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Tofacitinib as Induction and Maintenance
Therapy for Ulcerative Colitis




OCTAVE Induction Studies

/Subjects required to
have prior failure or
intolerance to 21 of the
following therapies:
— Oralor IV
corticosteroids
— AZA or 6-MP
t TNF inhibitors
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Primary Endpoint: Remission at Week 8
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OCTAVE maintenance/long-term Studies

- Responders :
o Tofacitinib 10 mg BID > > OCTAVE Sustain
S B (OCTAVE Induction 1: N=476) S
E (OCTAVE Induction 2: N=429) % Non.
S o} responders
E = > OCTAVE Open
5 5
E ©
S 0 Others
= > 4-week follow-up
Double-blind, FACrJIIOW-kup
placebo-controlled treatment WEEKS
8 weeks* |

T 1 i
o 2z 4 8 9 13




Octave SUSTAIN Primary Endpoint:
Remission at Week 52
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Summary of Treatment-Emergent
Adverse Events: OCTAVE Sustain

Tofacitinib Tofacitinib

5 mg BID 10 mg BID
N=198 N=196

Any AEs, n (%) 149 (75.3) 143 (72.2) 156 (79.6)
SAEs, n (%) 13 (6.6) 10 (5.1) 11 (5.6)
Severe AEs, n (%) 19 (9.6) 14 (7.1) 15 (7.7)
Discontinuations due to AEs,* n (%) 37 (18.7) 18 (9.1) 19 (9.7)

Death, n (%) 0 0 0

* Includes subjects who discontinued due to an AE of worsening UC.

= In tofacitinib-treated patients, the most frequent AEs were worsening UC, nasopharyngitis,
and arthralgia



Zoster in tofacitinib-treated RA patients:
A manageable safety issue
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Meilova kapdlayyetakd cuppapota otic HeAETeC Tou tofacitinib

MACE eveats during P2PYVLTE studies and BL distnibution of rick factors for MLACE ¥ o/N1 (%)

Male: | Malkes Female: Female-
| Sy | By | SSw | 2By
MACE evenss 1429 (0.2) 21250 (0.5) /389 (0.3) 0

one haemorrhagic stroke

one aortic dissection

one acute coronary syndrome
one myocardial infarction.

Several other CV risk factors at baseline, including hyperlipidaemia.

Fanxly hisseey of sarly Ml M429(56) | 26250Q104) 27/359 (6.5) 1279 (152)
S A, .
A:BL 31429 (0.7) 47250 (18.8) 13359 3.3) £79(10.1)
Added durizg the stady 0 4250(1.6) 1/399 (0.3) U9 (13)

Most patients did not require lipid-lowering medication




Changes in LDL are reversible on statin treatment
and are not associated with an increased cardio-
vascular risk

LDL-cholesterol moyen (mg/dL)
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Extrapolation (e€aywyn) kot o apXtko¢ MEoBANUATIONOC
OXETLKA HLE TNV AMOTEAEGUOTLKOTNTA KA TNV acPAAELQ

m

—@
(__
(

l*
-

9
1I0SIM
- /23

New Biologic Bio

Clinical Trials

Clinical Evaluation

Animal Studies

Physicochemical
Analytics

Chang, Curr Treat Options Gastro 2017



Switching from originator infliximab to biosimilar CT-P13
compared with maintained treatment with originator
infliximab (NOR-SWITCH): a 52-week, randomised,
double-blind, non-inferiority trial

Kristin K Jergensen®, Inge C Olsen”, Guro L Goll*, Merete Lorentzen®, Nils Bolstad, Espen A Haavardsholm, Knut E A Lundin, Cato MerkT,
Jergen Jahnsent, Tore KKvient, on behalf of the NOR-SWITCH study group

Lancet 2017: 389: 2304-16



H peAétn NOR-SWITCH nrav tuxatomotnpévn LEAETN MOV EiXE WC OTOXO TNV
avadeLlfn TNC KN KATWTEPOATNTAC TOU
Bioopogdou¢ tng A& ipaunng, CT-P13

e EvtaxOnkav 482 acBeveic (32% pe vooo Crohn, 19% pe
eAkwON KoAlTIda, Aoumol e PEVMATIKEC TTAONOELC) UTIO aywyn
HE WAPALELLAUTIN VLA XPOVLIKO SLACTNO TOUAAXLOTO 6 LNVWV

e QL aoBeveic TuxatonoOnkayv TudAd va cuvexioouv To
dapuako N va aAAaéouv o€ Bloopoeldee




