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JAK2 has also manifested itself in Xeljanz’'s
emerging clotting concerns at higher dose

Mar 20: PRAC first raises questions on

higher clot risk at 10 mg vs 5 mg in a study
among >50 y.o. w/ heart issues

Increased risk of blood clots in lungs and death
with higher dose of Xeljanz (tofacitinib) for
rheumatoid arthritis

Press release 20/03/2019

EMA Is advising healthcare professionals and patients not to excesd the recommended dose of Xeljanz
(tofacitiniby) when treating rheumatoid arthritis. The advice follows early results from an ongoing study (study
A3921133) in patients with rheumatold arthritis which showed an Increased risk of biood clots in the lungs and
death when the notmal dose of 5 mg twice daily was doubled

In the EU, 5 mg twice dally Is the authorised dose for rheumatold arthritis and psoriatic arthritis. The higher
dose of 10 mg twice daily Is approved for the initial treatment of patients with ulcerative colitis.

EMA is assessing the early results and will consider if any regulatory action is needed. In the meantime,
patients with rheumatoid arthritls who are recaivl ng Xelfanz at 10 mg twice dally in study A3921133 will have
thelr dose reduced to 5 mg twice daily for the remaining duration of the study.

The alm of the study was to Jook at the risks of heart and circulatory problems with Xeljanz In patients 50
years of age or older who were already at higher risk of these, and to compare its safety with that of another
medicine callad a THF inhibitor

While full results are awaited, EMA is recommending that healthcare professionals manitor patients for signs
and symptoms of blood clots in the lungs. Patients should not stop or change thelr dose of Xeljanz without
talking to their doctor. Patlents should seek medical attention Immediately If they experience symptoms such
as difficulty breathing, pain In the chest or upper back and coughing up biood.

Healthcare professianals are being informed In writing of the preliminary results of the study and the current

treatment recommendations.

There are other ongoing clinical trigls in the EU with Xeljanz at a dose of 10 mg twice daily. Patients taking
part in clinical trials with Xeljanz should speak to the doctor giving It to them if they have any questions or
concems.

https://www.ema.europa.eu/en/news/increased-risk-blood-clots-lungs-death-higher-dose-xeljanz-tofacitinib-rh id-arthritis
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May 17: in a f/u, PRAC restricted pts from

taking Xeljanz 10 mg in pts who are at high
risk of clots in lung

Restrictions in use of Xeljanz while EMA reviews
risk of blood clots in lungs

Press release 17/05/2019

EMA’s safety committee (PRAC) Is recommending that doctors must not prcsﬂww dose
of ¥eljanz (tofacitinib) In patients who are at high risk of blood clets In the lungs. These Inciude patiants who
hawe heart fallure, cancer, inherited blood clotting disorders or a history of blood clots, as well as patients who
take combined hormonal contraceptives, are recelving hormane replacement therapy or are undargaing major

surgery.

In addition, doctors should consider other factors that may Increase the risk of blood clots in the lungs
including age. obesity, smoking or immobilisation,

xeljanz Is currently authorised for the treatment of rheumatoid arthritis, psoriatic arthritis and severe
ulesrative caolitis,

The PRAC's recommendation fellows results from an ongoing study (study A3921133) in patients with
rheumnatoid arthritis. This study showed an increased nsk of blood clots in the lungs and death when the
10 mg twice daily dose was used, which is double the recommended dose for riEumatold arthritis.

The new advice means that, since 10 mg Is the only recommended starting dose for ulcerative colitls, patients
with this condition who are at high risk of blood clots must not be started on Xeljanz. Patients at high risk
currently taking this dose for any candition must be switched to alternative treatments.

Patients should not stop or change their dose of Xeijanz without talking to their doctor. They should seek
medical attention immediately if they experience symptoms such as difficulty breathing, pain in the chest or
upper back and coughing up blood. which could indicate the presence of 3 bleod clot in the lungs.

