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therapeutic trials
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Listing J et al. Arthritis Res Ther 2006;8:R66.
Prince FHM et al. Arthritis Res Ther. 2012;14:R68
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Proposal for a new nomenclature
of disease-modifying antirheumatic drugs

Josef S Smolen, '* Désirée van der Heijde,” Klaus P Machold,' Daniel Aletaha,’
Robert Landewé’

__________________________________________________________________________________________________________________________

TTapadooiakd 2. ToXEUpéva BioAoyika (bo) Biosimilar (bs)
ouvBeTIKA (CS) ouvOeTIKA (15)

Smolen JS, et al. Ann Rheum Dis 2013:0:1-3. doi:10.1136/annrheumdis-2013-2043 17
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Evepyomoinuévec JAKs : evdokuTtTdpia
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Shuai and Liu. Nat Rev Immunol 2003,;3(11):900-11
Norman P. Expert Opin Investig Drugs 2014;23:1067-77



EULAR recommendations for the management of
rheumatoid arthritis with synthetic and biological
disease-modifying antirheumatic drugs: 2016 update
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EULAR recommendations for the management of
rheumatoid arthritis with synthetic and biological
disease-modifying antirheumatic drugs: 2016 update
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Baricitinib

* Evepyn vooog, péon didpkeia 1,5 étn Baricitinib Baricitinib
* ApVNTIKOI TIPOYVWOTIKOI TAPAYOVTEG: 4 mg + MTX 4 mg
opoBeTikdTNTA, CRP >ULN

MTX

Eikoviko Baricitinib Adalimumab +

oe > 2-3 cDMARD PAPUAKO 4 mg +MTX MTX

 EpmtAouTiopévo TpowiA yia apvnTikoUG
B EAM TPOYVWATIKOUG TTdpdyovTeg: opoBeTikOTNTA, CRP >
2 popéc 10 ULN (6 mg/L), diappwTikn vooog

M E\‘\’E’V” L‘}’%‘g’f ”"""‘ai'gp“,s'a 76 Z"? IR EIKOVIKO Baricitinib Baricitinib
TO o TWV eEVvwyv T(C(pO olaoav (pdeGKO ) mg 4 mg

 Evepyn vooog, péon didpkela 9 £€Tn
« Avw Tou 50% TWV aoBevv Tapouciacav IR

BUILD oe 2 2-3 cDMARD
» Evepyn vooog, péoan didpkeia 14 £€tn Eikovikd Baricitinib Baricitinib
* Avw Tou 40% Twv aoBevsv apoudiacav IR ®dapuaKo 2mg 4mg
BEACON oe > 2-3 TNFi
Taylor PC, et al. N Engl J Med 2017;376:652-62 Genovese MC, et al. N Engl J Med 2016;374:1243-52

Dougados M. et al. Ann Rheum Dis 2017;76:88-95 Fleischmann R et al. Arthritis Rheumatol 2017;69:506-17



ATToTEAEOUATIKOTNTA



% acBevwv (NRI)

Avtamokpion Zuppwva pe Tto ACR
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M Ewkoviko ddappako (N=176) M Baricitinib 2 mg (N=174) M Baricitinib 4 mg (N=177)



Change from Baseline

Avtamokpion Zuppwva pe to DAS28-CRP
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MTX-IR

B EAM

Patient Global, 0-100 mm VAS
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ACR=American College of Rheumatology; IR=inadequate responder; LS=least squares; SC=subcutaneous; VAS=Visual Analog Scale
1. Taylor PC et al. N Engl J Med 2017;376(7):652-62 (Suppl); 2. Taylor PC et al. N Engl J Med 2017;376(7):652-62
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Patient Global, 0-100 mm VAS
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Week
ot 202001 “p<0.05 —@— PBO —¢—BARI2-mg g BARI4-mg