MetaBoAn tou deiktn Baputnrag yia tnv Néco Crohn
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MetafoAn tou deiktn Baputntag yia tnv EAkwén KoAitida
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H aAAayni tng woAi&ipapnnc oto Broopostdéc CT-P13,
HE YVWHOVA TNV HEIWON TOU KOGTOUG,
glvall anoteAsopatikn Kat aohalnc

To MTPWTOYEVEC KATAANKTIKO onueio ntav n emtdelivwon tng
vooou kata tnv dtapketlo twv 52 eBéoucdwv
nopakoAouOnonc kot adopovoe o 26% 0cwv aoBevwv
ocuvexloav tnv WohALELpaumn kot o 30% twv acBevwyv Tou
aAAo€av o€ BLooOpOELOEC

OL aVETIOUUNTEC EVEPYELEC NTAV ETILONG OUYKPLOLUEC oTLC HUO
opadeC







Gasftroenterology 2017;153:59-62

Autologous Mesenchymal Stem Cells, Applied in a Bioabsorbable @
Matrix, for Treatment of Perianal Fistulas in Patients With
Crohn’s Disease

Allan B. Die’[z,1 Eric J. szmis,2 Joel G. Fle’[(:her,3 Greg W. Butler,1 Darcie F{E!u::iel,1
Amy L. Lightner,” Maneesh Dave,” Jessica Friton,”> Asha Nair,” Emily T. Camilleri,’
Amel Dudakovic,” Andre J. van Wijnen,” and William A. Faubion”



‘Torkn)” AVTIMETWTTLON TEPUTPWKTLIKAC VOOOU

Edapuoyn autoAoywv HECEYXUMATIKWY BAAOTOKUTTAPWY T
Bloamoppodnotppou VALKOU eVTOC ouplyyiwv o€ 12 acBeveic
LLE TLEPUTPWKTLKN vOoo Crohn

Meta amno 6 puivee, 10/12 aoBeveic avranokpiOnkav mARPwe
(83%)

Ta cupiyyla emovAwOnkav kKat auto erPefotwdnke Kot
QUTTELKOVLOTLKAL

Aev avadEpOnkav avemibupunta cupBavta
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Gastroenterology 2017;153:77-86

Efficacy and Safety of MEDI2070, an Antibody Against ®
Interleukin 23, in Patients With Moderate to Severe Crohn’s )

Disease: A Phase 2a Study

Bruce E. Sands,’ Jingjing Chen,” Brian G. Feagan,” Mark Penney,” William A. Rees,’
Silvio Danese,” Peter D. R. Higgins,® Paul Newbold,” Raffaella Faggioni,” Kaushik Patra,”
Jing Li,” Paul Klekotka,” Chris Morehouse,” Erik Pulkstenis,” Jérn Drappa,”

René van der Merwe,* and Robert A. Gasser Jr°




O mapayovtac MEDI2070 eival €va LOVOKAWVIKO aVTLowOL
EVOVTL TNC LVTEPAEUKLVNC 23

119 aoBeveic pe vooo Crohn otouc ommoiouc iyav armoTtUyeL ol
avti-TNF rtoapayovtec

EvéopAEBia 700 mg tic eBoopadec 0 kal 4 Kol EV CUVEXELD —
uTto ‘avolytn’ dltaBeon- umodopiwe 210 mg Tou dapuAKoU
kKaOe 4 eBdopadec {€B6 12 pexprll2}

Ol ouvnbBeotepec avemBUUNTEC eVEPYELEC NTAV KEDOAAAAYLQ
Kol dpapuyyitda




KAwvikn avtamnokpion tnv efdopada 8 (petwaon touv CDAI kata
100 povadec 1 CDAI <150) smuteuxOnke o€ 49 vs. 26.7% Twv
aoBgvwv mov eAafav Tov mapayovta vs. ELKOVLKO GAapUaKO
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Tnv eBdopada 24 ta noocoota avranokpiong ntav 53.8 kot 57.7%

YL TOUC AOTEVEIC TTOU CUVEXLOAV TO (RAPUNKO KOl YLt 000UC EVW EAaBav ELKOVIKO aTNV
PWTN PAan v ouveXEia mnpav tov mapayovta (open label)

O

Proportion of patients (percent)
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Mpoomtkn-tpoBAnpata
Kootoc
Mpotipnon aocBevwv
AvemuBupuntec evepyelec (JAK)
Aev untapyouv head to head peAeteg

KukAotl Fepaneiac;
Juvbuaaouoli eapuaKkwy;