The new recommendations are temporary and follow previcus PRAC advice not to exceed the recommended 5
mg twice dally dose when treating rheumnateld arthritls. The PRAC will now carry out a review of all avallable
evidence, and updated guidance will be provided to patients and healthcate professionals once the review is
concluded,

Information for patients

= An ongoing study In patients with rheumatold arthritls showed that when Xeljanz was given at a dose of
10 mg twice daily there was an increased risk of dangercus blood chots in the lungs and death.
= This daose Is higher than the approved dose of 5 mg twice dally for rheumatold arthritis, However, this
dose is used for the |nitial treatment of patients with ulcerative colitis {for up to 16 weeks) and may alsa 7

be used in some patients when continuing treatment.
https://www.ema.europa.eu/en/news/restrictions-use-xeljanz-while-ema-reviews-risk-blood-clots-lungs
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For reference, here is a Galapagos disclosure
on JAK selectivity of filgotinib:

fold selectivity JAK1 vs JAK2 JAK1 vs JAK3
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"™Ex Vivo Companson of Baricitinib, Upadacitimb, Rigotinib, and Tofacitinib for Cytokine Signaling in Human Leukocyte Subpopulations,” McInnes ef af ACR 2017

= @ Sources: Company documents, Conference Presentations, FDA, EMA
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Finally, what do we know about DVT data on
filgotinib?

July 26, 2019 49
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We've seen pooled safety data for FINCH Ph
3 program In RA (through week 24):

FIL 100 mg + | FIL 200 mg + FIL 200 mg

PRO/MTX 40 mg EOW MTX/cDMARDs | MTX/cDMARDs | monotherapy

N=1039 N=2088
serious
it 10 (1.0) 29 (1.4)
herpes zoster 4(0.4) 5 (0.6) 6 (0.6) 1 (0.5) 12 (0.6)
DVT/PE 3(0.3) 0 (0) 1(0.2)* 0 (0) 1 (<0.1)
deaths 2(0.2) 1(0.1) 3(0.3) 0 (0) 4(0.2)
malignancy
excl. NMSC 4(04) 1(0.1) 0 (0) 0 (0) 1(<0.1)
MACE 5 (0.5) 2(0.2) 2(0.2) 1 (0.5) 5 (0.2)

Note: FINCH 1, 2, and 3 events up to week 24

Ex etinal vein occlusion observed in FINCH 2

exate: PBO: placebo:
;I.f!-llli antirheuma drug:

vy embolism: NMSC: nonmelanoma

; A{'Jﬂ; a-l.aii-.:

csDMARD: con
DVT: deep vein thrombosis; PE: pulmonar

synthetc dise

= Sources: Company documents, Conference Presentations, FDA, EMA
July 26, 2019 _ h 50
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Safety data from each Ph 3 FINCH trial:

Tabie 2 Safety Events of interest through Week 24

¢ FINCH-1

Fasent with avenl n (% 7 N=4T
21044 20{42

B(1 108

2904 204

od MACES o 2{04

Venous rembolic avents 102 2{04
Malgnancies ) 8,
Deains 2(04) 2004

& sdvwne eveni VALT major sdvene canborvanculir wvent

http://scientific.sparx-ip.net/archiveeular/?c=a&view=2&searchfor=FILGOTINIB&item=2019LB0001

‘ FI NCH-Z zb-‘j::s'“: Key Safety Ouicomes Weel

Technically, FINCH-2 has a
second thrombotic event
across FINCH program ...
but its NOT deep vein
(i.e., not DVT)

Zoster (uncomplicated
Senious infection
MACE

Retinal vain ooclusion

COO G =N =T

http://scientific.sparx-ip.net/archiveeular/?view=18&c=a&searchfor=phase&item=2019FRI0154

Table 2. Safely Everts of intarest through Week 24

FIL 200 mg FIL 100 mg FiL 200 mg MTX

‘ FI NCH_3 - MTX - MTX Monotherapy  Monolherapy

Patiants with avent. n (%) M= 415 ar) (N =210} (N = 416)

Serious AEs 741 10{4.8]

Ssousinfactions 4010 3014

Herpes Zoste 205 1(0.5)

Adudicaied MACEs 0 1 (0.5}

venous thi ombotic evenls 0 i} 0

Malgnancies 0 0 0

Deaths 102y o 0 0

"Lause o dealh was kiput m yocardopathy
#E. adverse event MACE major advarse cardovascular event ources: Company documents, Conference Presentations, FDA, EMA 51
| Estimates, Medical Journals, Pubmed, USPTO, Court documents

