Methylprednisolone Acetate (0) OR Dexamethasone (3) OR Certolizumab Pegol (1) OR Natalizumab (229) OR Methyprednisolone Sodium Succinate (0) OR Usteki (78) OR Secuki 78 OR (@) Of ©) 0 {0) OR Triamcinolone Acetonide (0) OR

Betamethzsone Sodium Phosphate (0) OR Dexamethasone Sodium Phosphate (0) OR Cortisane Acetate (0) OR Inflximab (206) OR Vedolizumab (&8) OR Prednisolone Sodium Phosphate (0) OR Betamethasone (0) OR Triamcinolone (8 OR Adalimurnab (202) OR Prﬁdmsn\une (0] AND [Nl‘tzhzumib (229) OR Infiiximab (206) OR Ustekinumab (78) OR ...
Preclinical Data ~ Clinical Data  All Data

D Drug v T Species v Study Group v Dose v Route Parameter Parameter Value 5D v t v Concomitants v Source Year v

1 Adalimumab Human healthy 40 mg Subcutaneous Cmax{geometric mean) 3,901 ug/mL DA spproval package document 2009
Approval Package (Page:11)
lew Full Study  PDF 440k

2 Adalimumab Human healthy 40 mg Subcutaneous Cmax 47 ug/mL 16 FDA approval package docurnent: 2017
Clinical Pharmacology and

Biopharmacautics Review (Page:27)
View Full Study PDF 844k

| v S mous

3 Adalimumab Human healthy, anti-drug 40mg Subcutaneous Cmax(geometric mean) 31720 ngfmL F0 spproval packags document 2016
antibodies (ADA) - Clinical Pharmacolagy and
negative Biopharmaceutics Review (Page:15)

View Full Study PDF 735%

4 Adalimumab Human healthy 40 mg Subcutaneous @ Al 1 FDA spproval package document 2007
Approval Package (Page23)

View Full Study PDF 4141k

5 Adalimumab Human healthy 40mg Subcutaneous Cnf i Evaluation snd {BmeR) D4 agproval package docurent. 2010
Approval Package (Pages30)

View Full Study PDF 4973k

PF-06410293 a proposed biosimilar to Humira

06410293 and US-Humira.

6 Adalimurmab Cynomolgus monkey 32 mgfkg Subcutaneous Cr] FDA approval package document: 2019
Table 6.5 f statistical analyses f # PK similarity (study 85381607 Approval Paclage (Page:iZ)
‘able ummary of statistical analyses for assessment o similarity (Study ) View Full Study PDF 4358k
‘ [ Parameter | tatistic | PF- Us- Teu- ric Mean Ratio* J
7 Adalimumab Cynomolgus monkey 157 mg/kg Subcutaneous Crf s | e | isiing e o FDA apprava/pamz; document: 2019
(n106) | (n=101) | (n-108) | 06410293 | 06410293 Approval Packzge (Page:l?
vs Ut EU-HUM View Full Study  PDF 3010k
HUMIRA
8 Adalimumab Human healthy 40mg Subcutaneous Cm Py y 4 FDA approval package document: 2007
AUCou Geometric | 2910 2534 2757 112.00 104. 106.81 Label (Page:15)
(ugeh/ml) | Mean (10239, | (95 (97.62, View Full Study  PDF 2933k
122.50) 116.85)
9 Adalimumab Cynomolgus monkey 157 mgfkg Intravenous Cnf D4 spproval packsge document. 2017
AUCua Geometric 2569 2275 2414 112.90 106.42 106.09 Review ‘:Pagg‘jﬁ\,
(ugeh/ml) | Mean (10360, | (97.72, (0731, View Full Study  PDF 1743k
123.03) 115.90) 115.65)
10 Adalimumab Human healthy 40 mg/0.8 mL Subcutaneous Cnf D4 spproval package document: 2016
[ Geometric 4344 3.891 3.901 111.64 11136 100.25  inical Piarmarln s <o
(ug/mL) Mean (104.18, (103.97, (93.52,107 5 -eology
119.64) 11927) A6) Biopharmaceutics Review (Page:6)
View Full Study PDF 733k

