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Co—sumulamon

AML, antimalarial drugs; APC, antigen presenting cell; GM-CSF, granulocyte-macrophage colony-stimulating factor; IFN, interferon; IL, interleukin;
LEF, leflunomide; MTX, methotrexate; SSZ, sulfasalazine; TGF, transforming growth factor; Th, T helper cell; TNF, tumor necrosis factor.
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IL-6 / Macrophage
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. ThO Abatacept Etanercept

Plasma (—6\ EN |FN-V/—\ “ Infliximab
cell L 1-;’ / Adalimumab
- \ Golimumab
Rituximab Bh ﬂ.‘/x’—"ﬁ\\ \ Certolizumab

CD4 + TceO

1 ( 11 TNF

IL-1
IL-6

Synovium

Osteoclast
Flbroblast
RF, rheumatoid factor;  Production of metalloproteinases and other effector molecules

IL, interleukin;

ThO, T helper, Migration of polymorphonuclear cells
Th2, T helper 2;

IFN, interferon;
CD, cluster of differentiation; . A

3 ; 'O
OPGL, osteoprotegerin ligand. osion of bone and cartilage

1. Adapted from Choy EH, Panayi GS. N EnglJ Med. 2001;344:907-916. 2. Tak P, et al. Arthritis Res Ther. 2011;13:S5.
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BMP=Dbone morphogenetic protein; IL=interleukin; TGF=transforming growth factor; TNF=tumor necrosis factor.

1. Actemra® (tocilizumab). Prescribing Information. Genentech, Inc. 2011; 2. Stelara® (ustekinumab). Prescribing Information. Janssen Biotech, Inc.
3. Humira® (adalimumab). Prescribing Information. Abbott Laboratories. 2011; 4. Enbrel® (etanercept). Prescribing Information. Immunex. 2011;

5. Remicade® (infliximab). Prescribing Information. Janssen Biotech, Inc. 2011; 6. Benlysta® (belimumab). Prescribing Information. Human Genome
Inc. 2011.; 7. Kineret® (anakinra). Prescribing Information. Biovitrum AB . 2009; 8. Avastin® (bevacizumab). Prescribing Information. Genentech, In
9. Gilenya® (fingolimod). Prescribing Information. Novartis. 2011.
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N ) IL-7 JAK1/IAK3
I\) ErdoRdiiliia PR RS IL-15 JAK1/JAK3
Cytokine receptor Do JAK1/IAK3
AR P, IL-6 JAK1/JIAK2/Tyk2
IFNa and IFNB JAK1/Tyk2
IL-10 JAK1/Tyk2
4HEEN IL-12 JAK2/Tyk2
IL-23 JAK2/Tyk2
-1
e
JAK=Janus kinase. TGF-B independent
Shuai K, Liu B. Nat Rev Immunol. 2003;3(11):900-911; Flanagan ME et al, J Med Chem 2010; 53:8468-8484 TNF
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IFNa X IFNB

IL-6 IFNa X IFNB

IL-7 IL-6
IL-10 IL-7
e IL-10

-15

IL-21 IL-12
IL-23 IL-15

IL-1 IL-21
IL-17 IL-23
IL-18
TGF-B

TNF

IFN=interferon (T8%) : IL=interleukin ({74 %) ; TGF=transforming growth factor (##{t:4: f£[X) : TNF=tumor necrosis factor (BE/R#3E A 1
1. McInnes IB, et al. Nat Rev Immunol. 2007;7:429-442; 2. O'Sullivan LA, et al. Mol Immunol. 2007;44(10):2497-2506; 3. Riese RJ, et al. Best
Clin Res Rheumatol. 2010;24:513-526.
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IL=interleukin (#1(5%) ; STAT=signal transducer and activator of transcription (35 &% /%435 {EP ) : TNF=tumor necrosis factor (ffF153E|
1. Smolen JS, Steiner G. Nat Rev Drug Discov. 2003;2:473-488. 2. Costenbader KH, et al. J Fam Pract. 2007;56:51-S7; 3. Ghoreschi K, et al. Immi