July 26, 2019 |
http://scientific.sparx-ip.net/archiveeular/?c=a&view=2&searchfor=FI LGOTINIB&item=2&v§[B%r6}O



http://scientific.sparx-ip.net/archiveeular/?c=a&view=2&searchfor=FILGOTINIB&item=2019LB0003
http://scientific.sparx-ip.net/archiveeular/?c=a&view=2&searchfor=FILGOTINIB&item=2019LB0001
http://scientific.sparx-ip.net/archiveeular/?view=1&c=a&searchfor=phase&item=2019FRI0154

Umer Raffat

EVERCORE ISI - Biotech & Pharma Equity Rescarch umet.raffat@evercoreisi.com | W 212-888-3905 | C 646-789-5173

If anything, FINCH-1 shows platelet decrease

¢ FINCH 1 Ph3 RA Filgo + MTX — Platelet decrease should decrease DVT risk

Safety Th rough Week 24 =/ Treatment Emergent Laboratory Abnormalities Through Week 24 =
Safe A Sel FINCH1 y S FINCH!
FiL 200 FIL 100 ADA ! A
i m | R l | Patisnts with Grade of 7 neasg =328
Patlents with TEAE. n (%) | (M=ar5) (N = 480} (h = 3285 AN =478 Hemagiobin decrinse 57
| Ay TERE 287 (604) | 2861526) wsisee | sy | ”G" ;
[
| TEAE leading to study drug discontinuation 14 {2-8) (1.7 13§40} | 16(34) ! [ Rewtrophils decreased 04 64
| TEAE lending to study dscomnuation 8017 s5(10) 5(1.5) | 618 ] Dc;’ 'J;
| Sencus TEAES 2ia4) | 24(50) 1443 | 242 | LyTpRocytes decreased T ‘n-‘ 4
: 0.6
| Senous infections ann B{17} B{25) 4 [08) IU 0
| Herpes zoster 204 2(04) 206} 2(04) | Platelels decreaned Any grade 36 a0 22 28
{ - - Giroe 2 (4] (1] 0 0
| Adjudicated MACEs 0 1(0.2) 1403) 2 (D4) | Graged (1] 0 0 g
Vienous thrombol events V(0.2 o a | 204y i ALT mcleany ZLB; :;; ",l,_:' Jl‘!‘
Mafigrancies exciuding NMSC 0 110.2} 1{0.3 | 3(0.8) | L g ! )
T AST incrensed ANy grade v 7T 154
2(04) 1102} o 2(04) | Grage 3 06 08 02
- Grage 4 i o o
n |.,.|=r| NMES noreestarer s sarer, MACE My aderse carsmvaniasy fort PEO shacebe TEAE mmarment amenpent Shh| AYY, S et araviias P Sgebil UTX o T
¢ FINCH 3 Ph3 RA naive to MTX, Filgo +/— MTX
Safety Summary Through Week 24 -~ Treatment Emergent Laboratory Abnormalities Through Week 24 _a=/
s Ana FINCH3 Wty ysi FINCH3
FIL 200 mg + MTX FIL 200 mg urx
FiL 200 mg MTX Patients with Grate of event. % n416 =20 n=d1
Patients with TEAE, n (%) =210 il i Hemogioten decraased "‘_:_"5:”7';"‘2 ‘,7‘,_'3 ‘:;:‘ ‘5Dg :‘SJ
Any TEAE 274 (65.9) 144 (65.6) 113 (53.8) 261 (62.7) Grade 4 ] a o o
Flewtroprin cecre A 2 M 12 73
Serious TEAE 17(4.1) 5024) 10 (4.6) 12(29) s oz o oS o2
TEAE leading to study DC 8(1.9) 3(1.4) 4(1.9) 4(1.0) Grade 4 0 L] 05 0
Lympnocyiss decreassd  Any Grass 136 23 106 108
Sernous infecbon 410 2(1.0) 3(14) 4(1.0) Grada 3 17 10 0 12
Herpes zoster 2 (05) 1(0.5) 1(05) 2(05) Soated 2 . s
s ¥ £ 2 2 £ Flalsiets cacreased Ay grage a4 30 34 27
Adjudicated MACE 2(0.5) 0 1(0.5) 2(05) — Grade) a2 05 0 13
- Grade 4 o [] 0 o
Venous thrombotic event o 0 g 1{0.2) ALT mcressed Any grade 281 508 158 A
Malignaney [1] ] 1] 1(0.2) ;mmi 364 1_:.,5 UD-" "’GS
Death 1{0.2P 0 1] [1] AST increased Amy grade 25 216 159 19.9
Gravie 3 12 a5 10 o
Grade 4 g ] 0 o
T aorre svcdacieme AL1 Noarse & Ti_ Sgrint U8, rwt e nube F [J0e S o0 JoUan SX0 Maatie