"Presented as percent. source: FDA analysis

Adslimumab Cynomolgus mankey 157 mgfkg Subcutaneous Cnl DA approval package document: 2019
| Dol g

Overall, from a clinical pharmacology perspective, the submitted clinical pharmacology studies
(1) support a demonstration that there are no clinically meaningful differences between PF-
06410293 and US-Humira and (2) establish the PK component of the scientific bridge that
justifies the relevance of comparative data generated using EU-Humira to the assessment of

ELSEVIER biosimilarity.
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Pharmacokinetic data search Clinical & preclinical data G Resetall
Drugs Parameter ranges
+ Add drugs by drug class or drug name + Add parameter ranges
—+ Add drugs by primary target or grimary target class Species
+ Add drugs by indication + Add species
Sources
Add drugs by primary targel*primarytarget class pow A“‘aparamﬂﬂ ranges Cancel
Q. Histone Deacetylases X Search an: + Add sources Q. Serum protein binding X Search
v (5] oy Superamity (_ Histone Deacetylases v [ sinding Serum protein binding x
~ [=] Protein binding - o .

[M] Serum protein binding
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PharmaPendium®

Pharmacokinetic data search Clinical & preclinical data

40

Drugs Parameter ranges
( Belinostat X ) (Panobir\ostat Lactate X ) Serum protein binding X
. % )
(Rmmde" Above Below %
+ Add drugs by drug class or drug name
+ Add drugs by primary target or primary target class PharmaPendium Browse v/ Search v Mytools | Panotzd & Q@
=+ Add drugs by indication Pharmacokinetic data search results | showinide cotumns > | [ show drugsin
£ 24 records from PK Data: [Belinostat (0) OR Panobinostat Lactate (0) OR Romidepsin (26] AND [Serum protein binding (24]
Preclinical Data  Clinical Data  All Data
D Drug v &1 Spedies v Study Group Dose v Route v Parameter v ParameterValue v/ D tw Concomitants v Source ' Year v
1 Romidepsin Human 50-1000 ngfmL InVitro serum protein binding 94.0% - 95.0% ‘EwEn approvl docurment 2012
? Assessment Report (Page:45)
S View Full Study  PDF 1459k
Flz2  romidepsin Human 50-1000 ngfL. InVitro serum protein binding >82.0% DA spproval package document: 2009
5 Phrmacology Review (Page:53)
View Full Study PDF 5492k
P h armapen d ium & 3 Romicepsin ot 50.590 rgimt Invire seur protin Biding 0% P ——— 209
g I Pharmacology Review (Pages3)
View Full Study PDF 5492k
s
A 4 Romidepsin Rat 50 ngjmL InVitro serum protein binding 081% 089 DA spprova package document: 2009
Pharmacology Review (Page:56)
View Full Study  PDF 5492k
ﬁ B 1 5 Romidepsin Human 50 ng/mL In Vitro serum protein binding 9453% 025 D4 spproval packsge decument 2009
7E Pharmacology Review (Page:S6)
A vJINY View Full Study  PDF 5492k
=+ 6 Romidepsin Dog 50 ng/mL InVitro serum protein binding 87.7% 04 DA spproval package document: 2009
YA N Pharmacology Review (Page:5€)
=H View Full Study PDF 5492k
7 Romidepsin Human hesithy 501000 ngfmL InVitro serum protein binding 04.0% - 95.0% D4 spproal packsge document: 2009
Clinical Pharmacology and
Biopharmaceutics Review (Page:15)
View Full Study  PDF 4309k
8 Romidepsin Human 5000 ng/mlL. InVitro serum protein binding 016% 118 DA spprova package document: 2009
Pharmacology Review (Page:56)
View Full Study  PDF 5492k
9 Romidepsin Dog 500 ng/mL. InVitro serum protein binding s48% o7 D spproval package documen: 2000
Pharmacology Review (Page:56)
View Full Study PDF 5492«
10 Romidepsin Human 500 ng/mL. InVitro serum protein bindingalbumin) 19.91% 041 DA spproval package document: 2009
Phrmacology Review (Page:56)
View Full Study  PDF 5492k
11 Romidepsin Rat 5000 ngimlL. InVitro serum protein binding 37.98% 027 D4 spproval package document: 2009
4 Pharmacology Review (Page:S6)
v b b View Full Study  PDF 5492k
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Export date: 14-07-2020 !
Pharmacokinetic Data Search Results For: Drugs: [Belinostat (0) OR Panobinostat Lactate (0) OR Romidepsin (24]] AND Parameters,
Total results: 24
Sort order: Drug (Ascending);