ACR=American College of Rheumatology; IR=inadequate responder; LS=least squares; TNFi=tumor necrosis factor inhibitor; VAS=Visual Analog Scale
1. Genovese MC et al. N Engl J Med 2016;374(13):1243-52 (Suppl); 2. Genovese MC et al. N Engl J Med 2016;374(13):1243-52 (Suppl)



RHEUMATOLOGY

Orl g | n al art I C | e doi:10.1093/rheumatology/kex489

Response to baricitinib based on prior biologic use in
patients with refractory rheumatoid arthritis

Mark C. Genovese', Joel M. Kremer?, Cynthia E. Kartman?,
Douglas E. Schlichting®, Li Xie®, Tara Carmack?, Carlos Pantojas?,
Juan Sanchez Bursuns, Hans-Peter Tunyﬁ, William L. Maciasa,
Terence P. Rooney® and Josef S. Smolen’

Results. The odds ratios predominantly favored baricitinibo over placebo and were generally similar to
those in the overall study (3.4, 2.4 for ACR20 weeks 12 and 24, respectively). Significant quantitative
interactions were observed for baricitinib 4 mg vs placebo at weeks 12 and 24: ACR20 by region (larger
effect Europe) and CDAI <10 by disease duration (larger effect =10 years). No significant interactions
were consistently observed for ACR20 by age; weight; disease duration; seropositivity; corticosteroid use;
number of prior bDMARDs, TNF inhibitors or non-TNF inhibitors; or a specific prior TNF inhibitor.
Treatment-emergent adverse event rates, including infections, appeared somewhat higher across
groups with greater prior bDMARD use.



Fic. 3 Percentage of patients achieving ACR20 response at week 12:

experience
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TTovoc VAS -TaxUtepn PeAtiwon

E A M
30% pain improvement 50% pain improvement 70% pain improvement
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IR=inadequate responder
Taylor P et al. Presented at ACR 2017. Abstract 855



PROs:patient-reported outcomes

* HAekTpOVIKA KaTaypadgh e kaBnuepivi pdaon

e 2 UMTITWHATA TT0U Ocv TrepiAauPpdavovtdal aToug XpnoIHOTIOI0UHEVOUC
OEIKTEC

RA-BEGIN? RA-BEAM? RA-BUILD® RA-BEACON* RA-BEYOND>

JS duration, mins v v v v v
MJS severity, NRS v v
Worst joint pain, NRS v v v v
Worst tiredness, NRS v v v v
FACI v v v v
SF-36 v v v v
EQ-5D v v v v v
WPAI-RA v v v v

PROs assessed as part of the ACR response set

<
<
<

HAQ-DI v v

Patient global assessment of v v
disease activity, VAS

Pain, VAS v v v v v

<
<
<




MTX-IR

B EAM

Worst Joint Pain
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(%]
—
4 7] :*i *:-* *:.* *:-* dkk KKK dokke
+ + + okxx
o+
3 [ [ [ [ [ [ 1
0 4 8 12 16 20 24 28
Day
p-value vs. PBO p-value vs. ADA . _ . _
***p<0.001; **p<0.01; *p<0.05 +++p<0.001; ++p<0.01; +p<0.05 . PBO ADA 40 mg SC BARI 4 mg

ePRO=electronic patient-reported outcome; IR=inadequate responder; LS=least squares; NRS=Numeric Rating Scale; SC=subcutaneous
Keystone EC et al. Ann Rheum Dis 2017;76(11):1853-1861



TNF-IR
BEACON Worst Joint Pain

LS mean A from
baseline

0 2 4 6 8 10 12 14 16 18 20 22 24

Week
ot 202001 “p<0.05 —@— PBO —@—BARI2-mg g BARI4-mg

IR=inadequate responder; LS=least squares; TNFi=tumor necrosis factor inhibitor
1. Smolen JS et al. Ann Rheum Dis 2017;76(4):694-700 (Suppl); 2. Smolen JS et al. Ann Rheum Dis 2017;76(4):694-700



Konwon/FACIT-F

LS mean A from
baseline
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p-value vs. PBO p-value vs. ADA o—PBO —®—ADA BARI 4_mg

