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Marketed “Biosimilars” Based On Biologic
Agents Used To Treat Rheumatic Diseases

Rituximab biosimilar
Reditux™ Dr. Reddy's Laboratories {India) Bolivia, Chile, India and Peru

Kikuzubam™ Probiomed (Mexico) Bolivia, Chile, Mexico, and Peru

Etanercept biosimilar

. Shanghai CP Goujian China
Yisaipu Pharmaceutical Co. (China)
Etanar® Shanghai CP Goujian Colombia

Pharmaceutical Co. {China)
infliximab biosimilar
Approved in South Korea

Remsima™ (CT-P13) Celltrion (South Korea) (EMA application pending)

MA Scheinberg & J Kay. Nat Rev Rheumatel. 2012; 8:430-36
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What is Remsima and what is it used for?

How is Remsima used?

How does Remsima work?

What benefits of Remsima have been shown in studies?
What are the risks associated with Remsima?

Why is Remsima approved?

The Agency’s Committee for Medicinal Products for Human Use (CHMP) decided

that, in accordanpe=sssR=E==szquirements, FEemsima has been shown to have a
comparable qualit efficacy profile to Remicade. Therefore, the
CHMP's view was That, as 1or Remicade, the benefit outweighs the identified risks,

The Committee recommended that Remsima be approved for use in the ELL

What measures are being taken to ensure the safe and effective use of
Remsima?

Other information about Remsima

IpAavéia , MoptoyaAia, NopBnyia , Dlavdia
Kop€a, NouatepdAa, lewpyia, MoAdaBia , Aeukopwaoia
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Avocoyovikotnto
Kot AAA QL KALVIKA TtpoBANaTa
Twv Blo-opoeldwyv mapayoviwy?

drug induces an unwanted immune reaction in the human body

. Immunogenicity of monoclonal antibodies in biologic therapeutics may have negative
impacts on treatment response

. treatment discontinuance and higher disease activity with antidrug antibody formation
in more than a quarter (28%) of patients over a 3-year period

Bartelds GM, Krieckaert CL, Nurmohamed MT, et al. Development of antidrug antibodies against adalimumab and association with disease activity and treatment failure
during long-term follow-up. JAMA. 2011,305(14):1460-1468.
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CT-P13

Protocol Design Objectives Treatment Study population
CT-P13 1.2 Prospective Phase 1, Primary: To determing Cma, CT-P13 plus R& patients with
(pilot study) randomised PK profiles of CT-P13 and MTX or active disease while

double-blind, _ Remicade Remicade plus recaiving MTX
parallel-group, multiple | at weeks 0, 2 and 6 MTX Planned: 20
.5";"3|e'd°53 (iv.) Secondary: PK profile, PD, Randomised: 19
INtravenous 11.v. efficacy, and safety of CT-P13 CT-P13: ©

infusion, multicentre

in comparison to Remicade up
to Week 102.

Remicade: 10

CT-P13 1.1 Prospective Phase 1, Primary: To demonstrate CT-P13 or AS patients with
PK equivalence FaﬂdDmIS_Edf _ccurn;:uarahle PK at steady state | Remicade active disease
(Study name: double-blind, in terms AUCT, Cpess between Planned: 246 (ratio:
PLANET AS) multicentre, multiple CT-P13 and Remicade 1:1)
single-dose i.v. determined between Weeks 22 Randomised: 250
infusion, parallel-group | and 20. - =
CT-P13: 125
Secondary: long-term efficacy, . s m
PK and overall safety up to Remicade: 125
Weeak 54
CT-P13 3.1 Prospective Phase 3, Primary: To demonstrate that | CT-P13 plus RA patients with
Therapeutic randomised, CT-P13 is equivalent to MTX or active disease while
equivalence double-blind, Rerga-iade,. lndtebrrnsi_of eflﬁcacv Remicadeplus | receiving MTX
. multicentre, multiple as determined by clinica MTX Planned: 584 (ratio:
E,it;ﬁ;rns&e' single-dose i.v. response according to ACR20 1:1) (

infusion, parallel-group

at Week 30.