Drug Species | Study Group Dose Route Parameter Value | Units jormalized Value (only standard units are s| SD | t| Concomitants Source I Source Link
Romidepsin Human 50-1000 ng/mL In Vitro |serum protein binding 941095 |% 94 to 95 % EMA approval document: Assessment Rey https://wwwv.pharmapendium.com/bi
Romidepsin Human 50-1000 ng/mL In Vitro |serum protein binding >=82 % >=82 % FDA approval package document: Pharmahttps://www.pharmapendium.com/bi
Romidepsin Rat 50-500 ng/mlL In Vitro |serum protein binding 37 % 37 (3710 37) % FDA Pharmdhttps://www.pharmapendium.com/b|
Romidepsin Rat 50 ng/mL In Vitro |serum protein binding 40.81 % 40.81 (39.92 to 41.7) % _[0.89 FDA ap : Pharmhttps://www. pharmapendium. comy/bi
Romidepsin Human 50 ng/mL In Vitro |serum protein binding 94.53 % 94.53 (94.28 to 94.78) % [0.25 EDA Pharmdhttps://www.pharmapendium.com/b|
Romidepsin Dog 50 ng/mL In Vitro _|serum protein binding 87.7 % 87.7 (87.3 to 88.11 001) % [0.4 FDA approval | : Pharmzhttps://wwwi.pharmapendium.com/bi
Romidepsin Human healthy 50-1000 ng/mL In Vitro _|serum pratein binding 041095 |% 94 to 95 % FDA apy Clinical| https://www.pharmapendium.com/bi
Romidepsin Human 5000 ng/mL In Vitro_|serum protein binding 82.16 % 82.16 (80.9 to 83.34) % [1.18 FDA approval package document: Pharmahttps://wwwe.pharmapendium.com/bi
Romidepsin Dog 500 ng/mL In Vitro_|serum protein binding 8548 |% 85.48 (85.78 to 87.18) % 0.7 FDA approval package document: Pharmdhttps://www.pharmapendium.com/b
Romidepsin Human 500 ng/mL In Vitro_|serum protein binding(albumin) 1901 % 19.91 (19.5 to 20.32) % [0.41 FDA : Pharmdhttps://www.pharmapendium.com/bi
Romidepsin Rat 5000 ng/mL In Vitro |serum protein binding 37.98 % 37.98 (37.70! to 38.25) % [0.27 FDA approval | Pharmghttps://www.pharmapendium.com/b(
Romidepsin Rat 500 ng/mL In Vitro |serum protein binding 37 % 37 (37 t0 37) % EDA Pharmghttps://www.pharmapendium.com/bi
Romidepsin Human healthy 5000 ng/mL In Vitro |serum protein binding 82 % 82 (82 to 82) % FDA apy Clinical| https://www.pharmapendium.com/b|
Romidepsin Dog 500 ng/mL In Vitro |serum protein binding 86 % 86 (86 to 86) % EDA Pharmdhttps://www.pharmapendium.comy/b(
Romidepsin Human 500 ng/mL In Vitro |serum protein binding(alphal-acid glycoprotein) 93.51 % 93.51 (93 to 94.02000000000001) % [0.51 EDA approval | Pharmdhttps://www.pharmapendium.com/bi
Romidepsin Dog 500 ng/mL In Vitro _|serum protein binding 86 % 86 (86 to 86) % EDA Pharmdhttps://www.pharmapendium.com/b(
Romidepsin Rat 500 ng/mL In Vitro _|serum pratein binding 37.75 % 37.75 (37.47 to 38.03) % [0.28 FDA approval package document: Pharmahttps://www.pharmapendium.com/bi
Romidepsin Human 500 ng/mL In Vitro_|serum protein binding 04 % 94 (94 to 94) % FDA approval package document: Pharmahttps://wwwe.pharmapendium.com/bi
Romidepsin Human 500 ng/mL In Vitro_|serum protein binding 04.18 % 94.18 (93.81 to 94 00001) % [0.37 FDA approval package document: Pharmdhttps://www.pharmapendium.com/b
Romidepsin Human 500 ng/mL In Vitro_|serum protein binding 04 % 94 (94 to 94) % Pharmdhttps://www.pharmapendium.com/b
Romidepsin Human 1000 ng/mL In Vitro |serum protein binding 03.55 % 93.55 (93. o 93.67) % 042 Pharmghttps://www.pharmapendium.com/bi
Romidepsin Dog 5000 ng/mL In Vitro |serum protein binding [73.14 % 73.14 (73.02 to 73.26) % 0.2 Pharmghttps://www.pharmapendium.com/b(
Romidepsin Rat 0 na/mL. In Vitro |serum protein bindina 7 % 7 (37 t0 37) % Pharmdhttps://www.pharmapendium.com/b|
Romidepsin Dog i | |Fpa approvel package document: Pharmdhttps:/wuw. pharmapendium.com/bi