2009;228:273-287.
[ H 4R 2 Smolen JS, Steiner G. Nat Rev Drug Discov. 2003;2:473-488; Costenbader KH, et al. JFP. 2007;56:51-S7;
and Shuai K, et al. Nat Rev Immunol. 2003;3:900-911.
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. ORALSync_Ann Intern Med Aug 2013_Kremer
. ORAL Standard_NEJM Aug 2012_van Vollenhoven, Fleischmann

. ORAL Step_The Lancet Feb 2013_Burmester

. ORALScan_A n R Mar 2013_van der Heijde, Fleischmann Arthr Rheum
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@ Tofacitinib § mg twice daily —@— Tofacitinib 10 mg twice daily  /, Methotrexate
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Lee EB. N Engl J Med 2014; 370:2377-2386
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Tofacitinib in combination with traditional
DMARDs: ORAL Sync co-Primary Endpoint
JAKIII ARt 1 Al cie s (B L s S b

ACR20 (NRI, month 6)*

60
52.1* = Placebo + nonbiological

50 DMARD(s)

40 Tofacitinib 5 mg BID +
S 30.8 nonbiological DMARD(s)
£ 30
2
)

10

49/159 164/315
0 E—

Tofacitinib + DMARD:s is significantly more effective at month 6 than DMARDs + placebo

*Patients who did not respond at month 3 were considered not to have responded to treatment for the remainder of the trial, even if
they subsequently achieved response after month 3; **p<0.001 vs. placebo

XEL-FM-1409007

BID, twice daily; DMARD, disease-modifying antirheumatic drug;

Adapted from Kremer et al. Ann Intern Med 2013;159:253-261. NRI, non-responder imputation.
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Tofacitinib and ADA vs PBO in MTX-IR: ORAL Standard
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ACR20 (NRI) at month 6 HAQ-DI (Month 3)

80 0
§ T o
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60 T 47.2%* g 8 02
5 1 &g 03
€ < £

8 40 28.3 I =04
b £ 205
) '; -0.6
201 & 207
C " s
0 101/19 94/199 ’

l Placebo + MTX Tofacitinib 5 mg BID + Adalimumab 40 mg SC eow + M

MTX

This study was not designed for non-inferiority/superiority comparisons between tofacitinib and adalimumab.

**p<0.001 vs placebo.
tPrimary analysis: NRI (with advancement penalty)

GAESYC PN it e s LV RS

ACR, American College of Rheumatology; BID, twice daily;
MTX, methotrexate;NRI, non-responder imputation;
Adapted from van Vollenhoven et al. N Engl J Med 2012;367:508-519. eow, every 2 weeks; SC, subcutaneous.

ORAL Standard:
DAS28-4(ESR) <2.6 primary endpoint

DAS28-4(ESR) <2.6 (Month 6)*

16
14 -
2 12
~8
=10 - A greater number of patients achieved
w e .
¥5 8 6.0" 6.7%  DAS28-4(ESR) <2.6 with
g §_ 6 | - active treatments versus placebo
<
[=]
4 4
2 1.1
0 i : W 12/178
. Placebo + MTX Tofacitinib 5 mg BID + MTX Adalimumab 40 mg SC eow + MTX

This study was not designed for non-inferiority/superiority comparisons between tofacitinib and adalimumab.
*p<0.05 vs. placebo. "Primary analysis. NRI (with advancement penalty)

DAS, disease activity score; ESR, erythrocyte sedimentation rate;
Adapted from van Vollenhoven et al. N Engl J Med 2012;367:508-519. eow, every 2 weeks; SC, subcutaneous
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& MTX-IR COMBO-TX Structure

ORAL Scan: A mTSS
JAKHIFIFREL B AIiens s 522 B
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0.92

2 09 -

= Placebo + MTX
c® 08 -
° E 0.7 [ Tofacitinib 5 mg BID + MT]
2¢ 06 -
29 o5 - 0.47
o S
e 0.4
3D 03 - 0.29
E :I:L 02 4
ng O 0.12
¢ 01
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Month 6 Month 12

BID, twice daily; LS, least squares; mTSS, modified Total Sharp

MTX methotrexate.; SE, standard
*p=0.0558 vs placebo
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onitoring Recommendations’
. At baseline 4 to 8 weeks Every 3 months
- EE A B - FERSF ——— v v
Neutrophils v v v
Hemoglobin v v v

Lipids v

Liver Enzymes Routine monitoring of liver tests is recommended
XEL-FM-1409007
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