Secondary: long-term efficacy,
PK, PD, and overall safety up to
Week 54

Randomisad: 606
CT-P13: 302
Remicade: 304

ACR20=20% improvement according to the ACR criteria; AS=Ankylosing spondylitis; AUC-=Araa under the concentration-time curve
over the dosing interval; Cmax=maximum sarum concentration; i.v.=intravenous; MTX=methotrexate; PK=Pharmacckinatics;

PD=Pharmacodynamics; RA=Rheumateoid arthritis
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EXTENDED REPOR
A randomised, double-blind, parallel-group study to
demonstrate equivalence in efficacy and safety of
CT-P13 compared with innovator infliximab when
coadministered with methotrexate in patients with
active rheumatoid arthritis: the PLANETRA study

. Phase Il

. TUXOLLOTIOLNEVN
. AutAd TudAn

. MoAU-KeVTPLKA

. MoAv-g0vikN

aoBeveic pe evepyo PA kot amotuyio otnv MTX (12.5-25 mg/week) tuxatomotndnkav:
. CT-P13 (n=302) 3 mg/kg

. INX (n=304) 3 mg/kg ACR response criteria
. : : EULAR response criteria
2 0 MTX fol d
€ ouVOUQOUO JE ko folic aci DAS?8
SF-36
Ektipnon otig 30 eBdopadeg (ACR20) Simplified Disease Activity Index

Clinical Disease Activity Index
pharmacokinetic (PK)
-~ pharmacodynamic(PD)
safety
immunogenicity
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A randomised, double-blind, parallel-group study to
demonstrate equivalence in efficacy and safety of
CT-P13 compared with innovator infliximab when
coadministered with methotrexate in patients with
active rheumatoid arthritis: the PLANETRA study
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EXTENDED REPORT

A randomised, double-blind, parallel-group study to
demonstrate equivalence in efficacy and safety of
CT-P13 compared with innovator infliximab when
coadministered with methotrexate in patients with
active rheumatoid arthritis: the PLANETRA study

1
QTOTEAEOHATIKOTNTO
5F-36 Week 14
Physical component summary 1.5 (7.1)
Mental component summary 6.6 (102)
Week 30
Physical component summary 7.1 (7.9)
Mental component summary 7.1 (10.0)
CRP Week 14 ~0.6 (2.5)
Week 30 =0.6 (2.0)
HAQ Week 14 0.6 (0.6)

Week 30 =0.6 {0.6)

5.8 (6.8)
65 (10.4)

6.5 (7.6)
6.6 (10.4)
-0.8 (1.9)
—0.8 (1.9)

~05 (0.5)
~0.5 (0.6)

0.007
0.925

0.372
0.561
0.413
0.323

0.053
0.082




EXTENDED REPORT

A randomised, double-blind, parallel-group study to
demonstrate equivalence in efficacy and safety of
CT-P13 compared with innovator infliximab when
coadministered with methotrexate in patients with
active rheumatoid arthritis: the PLANETRA study

|
Anooupoelc acOsvwv

-
n =806
All patents treated

n=302 f =304
CT-P13 (3 mgkyg) INX (3 mg/p)
+ MTX (125-25 mghweek) + MTX (12 5-25 mohweek)
+ folic acid (=5 mg/week) + folic acid (25 mg/week)
[ |
' ' v '
n=255 n=47 n= 260 n= 44
Completed Withdrawn prior Completed Withdrawn prior
Week 30 visit 1o Week 30 Week 30 visit to Week 30
Adverse event (28) Adverse event (28)
Patient withdrew consent (11) Patient withdrew consent (14)
Profocol violation (4) Protocol violation (2)
Lack of efficacy (4) Malignancy (2)
> INFLECTRA @

.INFLIXIMAB Remicade’

INFLIXIMAB




EXTENDED REPORT

A randomised, double-blind, parallel-group study to
demonstrate equivalence in efficacy and safety of
CT-P13 compared with innovator infliximab when
coadministered with methotrexate in patients with
active rheumatoid arthritis: the PLANETRA study

|
Avocoyovikotnta

EBSopada 14: Antibodies oto infliximab oto
e 25.4% (n=69) CT-P13
o 25.8% (n=70) INX

EBSopada 30 :
o 48.4% (n=122) CT-P13
e 48.2% (n=122) INX




EXTENDED REPORT

A randomised, double-blind, parallel-group study to
demonstrate equivalence in efficacy and safety of
CT-P13 compared with innovator infliximab when
coadministered with methotrexate in patients with
active rheumatoid arthritis: the PLANETRA study

