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Agdopéva aoc@aAelag Tou certolizumab pegol

AedopEva atro PEAETEC yia PeupaTtosgidn ApBpiTida uovo,
Tou £xouv @tacel Ta 5,5 (RAPID) kai 7,5 xpovia
(Fast4ward)

2.UvVoAO aoBevwyv N=3.397
OAIKOG XpOVvoC £kBeonc oTO PApPMOKO: 8.658 acBevo-£TN
OAa Ta O0COAOYIKA OXAUATA TOU (POAPPAKOU OKOUA KAl N UN

EYKEKPINEVN OOON oTnNV EupwTtrn
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Exposure to CZP in RA Clinical Studies
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Agdopéva aoc@aAelag Tou certolizumab pegol

[110 auoTNPOS 0 OPICHUOC TWV ZoBapwv AVETTIOUUNTWY
Evepyeiwv (ZAE)

[MepiAapBavel 3 ETTITTAEOV KATNYOPIEG :
NOIMWEEIC TTOU XpeladovTal TTAPEVTEPIKI XOpnynon
AVTIBIOTIKAC AYWYNC
AvetmiOuunTtn Evépyeia (AE) TTou KpiveTal coapr atrd
TOV €PEUVNTN

OAeg o1 eUKaIPIOKES AOIMWCEIG KAl Ol KAKONBEIEG
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RA: Adverse Events (AES)

PBO-Controlled Studies (RCTs)

All Studies
(RCTs & OLES)

All CZP doses in all
RA studies
(including OLES)
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PBO in all RA PBO- All CZP doses in all
ER — events per 100 pt-yrs; controlled studies RA PBO-controlled
N — number of patients studies
N=856 N=2620
Mean duration of exposure (days) 115.3 159.5
Total exposure in pt-yrs 292.3 1197.2
ER N ER N
Any AE 583.4 532 575.2 1826
Maximum intensity
Mild 304.2 372 336.3 1427
Moderate 220.0 301 188.7 1015
Severe 39.7 82 29.3 240
Serious adverse events 24.6 53 30.0 244
Withdrawals due to AEs 10.3 24 13.7 117
AEs leading to death 0.3 1 1.1 10

0.9

55
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RA: Most Frequent Adverse Events (AEs) Leading to

Withdrawal

PBO-Controlled Studies (RCTs)

All Studies
(RCTs & OLES)

All CZP doses
in all RA
studies

(including
OLEs)
N=3397

886.4

8658.3

ER

6.8

0.4

2.0

PBOin all RA [ ICAIAOSES
PBO- in all RA
ER — events per 100 pt-yrs; trolled PBO-
N — number of patients controtie controlled
SbelEE studies
N N=2620
Mean duration of exposure (days) 115.3 159.5
Total exposure (pt-yrs) 292.3 1197.2
ER ER
Any AE leading to withdrawal 10.3 13.7
General disorders and administration site
o 0.3 1.5
conditions
Infections and infestations 0.3 3.6
Musculoskeletal and connective tissue
: 2.4 1.0
disorders
Skin and subcutaneous tissue disorders 0.7 2.3

0.4

0.7

LPSRC approved - APR12/CIMZ17




RA: Serious Adverse Events (SAES)
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All Studies
PBO-Controlled Studies (RCTs) (RCTs & OLES)

By MedDRA System Organ Class PFI;E(a)O in all RA All CZP doses in All CZP dosgs in
ER — events per 100 pt-yrs: —con_trolled all RA PBO-‘ .aII RA studies
N — number of patients Sl\t]ligl5e6s controNII:eZdGZs(t)udles (mcltlj\ld:lggg(;LEs)
Mean duration of exposure (days) 115.3 159.5 886.4
Total exposure (pt-yrs) 292.3 1197.2 8658.3