2.6.4.4 Distribution

Study title: Mon-clinical pharmacokinetics: i vitro protein binding of FRO01228 in
rats, dogs, humans, and human serum proteing

Key study findings:

= Protein binding was independent of romidepsin concentration from 50 ng/mL — 500
ng/mL in rat and dog serum and from 30 ng/mL - 1000 ng/mL in human serum.

+ Protein binding decreased at 5000 ng/mL romidepsin in human and dog serum.

o Protein binding was higher in serum from dogs (86%%) and humans (94%) than in rats
(37%) at 500 ng/mL romidepsin.

# Romidepsin bound better to 2,-AGP (93%) than to albumin {20%).
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PharmaPendium®
Summary Table and Graphical View @@

@ Select drugs of interest Summary Table with Adverse Effects Tree (FAERS data)
O Select adverse events (AEs) of interest
View as Table Graph @ Compare Filters View AEs by area affected v Expo
Start
Summary Table with Adverse Effects Tree Add Drugs

+ Blood and lymphatic system disorders

+ Cardiac disorders
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Add Drugs Add column(s) Back
£ Programmed death ligand-1 (PD-L1) [x] Em e
by name or class by primary target or target class by indication Each el from the following selection will be added as separate column:
~ By SuperFamily Add % Atezolizumab Anyrale v
~ Other proteins Add % Avelumab Any role Vv
Programmed death ligand-1 (PD-L1) Add % Durvalumab Anyrole v
*  Cemiplimab Any role v
*  Nivolumab Any role v
% Pembrolizumab Anyrole v

IBIT# SR MPD-1, PD-L1Z5%)
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Summary Table with Adverse Effects Tree (FAERS data)