AveruOopuntec
SpaoceLc

Related TEAEs reported in at least CT-P13 INX

1% of patients in either treatment 3 mg/kg 3Imgkg  Total
group (N=301)*  (N=301)*  (N=602)
Alanine aminotrans ferase inoeased 12 (4.0} 11370 1 (3.8
Aspartate aminotransferase increased B (2.7) B{27) 16 (2.7)
y-Glutamyliransterase inoreased 2 (0.7} 3(1.0) 5 {0.8)
Latent tuberoulosis 13 (4.3) 14 (4.7) 7 (4.5)
Upper respiratory ract infection 4 (1.3) 4 (1.3) 8 (1.3)
Urinary tract infection 4(1.3) 7(23) 1 (1.8)
Bronchitis 4(1.3) 4(13) 8(1.3)
Nasopharyngitis 6 (2.0} 4 (1.3) 10 (1.7)
Gastroententis 2 (0.7} 3(1.0) 5 (0.8}
Hemes zoster 11(0.3) 3 (1.0 4 (0.7)
Rhinitis 0 3(1.0) 3 (0.5)
Tuberculosis 3 (1.0) 0 3 (0.5)
ITUSion- related reaction 20 (6.6 25 (B.3) 45‘@'
AnNaem ia Z0.7] AN 510,
Meutropenia 3 (1.0} 2 (0.7 5 (0.8}
Leucopenia 11(0.3) 3 (1.0) 4 (0.7)

Serious TEAEs

30 (10.0%) CT-P13

21 (7.0%) INX

PRI 1RO gLy g Ly noynop
Bone pain 3 (1.0) 0 6 (1.0)
Hypertension 5 (1.7) 3 (1.0 B(1.3)
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[Z013] [OPOOGE] A PHASE 3 RANDOMISED COMTROLLED TRLAL TO COMPARE CT-PL3 WITH INFLIXIMAB IN PATIENTS WITH ACTIVE RHEUMATOID ARTHRITISE S4 WEEK RESULTS FROM THE PLAMETRA STUDY
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Frankivek, Ukraine; E.Hmpfla.r Militar Central, Bogota, Colombia; Saunas Medical Univ. Hospital, Keunas, Lithuania; ?.Hu_-\.pflu.r Central Dr. Ignacio Morones Prieto, 5an Luis Potosi, Mexico; Sgp. Luke's Medical (
Quezon Citys r"I‘Z‘.Pu:!.r.u} Hua Hospital, Cebu City, Philippines; I8y, Hospital 5t. Marina, Varna, Bulgaria; L prasaiud ¥ Cia Ltda, Santiago, Chile; IZrpichester Ganeral Hospital, Colchester, United Kingdaomy; 13y
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Background: CT-F1
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ACR20
e  CT-P13 57.0% [172/302]
e INX  52.0%[158/304]
95% Cl: -0.03-0.13

ACR50 - ACR70
) CT-P13 33.1% 16.2%
o INX 31.6% 15.1%

YO®EZH DAS28-CRP
) CT-P13 26.4%
o INX 27.8%
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_ CT-P13 (n=302) _ INX (n=300)
MNo. (%) of patients with at least 1 131 (43.4) 134 (44.7)

related TEAE |

No. (%) of patients with at least 1 @ 31 (10.3)
STEAE | |

No. (%) of patients with at least 1 23 (7.6) '

infusion-related reaction

Positive for ADA, No. (%) | 20 (87.0) | 25 (80.6)

No. (%) of patients with at least 1 ' 69 (22.8) ' 69 (23.0)
related TEAE due to infection

'TEAE, treatment-emergent adverse eveht; STEAE, serious TEAE

positive for anti-drug antibodies (ADAs) :
CT-P13 (52.3%) ko INX (49.5%)




& ACR/ARHP1 3

& Annual Meeting

% Pre-Meeting Courses: October 25-26, 2013
v Scientific Sessions: October 26-30, 2013

«4 Previous Abstract: #L1 MNext »

Efficacy and Safety of CT-P13 (Infliximab biosimilar)
over Two Years in Patients with Rheumatoid Arthritis:
Comparison Between Continued CT-P13 and Switching

Forg Mo Syllabus

from Infliximab to CT-P13 Available

Abstract: #1 1
Date: Tuesday, October 29, 2013
Time: 2:30 PM
Location: 6 A

Session Title: ACR Late-Breaking Abstract Oral Session

Abstract Category: Type: Late-Breaking Oral




Efficacy and Safety of CT-P13 (Infliximab biosimilar)