ER ER ER
Any SAE 24.6 30.0 21.7
Blood and lymphatic system disorders 0.3 0.8 0.3
Cardiac disorders 1.0 2.0 1.6
Gastrointestinal disorders 3.1 1.8 11
General disorders and administration site conditions 3.4 1.3 0.6
Infections and Infestations 2.7 8.2 5.6
Injury poisoning and procedural complications 2.4 1.8 1.8
Musculoskeletal and connective tissue disorders 4.5 3.2 3.4
Neoplasms benign, malignant and unspecified
(including cysts and polyps) L7 L8 L4
Nervous system disorders 2.1 13 0.9
Reproductive system and breast disorders 0 0.8 0.5
Vascular disorders 0 0.9 0.7
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RA: Selected Serious Infections

All Studies
PBO-Controlled Studies (RCTs) (RCTs & OLES)
pBOInallRa | All CZPdosesin All CZP doses in
all RA PBO- :
ER ‘ 100 ptovrs: PBO-controlled controlled all RA studies
— events per LUV pt-yrs, studies : (including OLEs)
N — number of patients N=856 studies N=3397
B N=2620 -
Mean duration of exposure (days) 115.3 159.5 886.4
Total exposure in pt-yrs 292.3 1197.2 8658.3
ER ER ER
Infections and infestations 2.7 8.2 5.6
Tuberculous infections 0 0.8 0.6
Bacterial infections NEC 0 1.1 0.6
Lower respiratory tract and lung infections 0.7 1.3 1.3
Upper respiratory tract infections 0 0.8 0.4

High Level Terms of particular interest were selected and are presented here

Serious infections were recorded as defined by the clinical investigator and
were not necessarily bacteriologically confirmed
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RA: Malignhancies
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All Studies
PBO-Controlled Studies (RCTs) (RCTs & OLES)
MedDRA System Organ Class PBOin all RA | All CZP doses in All CzP dosgs in
. PBO- all RA PBO- all RA studies
High Level Term . .
controlled controlled (including
ER —events per 100 pt-yrs; studies studies OLEs)
N — number of patients N=856 N=2620 N=3397
Mean duration of exposure (days) 115.3 159.5 886.4
Total exposure in pt-yrs 292.3 1197.2 8658.3
ER ER ER
Neoplasms benign, malignant and unspecified (incl cysts and 51 35 31
polyps)
Breast and nipple neoplasms malignant 0 0.1 0.1
Uterine neoplasms malignant NEC 0 0.1 0.03
Diffuse large B-cell lymphomas 0 0 0.01
Extranodal marginal zone B-cell ymphomas (low grade B-cell) 0 0.1 0.01
Hodgkin’s disease NEC 0 0 0.01
Non-Hodgkin’s lymphomas NEC 0 0 0.01
Mycoses fungoides 0 0 0.01
Bladder neoplasms malignant 0.7 0 0
Colonic neoplasms malignant 0 0.2 0.1
Endocrine neoplasms malignant and unspecified NEC 0.7 0.1 0.1
Hepatobiliary neoplasms malignancy unspecified 0.3 0.2 0.02
Skin melanomas (excl ocular) 0.3 0.1 0.1
Testicular neoplasms malignant 0 0.1 0.02
Skin neoplasms malignant and unspecified (excl melanoma) 0 0.6 0.4

Key malignhancies were manually selected from the System Organ Class listing
NEC = Not Elsewhere Classified
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2UUTTEPAOCHOTO
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Ta véa dedopéva aopaAeiac Tou Cimzia EpxovTal o€

OUMQWVIa Pe auta TTou avaypagovtal otn MNXI1

Aev TTapaTtnenOnkav véa safety signals pe TN peyaAUuTepn

¢kBeon oto Cimzia

O TUTTOC KAl N oUXVOTNTA EUPAVIONS TWV COBAPWY
AOIMWEEWYV YEVIKA NTAV TTAPOPOIA UE EKEIVA TTOU £XOUV
ava@epBei ue aAAouc anti-TNF tTapdayovTteg
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