e I 1 WP TSR
O, Secortruanon; FiL Tiguins. WhTE s atvrie SHIOMCLIE et 2 ons, FDA, EMA 52
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We have also seen long-term safety from
DARWIN-3

event

per
100 PYE

patient year exp.
serious infection

herpes zoster
DVT/PE

deaths

Datz an file; DVT/PE = desp venous thirombosis/pulmanary embolism
* one single patisnt expenending DVT and PE

Sources: Company documents, Conference Presentations, FDA, EMA 53
Evercore IS| Estimates, Medical Journals, Pubmed, USPTO, Court documents
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Additional data from DARWIN-1 and -2

¢ DARWIN 1 Ph2b RA, add-on to MTX 24 wk

F
TEAESs of special interest =
Week 0-24
Subjects with: paccboonly | Moot exposed
All infections 17.9% 25.5%
All serious infections 1.8% 1.9%
Herpes zoster 1.8% 0.7%
Urinary tract infections 1.8% 3.7%
Upper RTI 1.8% 3.7%
Pneumonia 0.0 0.4%
MACE* .05 0.9%,

* non fatall and not considered drug relas

o rases of opportuniss: infrctions, tubaikess, malignancies o lymphoma

Galapagos

¢ DARWIN 2 Ph2b RA mono, 24 wk f/u

July 26, 2019

r

S o fety “ Darwin

Week 0-24, change versus baseline

Hemodqglobin increase up to 4%

Platelets dnr_um- towards miid normal value
Lymphocytes no affect

Neutrophils decreass towards mid normal value

Creatinine increase up to 119%

ALT no CTCAE gr 3-4

Lipids mcrease of HOL (up to 23%) > LOL (up to 13%:)

no chiically meaninaful changes; no
Male reproductive hormones .~

Galapagos

Safety — DARWIN 1 & 2 “Darwin

Week 0-24, change versus baseline

meE[H _

Hemaoglobin Increase up to 4%

Platelets decrease towards mid normal value
Lymiphocytes o drop

Neutrophils decrease towards mid normal value

Creatinine increase up to 13%

ALT o CTCAE gr 3-4 on treatment

Lipids merease of HDL (up to 24%) & LDL (up to 17%)
Male hormones no clinically meaningful changes

Galapagos 54
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... and also, EQUATOR Ph2 PsA

Filgotinib (n=65) Placebo (n=66)

Treatment-emergent adverse events

All 37(57%) 39 (59%:)
Masopharyngitis 8 (12%) 10 {15%)
Headache 3(5%)

Bload cholesterol increased 5(8%) Q
Marrhoea 2 (3%)
[zziness 2(3%)

Drug-related 11 (17%)

Serious 1(2%)"

Drug-related serious 1.(2%)* [¢]

Serious treatment-emergant 1(2%)* [¢]

infection

Grade 3 orworse 1{2%)" 5 {8%)

Led to parmanent discontinuation 1 (2%}t a

of study drug

Treatment-emergent adverse events of special interest

Infections 14.(22%) 14 (21%)
All serious infections a
Oppertunistic infections 1} o
Herpeszoster 1(2%) 0
Active tuberculosis a a
Urinary tract infections 1.(2%) 31{5%)
Respiratory tract infections 10 (15%:) 10 {15%)

Malignancies a a

[Deep venous thrombasis () o

Pulrmonary embolism (4] 4]

Majoradve ardicvascular events 1(2%)" [+]

Deaths due to treatment-gmergent 1(2%;)" [

adverse event

Ciata aren (%), The top five most commion treatment-emergent adverse events
are shiown. *One patiznt died following onset of preumonia (the same single css
isTepresented inseveral categories). fSince treatment in the patient that diedwas
not discontinued before, this patient is not included here

Jrces: Company documents, Conference Presentations, FDA, EMA 55
cvercore IS| Estimates, Medical Journals, Pubmed, USPTO, Court documents