®)
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& Annual Meeting

Comparison Between Continued CT-P13 and Switching < reiiceting courses: october 2526, 2013

. . w1 Scientific Sessions: October 26-30, 2013
from Infliximab to CT-P13
|

302 aoBeveic pe 54 eBdopadeg

158 guewav oto CT-P13 144 d\\agav and INX oe CT-P13

Mo akopn 48 eBdopadec




Efficacy and Safety of CT-P13 (Infliximab biosimilar)
over Two Years in Patients with Rheumatoid Arthritis:
Comparison Between Continued CT-P13 and Switching

from Infliximab to CT-P13

Efficacy outcome

ACRZ0,
n (%)

ACRS0,
n (%)

ACRT0,
n (%]

$ ACR/ARHP

& Annual Meeting

13

% Pre-Meeting Courses: October 25-26, 2013
v Scientific Sessions: October 26-30, 2013
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throughout
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108 (71.9)
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B9 (457
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33 (21.9)
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Efficacy and Safety of CT-P13 (Infliximab biosimilar)
over Two Years in Patients with Rheumatoid Arthritis:
Comparison Between Continued CT-P13 and Switching

from Infliximab to CT-P13

DASZ28-CRP

DASZE-ESR

EULAR-CRPF good and moderate responses, n (%)

Baseling
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A from
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& from
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78

& from
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& from
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Wik 54

Wik 78
Wil 102
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& Annual Meeting

% Pre-Meeting Courses: October 25-26, 2013

v Scientific Sessions: October 26-30, 2013

5.8

-2.4

-2.4

-2.4

6.6

-2.5

-2.6

25

135 (89 4)

120 (79.5)
123 (81 5)

5.8

-2.4

26

=25

6.6

26

-2.8

=27

124 (87 3)

122 (85.9)
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Efficacy and Safety of CT-P13 (Infliximab biosimilar)

o
over Two Years in Patients with Rheumatoid Arthritis: by ACR/ARHP1 3
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Comparison Between Continued CT-P13 and Switching < rciceting courses: oaobef"”zszé, T

. . w1 Scientific Sessions: October 26-30, 2013
from Infliximab to CT-P13
|

CT-F13 owitched from INA to CT-
throughout F13 in extension phase
study (N=151)  (MN=142)

TEAES, n 150

ots with 21 TEAE, n (%) 85 (57 77 (53.8)
Mild 3 38 (26.6)
Moderate 210217
Severe 44 g15.6)
Life-threatening 1(0.6) 0
Death 1(0.6) 0

ots with 21 TESAE, n (%) 12 (7.5) 13 (9.1)

ots with =1 infection, n (%) 50 (31.4) 47 (22.9)

ADA positive, n (%) Wik 54 78 (49.1)

Wik 78 71 (50.4) S5 T306)
Wik 102 B4 (46.4)
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Elvat n PA kataAAnAo povielo
yLa TNV €EAeyyxo evoc biosimilar ?

The AAPS Journal Vol 16, No. 1, January 2004 (8 2003)
DOT: DO s ]2 4E- 0139534y

Regulatory Note

Is Extrapolation of the Safety and Efficacy Data in One Indication to Another
Appropriate for Biosimilars?

1.2
Howard Lee

If the difference in efficacy between a treatment and placebo is small,
it is difficult (i.e., less sensitive) to show a difference between the
treatment and another treatment similar




Elvat n PA kataAAnAo povielo
yLa TNV €EAeyyxo evoc biosimilar ?

The AAPS Journal Vol 16, No. 1, January 2004 (8 2003)
DOT: DO s ]2 4E- 0139534y

Regulatory Note

Is Extrapolation of the Safety and Efficacy Data in One Indication to Another
Appropriate for Biosimilars?

