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9.4.4 Study C0524T08 (Study 8) — PsA

A detailed description of the protocol and the safety results for Study C0524T08 (i.e., Study 8, GO-
REVEAL) are presented in this section. Since Study 8 was the only trial of golimumab in patients
with PsA, the efficacy results are presented in Section 6.2 [i.e., Indication — Treatment 0f  emse——
Psoriatic Arthritis (PsA)]. The description of the protocol for Study 8 described below is
based on the original protocol (there were no amendments to the original protocol) and amendment 1
of the SAP (dated May 14, 2007). There were no significant changes from the original SAP to
amendment 1 of the SAP. See Table 9.4.1 for the amendments to the Study 8 protocol and SAP.

Table 9.4.1: Amendments to the Study 8 protocol and SAP

riginal Protoco August.25,2005 .
Original SAP December .20, 2006
Amendment 1 to SAP’ May 14,2007’

Date of 24-week data base lock was on June 6, 2007

1 Amendment 1 to the SAP was the last amendment to the SAP before the
first data base lock.

Adapted from the protocol and SAP for Study 8

In Study 8, the first patient consented on December 12, 2005 and the last patient completed Week 24
on May 14, 2007. The last protocol (the original protocol) and the final SAP (amendment 1) occurred
prior to the 24-week database lock in Study 8.

Title: Study 8 (GO-REVEAL) is entitled, “A Multicenter, Randomized, Double-blind, Placebo-
controlled Trial of Golimumab, a Fully Human Anti-TNFa Monoclonal Antibody, Administered
Subcutaneously in Subjects with Active Psoriatic Arthritis”

Objectives: The primary objective of this trial is to evaluate the efficacy of SC injections of
golimumab in patients with active PsA by assessing reduction in signs and symptoms of PsA and
inhibition of progression of structural damage. The major secondary objectives of this trial are to
evaluate the efficacy of golimumab in achieving sustained arthritis response, improving psoriatic skin
lesions, improving physical function, improving quality of life, and to assess the safety of golimumab
in patients with active PsA.

Overall Design: Randomized, DB, placebo-control, multi-center, global, 3-arm, 5-year Phase 3 trial
of golimumab in patients with active PSA who never have received any biologic anti-TNF product
(e.g., infliximab, etanercept, adalimumab), rituximab, natalizumab, or a cytotoxic agent. Patients may
take stable doses of concomitant NSAIDs, MTX (< 25 mg/week), and/or oral corticosteroids (< 10 mg
prednisone/day or equivalent) but may not take systemic or topical psoriasis treatments/medications
during the study. There will be 3 main treatment periods in Study 8 (see Figure 9.4.2):

1. DB, placebo-controlled period (Week 0 to Week 24) with two parts:

» 16-week period from Week 0 to Week 16
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> 8-week period from Week 16 to Week 24 (where at Week 16 patients could enter into an

escape phase for lack of efficacy)

2. DB, dose-ranging control period (Week 24 to 52) in which the placebo group will crossover to

blinded treatment with golimumab.

3. 4-year, LE period from Week 52 to Week 256. The initial part of the LE period will be DB but the
time period after the Week 52 database lock will be open-label (the Week 52 database lock will
occur when the last patient completes the 52-week controlled portion of the study).

Figure 9.4.2: Study 8 schema

B : Blinded active
Placebo-controlled treatment LE
A. A A, .
| I Safely
follow-up
| ] | | 72 | | |
] I I T 7 I al
Waek - 4 14 16 24 52 DBL 256 268
PE EE PC
Screening " PE
peL. e Golimumab dose ---—----—
;g can be adjusted after DBL
TN v
Stable concomitant medications Concomitant medications can be adjusted

R = Randomization; PE = Primary endpoints; PC = Placebo crossover (placebo group crosses over to receive golimumab 50 mg
once every 4 weeks); DBL = database lock (the 24-week DBL occurs after the last patient enrolled completes the Week 24
visit); LE long-term extension; EE = early escape (patient having < 10% improvement in both tender & swollen joint counts)
Reference: Adapted from the original protocol of Study 8, Page 23

Eligibility Criteria: Table 9.4.3 displays the eligibility criteria in Study 8.