View as Teble Graph (=) Compare Filters View AEs by area affected Export Alert LA save 9 Share g%
Heatmap gradation ranges Data Display Options
0.01% - 7.04% ‘ 7.05% - 14.08% ‘ 14.09% - 21.12% _ Edit Ranges Show Results And Percentages
Summary Table with Adverse Effects Tree Atezolizumab v ® Avelumab v ® Durvalumab v © Cemiplimab v © Nivolumab v © Pembrolizumab v ©
Total 9923 100% 1596 100% 3961 100% 454 100% 59904 100% 26188 100%
min & max per column 1-2498 0.01% - 25.17% 1-446 0.06% - 27.94% 2-1362 0.05% - 34.39% 1-141 0.22% - 31.06% 77 - 21081 0.13% - 35.19% 26 - 8258 0.10% - 31.53%
+ Blood and lymphatic system disorders 1352 13.62% 163 10.21% 292 7.37% 46 10.13% 4845 8.09% 2033 7.76%
+ Cardiac disorders 829 8.35% 108 6.77% 243 6.13% 29 6.39% 4136 6.90% 1494 5.70%
+ Congenital, familial and genetic disorders & 0.06% 12 0.75% 2 0.05% 7 0.13% 32 0.12%
+ Ear and labyrinth disorders 40 0.40% 7 0.44% 23 0.58% 5 1.10% 410 0.68% 134 0.51%
# Endocrine disorders 368 3.71% 33 2.38% 159 4.01% 25 5.51% 4588 7.63% 1664 6.35%
+ Eye disorders 186 1.87% 16 1.00% 59 1.49% 7 1.54% 1683 2.81% &80 2.60%
+ Gastrointesting] disorders 1693 17.06% 17.42% 486 12.27% 11.89% 12088 20.18% 17.57%
+ Generaldisorderssndséministatonseconiions ____ o o ______
+ Hepatobiliary disorders 7.31% 4.26% 236 5.96% 10.79% 4731 7.90% 2081 7.95%
+ Immune system diserders 198 2.00% 45 2.82% 49 1.24% 16 3.52% 1175 1.96% 928 3.54%
+ Infections and infestations 1621 16.34% 233 14.60% 692 17.47% 81 17.84% 9008 15.04% 3280 12.52%
+ Injury, poisoning and pracedural complications 188 1.89% 70 4.39% 92 232% 27 5.95% 1651 2.76% 1066 4.07%
+ Investigations 1159 11.68% 154 9.65% 377 9.52% 59 13.00% 7064 11.79% 3233 12.35%
791 7.97% 155 9.71% 199 5.02% 24 5.29% 6755 11.28% 2403 9.18%

etabolism and nutrition disorders
i

s L
ELSEVIER
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Summary Table with Adverse Effects Tree Atezolizumab v @ Avelumab v @ Durvalumab v @ Cemiplimab v @ Nivolumab v @ Pembrolizumab v @
- Generl dsordrs and séminsration se conditons ____ L 0% ______
+ Administration site reactions 0.06% 0.13% 12 0.48% 132% 0.15% 0.45%
+ Body temperature conditions 589 5.94% 81 5.08% 199 5.02% 30 6.61% 3120 5.21% 1321 5.04%
+ Complications associated with device 3 0.03% 5 0.13% 43 0.07% 10 0.04%
= Fatal outcomes 609 6.14% 95 5.95% 233 5.88% 22 4.85% 8468 14.14% 2085 7.96%
— Desth and sudden desth 609 6.14% 95 5.95% 23 5.88% 2 4.85% 8488 14.14% 2085 7.96%
Accidental death 2 0.00%
Brain death 2 0.02% 2 0.00% 3 0.01%
Cardiac death 2 0.02% 1 0.03% 2 0.00% 3 0.01%
pesth 55 592% PharmaPendium Browse v Search v Myt | B B de B B S e & D O

Death neonatal
Summary Table with Adverse Effects Tree (FAERS data)

Drowning
Viewas Table Gragh () CompareFiers  ViewAEsby area affected Export &, At 4 save [B Share ofy
Euthanasia N
Sudden cardiac death Vi e hee 48 e s o @  Percentages v
Sudden death 18 0.18%
23 % 0% 15% 0% 5% 0% 5% [— o
+ General system disorders NEC 1442 14.53% W fvetomab @
Blood and lymphatic systam disorders
\ W Duralumsb 0]
W Cemiplimsb ©
Cardiac disorders
W Nivolumab ©
EE R ESIERE . °
Fambrolizumab
= NEEIBET:0p I B ——

Ear and labyrinth disorders

Endocrine disorders

Eye disorders

Gaswointestinal disorders
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