1.2
Howard Lee

low immunogenicity in RA / IBD
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A randomised, double-blind, multicentre,
parallel-group, prospective study comparing the
pharmacokinetics, safety, and efficacy of CT-P13
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A randomised, double-blind, multicentre,

parallel-group, prospective study comparing the
pharmacokinetics, safety, and efficacy of CT-P13

and innovator infliximab in patients with ankylosing

spondylitis: the PLANETAS study

Parameter Treatment n Geometic mean Ratio (%) of geometric means 90% Cl of mtio (%)
P population
ALC CT-P13 112 145 943t 1158
{rughimil} | X 110 g
e CT-P13 113 147.0 1015 94.7 to 1089
(ngiml) I M 110 144.8
ADA-negative subset
ALC CT-P13 B4 1024 946t 1131
(ughiml) INX 86 62654
i CT1-P13 85 1539 1047 97.2 o 1129
(ngiml) I M B 14649

The primary PK endpoints of the observed AUC and C, .. in patients treated with CT-P13 and INX at steady state were analysed using an analysis of covariance with treatment as a
fixed effect and region and baseline BASDAI score fitted 2 covarniates. Point estimates and 90% Cl for differences on the log scale were exponentiated to obtain estimates for mtios

of geometric means on the origina scale.

ADA, anti-drug antibodies; AUC, area under the concentration-time cure; Cop, ... observed maximum steady state serum concentration; Cl, confidence intenal; INX, innowator

inflizimab; PK, pharmacokinetics.




A randomised, double-blind, multicentre,
parallel-group, prospective study comparing the
pharmacokinetics, safety, and efficacy of CT-P13
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A randomised, double-blind, multicentre,
parallel-group, prospective study comparing the
pharmacokinetics, safety, and efficacy of CT-P13
and innovator infliximab in patients with ankylosing
spondylitis: the PLANETAS study

OR=0.91, 956% C|0.53.1.54 OR=0.85, 056% CI10.51-1.42 OR=0.91; 85% C10.51-1.62 OR=1.19; 85% C! 0.70-2.00
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A randomised, double-blind,

parallel-group, prospective study comparing the

multicentre,

pharmacokinetics, safety, and efficacy of CT-P13
and innovator infliximab in patients with ankylosing
spondylitis: the PLANETAS study

n=370
All screensd

n=250
All patiants randomised

¥

n=250
All patients treated

n=113
Screening failures®

Reasons:

« Inclusion / exclusion criteria not
met (n=83)

* Patient withdrew consent (n=10)
« Other (n=20)

|

L

n=1285 n=125
CT-P13 (5 mafkg) IMNX {Smofkg)
n=113 n=12 n=116 n=9
Completed Withdrawn prior Complated Withdrawn prior
Week 30 vigit to Week 30 Week 30 visit to Week 30

Adverse avent (8)

Adverse event (5)

Fatient withdrew consent (3)
Sponsor decision (1)

Patient withdrew consent (3)
Lost to follow-up (1)




A randomised, double-blind, multicentre,
parallel-group, prospective study comparing the
pharmacokinetics, safety, and efficacy of CT-P13
and innovator infliximab in patients with ankylosing
spondylitis: the PLANETAS study

ca-P13 INX

5 mgkg 5 mgkg Total

(N=128) (N=122) (N=250)
Alanine aminotransferase 14 (109 13 (10.7) 27
increased (10.8)
Aspartate aminotransferase 12 (94) 10 (8.2) 22 (8.8)
increased
v-glutamyltransferase increased 43.1) 5(4.1) 9(36)
Latent tuberculosis* 539 4333 9 (36)
Upper respiratory tract infection 3(23) 2(1.6) 5(2.0)
Nasopharyngitis 3(23) 2(1.6) 5(20)
Pharyngitis 2(1.6) 3 (2.5) 5(2.0)
Urinary tract infection 5(3.9 0 5(20)
Bacteriuria 0 2(1.6) 2(08)
Tonsillitis 0 2 (1.6) 2 (08)
Tuberculosis 2(1.6) 1(0.8) 3(12)
Infusion-related reaction 539 6 (4.9 11 (4.9

| Serum aeatinine phosphokinase 4 (3.1) 1(0.8) 5 (2.0)

increased
Neutropenia 2 (1.6) 2(1.6) 4(16)
Leukopenia 0 2(1.6) 2 (08)
Pyrexia 2 (1.6) 1(0.8) 3(12)
Headache 323 1(0.8) 4(16)
Rash 0 3 (2.5) 3(12)
Urticaria 0 2(1.6) 2(08)

Nausea 1(0.8) 2(1.6) 3(12)




A randomised, double-blind, multicentre,
parallel-group, prospective study comparing the
pharmacokinetics, safety, and efficacy of CT-P13
and innovator infliximab in patients with ankylosing
spondylitis: the PLANETAS study

Antibodies oto infliximab:

. 9.1% (n=11) kot 11.0% (n=13) oe aoBeveic umod CT-P13 and INX tnv eBdopada 14

. 27.4% (n=32) 22.5% (n=25) uno CT-P13 kat INX, eBédopada 30
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Background: CT-P13 is a biosimilar product of inflixirmab (IM%), Data up to week 20 has been reported at EULAR 2012.°

Objectives: To assess the PE, efficacy and safety of CT-P12 in patients with active AS up to week 54 and to cormpare this with IM¥, also in relation to the formation of anti-
drug antibodies (ADAs],

Methods: Patients with active AS (1924 modified NY criteria) were randormnized (1:1) to receive either CT-P13 (Srmgfkgl or INE (Srmgfkg) at weeks 0, 2, & and then avery &
waeks up to week 54,

Results: Of 250 patients randomized at bazeline, 213 patients were treated up to week 54, C ., of CT-P13 and INX were shown to be equivalent, zince 20% CIs for the ratio

of gearnetric means were within 80-125% at all dases (CT-P13, 128.1pgfmL-172.2pg/rL; IMX, 123, 0pg/mL-176, 7pgfmL). At week 54, the proportion of patients testing
positive far ADAs was comparable between CT-P13 and INX (22,99% [25/109] vs 26.79% [28/105]). ADAs had similar effects on PKs in both groups. Patients with negative ADA
results had higher G, ,, values (CT-P13, 134, 5pg/mL-177.2pg/mL; IME, 131, 9pg/mL-177 4pgimL) compared with patients with positive results (CT-P13, 101, 8pg/mL-

160, 4pg/rl; INX, 104, 0pg/mL—175. Zpg/mL). At week 54, ASAS40 and ASAS partial remission were commparable between groups (CT-P13, 54.7% and 19.8%; INX, 49.1% and
17.6%, respectively], Mare patients with negative ADA results achieved ASAS40 responses [(CT-P13, 61.0%; IFX, 54.7%) compared with patients with positive results (CT-P13,
37, 9% IFH, 36.4%). The safety profiles of CT-P13 and INX were alsa cormnparable (table). Active tuberculosiz (TB) was reported in 3 patients (CT-P13, 2; INX, 1) and thers
were no malignancies,
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Cmax CT-P13 kat INX Atav tcoduvapua:

90% Cls for the ratio of geometric means were within 80-125% at all doses
. CT-P13 128.1ug/ml—172.2ug/mL

. INX 123.0pg/mL-176.7pg/mL

Mocooto acBevwy pe Betikd ADAs ntav mapopoto CT-P13 - INX
o 22.9% [25/109] vs 26.7% [28/105]
. ADAs napopota 6pdaon otnv OK

AcBeveic pe apvntikd ADA eixav uPnAotepeg Tiég Cmax
(CT-P13, 134.5ug/mL-177.2pug/mL; INX, 131.9ug/mL-177.4ug/mL)
Y& oxéon Ue aoBeveic pe OeTka

(CT-P13, 101.8ug/mL—160.4ug/mL; INX, 104.0pg/mL—175.2ug/mL)
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ASAS40 kat ASAS partial remission rtav mapopola otig 2 opAdEG
o CT-P13:54.7% / 19.8%
o INX: 49.1% / 17.6%

More patients with negative ADA results
achieved ASAS40 responses
(CT-P13, 61.0%; IFX, 54.7%)

compared with patients with positive results
(CT-P13, 37.9%; IFX, 36.4%)
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f CT-P13 (n=128) I INX (n=122)
No. (%) of patients with at least 1 62 (48.4) 63 (51.6)
related TEAE

No. (%) of patients with at least 1 10 (7.8) 8 (6.6)
STEAE

No. (%) of patients with at least 1 4 (3.1) 11 (9.0)
infusion-related reaction

- Positive for ADA, No. (%) 3 (75.0) 9(81.8)

No. (%) of patients with at least 1 30 (23.4) 24 (19.7)
related TEAE due to infection

TEAE, treatment-emergent adverse event; STEAE, serious TEAE
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Efficacy and Safety of CT-P13 (Infliximab Biosimilar)

over Two Years in Patients with Ankylosing Spondylitis: 5” ACR/ARHP1 3
& Annual Meeting

Comparison Between Continuing with CT-P13 and € “pre-Meeting Courses: October 25-26, 2013
v Scientific Sessions: October 26-30, 2013
Switching from Infliximab to CT-P13