July 26, 2019 Table 4; Safety endpoints (full analysis set)
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Meanwhile, FDA appears increasingly more

comfortable with testicular safety

MANTA-RAY

MANTA

Objective

Clinical
siles
Start
Primary
[: lethon

Sarmen paraTetErs in adult males

Rosults may be pooled with MANTA,
total N in both trials ~250

Acfive RA, Psd AS ne-ASpA

230

Expermmental x 13 wk ->

0L Extension & 143 wi | sperm parametars
Ok, If sperm detline duting OLE enter

OF Monitoring x 39 wic (if >=50% decline
in speim conc,, motiity, anfor

maorphology
Experimatal: Filgo 200 mg qb vs Pho 2 13
wh.

OLE Fliga responder: Filgo 200 mg gb up to
wh 156,

OLE Filgn non-responder & Pbo pis: S0C.
Monitoring: SOC up to wk 52 or until semen
parameters reversibility

% pis with >=50% declire In Sperm Canc.
fwk 13

765y

hetive BA, PEA, AS, ne-fosSpa for >=12 wk

Fricr male reproductive problem/imfertility:
Concamitant prohibited medcations;

1 in Estonia {(nors may likely be added on
Lindate)

May 2019

Jan 2021

Testicular safety in adult malss

Mod-sey active UC

250

Experimantal x 26 wk ->

LTE x 195 wk (if Sperm conc. O0K);

OR Mantoring (If »=50% decline in eparm
oM.

Experimérntal: Fiiga 200 mg gD vs pbo x 26
wh.

LTE responder: contmoe sams blinded te.
LTE non-respondet: OL filge x add 185
wh

Manitoring SOC.

A pts with >=50% decline In Sperm Conc.
@wk 13

T-50y

Endascopic & histopathalagic evidence of
(1

UEC for »= 4 mo && minimum dissase
axtunt of 15 cm from anal verge.

Prior make reproducitivie problam/infertility;
Concomitant protutsted medicstions;
Active TE:

€D, other colites, todc meos-colon;

LS, Can, Aus, EL), India, Taiwan

Jul 2087
Jan 2031

¢ It is my understanding that as GILD/GLPG generated more data, it is not seeing any

changes on male hormones at 200 mg dose

¢ FDA has signed off on filing with interim data

July 26, 2019

Sources: Company documents, Conference Presentations, FDA, EMA 56
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Summing it up

Structural
similarity

JAK selectivity,
JAK2 & DVTs

Filgotinib safety

experience

FDA has issued black box on Xeljanz 10 mg

We had previously seen Olumiant launch get affected by DVT
warnings

Almost all JAK inhibitors share pyrrolo pyrimidine — except
filgotinib, fedratinib and Aclaris JAK

JAK2 knockout impairs Mpl’s ability to remove TPO — increasing
platelets — and thus clotting risk

baricitinib’s JAK2 selectivity and increased DVT risk as per FDA
Cell based assays best way to assess selectivity

No DVT imbalance
No platelet increase
FDA comfortable filing on |nter|m MANTA data on testlcular tox

any documents, Confer s, FDA, EMA 57
E eeeeeee IS\Et ates Md al Jof \Pb dUSPTOC urt do ents
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Appendix

= 2019 Sources: Company documents, Conference Presentations, FDA, EMA
July 26, 2019 58
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Olumiant (baricitinib) launch
US =8
EU=0

Olumiant vs Xeljanz Launch 35%

12000- Germany

30%

9000 - {j \\/f 2 =7.2% E-"':.I -..
AIRY, e
Aa N 8%

MS change
Q4-18 vs Q4-16

20%

[ -
A A M ;
& 8000~ “-="‘~I|I|' H‘J\,- / ~—— OLUMIANT 15%
= -
XELJANZ - 10.1%, Olumiant
6.7% Xeljanz
3000~ ™
0%
Q@ 2 Qs o4 1 Q2 Q3 o4 ] Q2 L] o4
0- 2016 2017 2018
2017-07 2018-01 2018-07 2019-01 2019-07

1017 2017 3017 4017 2017 30113 4018 2018

Olumiant (baricitinib)
us

] 0 ] 0 - 0 2 1 4 T G
Europe F g 15 27 43 31 i 45 =5 134 B2
Jul)' 26,2019 Sources: Company documents, Conference Presentations, FDA, EMA 59
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