***p<0.001; **p<0.01; *p=<0.05 +++p<0.001; ++p<0.01; +p=<0.05

FACIT-F=Functional Assessment of Chronic lliness Therapy{-Fatigue' LS=least squares; mITT=modified intention to treat population; mLOCF=modified last observation carried forward; PROMIS=Patient-
Reported Outcomes Measurement Information System; Bingham 11l CO et al. Poster presented at EULAR 2018. Abstract THU0106
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***p<0.001; **p<0.01; *p<0.05

FACIT-F=Functional Assessment of Chronic lliness Therapy{-Fatigue' LS=least squares; mITT=modified intention to treat population; mLOCF=modified last observation carried forward; PROMIS=Patient-
Reported Outcomes Measurement Information System; Bingham 11l CO et al. Poster presented at EULAR 2018. Abstract THU0106
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Musculoskelet
Diseases

|
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SHORT REPORT

Rheumatoid arthritis

Safety and efficacy of baricitinib
in elderly patients with
rheumatoid arthritis

Roy Fleischmann,! Jahangir Alam,? Vipin Arora,? John Bradley,?
Douglas E St:,hlit:,htin:;],2 David Muram,® Josef S Smolen®
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Rheumatoid arthritis

% Patients (95% CI)

RMD
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Rheumatic &
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SHORT REPORT

Safety and efficacy of baricitinib
in elderly patients with
rheumatoid arthritis
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Roy Fleischmann,' Jahangir Alam,? Vipin Arora,” John Bradley,”
Douglas E St.:hlilr:hting:;,2 David Muram,2 Josef S Smolen®

CDAI Low Disease Activity/Remission at Week 24 D SDAI Low Disease Activity/Remission at Week 24
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Table 2 Safety at week 24

<50vyears =50 and <65years =65years
Placebo  Baricitinib Placebo  Baricitinib Placebo Baricitinib
(n=254) 4mg (n=259) (n=349) 4mg (n=319) (n=113) 4mg (n=136)
Patients with =1 adverse event 212 (83.5) 229 (88.4) 326 (93.4) 296 (92.8) 111 (98.2) 135(99.3)
Discontinuation from study due to G (2.4) 6 (2.3) 14 (4.0) 18 (5.6) 7 (6.2) 12 (8.8)
adverse event or death*
Discontinuation from study for any 21 (8.3) 14 (5.4) 31 (8.9) 28 (8.8) 19 (6.8) 17 (12.5)
reason
Deatht 0 0 2 (0.6) 1 (0.3) 0 1(0.7)
Serious adverse eventt 10(3.9) 8 (3.1) 8
Serious infections 4 (1.8) 3(1.2)
Cardiac disorders 1(0.4) 0
Patients with =1 infection 89 (35.0) 99 (38.2) 86 (24.6) 48 (35.3)
Herpes zoster 0 2 (0.8) 2 (0.6) 5(1.6) 0 3(2.2)
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Safety Profile of Baricitinib in Patients with Active
Rheumatoid Arthritis with over 2 Years Median
Time in Treatment

Smolen JS The Journal of Rheumatology 2018;

Agdopéva 6-peAeTwv Agdopéva 4-peletwv, pe LTE
EAcyxopeveg pe Placebo Napatetapévn ocvykpLon SocoloyLwv
All BARI RA 0-24 EBSopada? 2-mg vs. 4-mg®
EwKoviKO
T BARI 4-mg BARI 2-mg BARI 4-mg
‘EkOeon

AplOuog acBesvwv 3492 1070 997 479 479
PY ekBeang otn 6636.7 393.8 409.4 554.5 604.1
Oepaneia
Méon TN, NHEPES 760 (2.1 xpovia) 166 169 257 342