174 acBeveic pe 54 efodopadeg

88 €uewvav oto CT-P13 86 aAlagav amno INX oe CT-P13

Ma akoun 1 xpovo




Efficacy and Safety of CT-P13 (Infliximab Biosimilar)

over Two Years in Patients with Ankylosing Spondylitis: o g ACR/ARHP1 3
& Annual Meeting

Comparison Between Continuing with CT-P13 and € “pre-Meeting Courses: October 25-26, 2013
v Scientific Sessions: October 26-30, 2013
Switching from Infliximab to CT-P13

CT-P13 Switched from M
throughout to CT-P131in

Efficacy outcome study  extension phase

[N—SB) (N—BB)
ASASZ0 N (%) YWl S 2(70.5) 5(75.6)
Wl 78 1(70.1) 407710
Wl 102 7(80.7) 0({76.9)
ASASA0 N (%) YWl S 1(58.0) 6 (53.5)
Wl 78 0{57.9) 3(51.8)
Wl 102 3(63.9) 8(61.59)
ASAS partial remission, n (%) Yl S 81205 7119.8)
Wl 78 9(21.8) 8(21.7)
Wl 102 3277 2(28.2)
ASDAS-CRP Jaselne 386 385
(BL)
Mean A
from BL
ot Wik -1.77 -1.74

54




Efficacy and Safety of CT-P13 (Infliximab Biosimilar)
over Two Years in Patients with Ankylosing Spondylitis:

Comparison Between Continuing with CT-P13 and
Switching from Infliximab to CT-P13

Safety outcome

TEAEs, n
pts with 21 TEAE, n (%)
Mild
Moderate
Severe
pts with 21 TESAE, n (%)
pts with 21 infection, n (%)
ADA positive, n (%) Wk 54
Wk 78
Wk 102

ADA, anti-drug antibodies; ASAS, Assessment of SpondyloArthritis international
Society; ASDAS-CRP, Ankylosing Spondylitis Disease Activity Score C-reactive
protein; TEAE, treatment-emergent adverse event; TESAE, treatment-emergent serious
adverse event

CT-P13

Switched from INX

throughoutto CT-P13 in

study extension phase
(N=90)

103 162
44 (48.9) 60 (71.4)
20 (22.2) 27 (32.1)
21 (23.3) 28 (33.3)
3(3.3) 5(6.0)
4 (4.4) 4 (4.8)
23 (25.6) 29 (34.5)
20 (22.2) 22 (26 .2)
21 (24.4) 25 (31.3)
21 (25.0) 23 (30.7)
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Level of Overall Experience:

Remicade vs CT-P13

REMICADE

(infliximab)

Number of Studies 1-34

CT-P13
(SEB to infliximab)

Number of Studies3°:36

Patients Patients
Phase I/l Phase IllI/IV Phase | Phase llI
Rheumatoid Arthritis 3,293 5 6 302 1
AnkyI03|_n_g 385 1 1 125 1
Spondylitis
Psoriatic Arthritis 311 3
Crohn’ s Disease 1393 4 3
(Adult)
Crohn s. D|§ease 133 1 1
(Pediatric)
Ulcerative Colitis 647 1 3
Ulceratl\(e Qolltls 60 1
(Pediatric)
Psoriasis 2,496 1 4
Total 8,718 35 427




Patient registries
INFLIXIMAB

*Pediatric IBD registry (DEVELOP; US & EU)
*Pregnancy registry (birth outcome data)
*Swedish Psoriasis Tumor registry

*Psoriasis registry (PSOLAR; US, Canada, EU)
*Ulcerative colitis registry (OPUS)

*Four National rheumatoid arthritis registries
*Crohn’ s disease registry (ENCORE)

*Two National Psoriasis registries

*Crohn”s disease registry (TREAT; US)

- Regular reports, ad hoc investigations of safety signals




Recommendation

EULAR recommendations for the management of
rheumatoid arthritis with synthetic and biological
disease-modifying antirheumatic drugs: 2013 update

Tumour necrosis factor inhibitors

(adalimumab, certolizumab pegol, etanercept, golimumab,
infliximab, biosimilars), abatacept, tocilizumab

KOLL UTTO TIEPUITTWOELG TO rituximab
Oewpeital OTL £XOUV
THN IAIA ANOTEAEZMATIKOTHTA

one biosimilar infliximab product was placed alongside

Chnical diagnosis
of Meumateid
Arthnts*
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