Mosxporspn €kOeon, 2019 (5.5 xpovia) 235 211 1276 1991
NUEPEG

Awakon Ospaneiag AE,

n (EAIR) 393 (5.8) 35 (8.9) 47 (11.5) 37 (6.6) Q(s_g)/

Ovntotnta, n (IR) [95% CI] 22 (0.33) [0.2-0.5] 2 (0.49) [0.1-1.8] 3(0.72) [0.1-2.1] 1(0.18) [0.00-1.0] 3(0.49) [0.1-1.4]

Nopwéelg, n (IR) [95% ClI]

SoBapéc AouwEeLs 194 (2.9) [2.5-3.4] | 17(42)[256.8] | 16(3.8)[22-6.2] | 18(3.3)[1.9-52] | 29(4.8)[3.2-6.9]
Epring {wotApag 212(3.2)[2.8-3.7] | 4(1.0)[0.3-2.5] | 18(4.3)*[2.6:6.8] | 15(2.7)[1.5-45] | 23(3.8)[2.4-5.7]
Qupatiwon 1002007 0 1(0.2) [0.01-1.33] 0 ST (B2

0.27] 1.23]

aNedopéva and tn nepiodo Bepaneiag €wg tnv eBSopdda 24, pe dedopéva péxpl t nepiodo didowaong/alaync Bepaneiag
bH avdAuon Baoiletat otnv as-treated péBodo ( ta dedopéva tng Stdowaong A TG Tithonoinong e€apovivrat)
*p<0.05 for BARI 4-mg vs. Elkoviko dpappako
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Xwpic dStadopa amo LKoviKO Aladopa Ao ELKOVLKO
dappako dappako
« MciCova kapdiayyeiakd oupPpdpara - DVT/PE
« KakohBeiec(ekTOC pUN peAavwpaTikou « Epvyaotnpiakéc diatapaxéc
Kapkivou Tou dépparog) A LDL/HDL

™ Kpearivivng
J OudeTepopilwy
™ CPK,AST,ALT

Smolen JS The Journal of Rheumatology 2018;



AroteAeopaTikotnta oe OAouc Toug TTAnGuopoug
AoOevwyv pe PA

RIRA RA RA

BEAM BUILD BEACON

cDMARD-IR MNpwtog Avti-TNFi/

BloAoyikoc Mapayovtog AeUTEPOC AVTI-TNFi/
MTX ) .
T BloAoyikog Mapayovtag
x P L BLoAoyKkog
Mapayovtog
Xwplig
Mponyoupevn
Oepaneia
1. Fleischmann R et al. Arthritis Rheumatol 2017;69:506-17 3. Dougados M. et al. Ann Rheum Dis 2017;76:88-95

2. Taylor PC, et al. N Engl J Med 2017;376:652-62 4. Genovese MC, et al. N Engl J Med 2016;374:1243-52



R RA RA RA

B EAM BUILD

KAIvikd oxeTIkéC TTapapeTpol Ekpaong

AvTtamokpion ACR
LDA/Ugeon
AvaoToAn dopikhG PAAPNC apBpwaswy

MTX oe aoBeveic ou dev £xouv AdPel Tponyoupevh
Ocpameia pe MTX
Adalimumab og aoBeveic pe MTX-IR

2 wpartikA Asitoupyia kair PRO

TTpwivA duokapyia
Komwon
TTévocg

BEACON

ATtoTeAeopaTIKOTNTA

AvwTePOTNTA

BeATiwon




2 UpTtepdoparda

TTapd Tnv tpoodo atnv PA mmapapévouv avekKTTARPWTEC avaAyKeg o€ KAIVIKO
emitteoo.

AUokoAa diaxelpioipgo Too0oTd ATOEVIV.

O1 véecg OepaTeuTIKEC €TTIAOYEC eVOEXOHEVWC VA ATTOTEAETOUV Hid
amoTeAeopaTikh AUon o ouvOudopo He £va IKAVOTIOINTIKO TIpoWiA aogpdAsiac.

TTepaiTépw épeuva via €10IKEC oUAdeC Kal eCATOMIKEUHEVEC Oepameieg