Table 9.4.3: Eligibility Criteria in Study 8

Inclusion Criteria: To have been eligible to participate in the study,
patients-have to meet all of the following criteria:

1.2 18.years old and have PsA (for at least 6 months prior to first
administration of study agent)

2. Have active PsA at the time of screening and at baseline; as
characterized by >3 swollen joints and > 3 tender joints, despite
current or previous DMARD therapy (i.e; taking a DMARD
for at least 3 months; or evidence of DMARD intolerance) or
NSAID therapy (i.e., taking an NSAID for at least 4 weeks).

3. Have active plaque psoriasis with a qualifying target lesion > 2
crivin diameter, but not on axilla; inframammary area, or groin
and are negative for RF: .~

4. Have at least 1 of the PsA subsets: DIP joint arthritis,
polyarticular arthritis with the absence of theumatoid nodules,
arthritis mutilans, asymmetric peripheral arthritis, or spondylitis
with peripheral arthritis:

5. If using oral corticosteroids, must be on a stable dose equivalent
10 <10 mg of prednisone/day for at least 2 weeks prior to first

Exclusion Criteria: If patients have any of the following
conditions, they are not eligible to participate in the study:

1. Have other inflammatory diseases (e.g:, RA; ankylosing
spondylitis, systemic lupus erythematosus, Lyme disease)
that might confound the evaluations of benefit from: the
golimumab therapy.

2. Received any biologic anti-TNF product (e.g., infliximab,
etanercept, adalimumab); rituximab, natalizumab;or a -
cytotoxic agent (e.g., chlerambucil, cyclophosphamide,
nitrogen mustard, or-other alkylating agents).

3. Within 4 weeks prior to the first administration of study
agent, received systemic immunosuppressives (e.g.;
cyclosporine, tacrolimus; mycophenolate mofetil,
azathioprine); DMARD:s other than MTX (e.g., SSZ, HCQ,
chloroquine, gold preparations, D-penicillamine, anakinra);
or intra-articular, IM, or IV corticosteroids, including
adrenocorticotropi¢ hormone).

4. Within 4 weeks prior to the first administration of study
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administration of study agent. If currently not using

corticosteroids, must not have received oral corticosteroids for at

least 2 weeks prior to the baseline visit.

6. If using MTX,, should have started treatment at least 3 months
prior to the first administration of study agent, be on a stable dose
(<25 mg/week) for at least 4 weeks prior to the first
administration of the study agent, and have no serious toxic side
effects attributable to MTX, If currently not-using MTX, must
have not received MTX for at least 4 weeks prior-to the first

-administration of the study agent.

7. If using NSAIDs, must be on a stable dose for-at least 2 weeks
prior to the first administration of study agent. If currently not
using NSAIDS, must not have received NSAIDs for at least 2
weeks prior to the first administration of the study agent.

8. If using systemic psoriasis treatments [e.g:, systemic retinoids,
cyclosporine; psoralen with ultraviolet light A (PUVA)], must not
have received these treatments for at least 4 weeks prior to the
first administration of study agent.

9. 1f using topical psoriasis medications/treatments [e.g.,
corticosteroids (with the exception of low-potency corticosteroids
used on the face and/or groin); keratolytics (with the exception of
salicylic acid shampoos), coal tar (with the exception of coal tar
shampoos), anthralin; vitamin D3 analogues, topical tacrolimus;
and retinoids], ultraviolet B light (UVB), or tanning beds, must

‘not have received these treatments for at least 2 weeks prior to the
first administration of study agent:-Acceptable:low=potency
corticosteroids include 2.5% concentration or.less of
hydrocortisone cream or equivalent.

10. Considered eligible according to the following TB screening
criteria:

7.1 -Ne history of latent or active TB prior to screening.

7.2. "Nosigns or symptoms suggestive of active TB upon
medical history and/or physical examination:

7.3. - No recent:close contact with a person with active TB or, if
there has been such contact, will be referred to a physician
specializing in TB to-undergo additional evaluation and, if
warranted, receive appropriate treatment for latent TB prior
to-or simultaneously with the first administration of study
drug.

74, Within 1 month prior-to the first administration of study
agent, either have negative diagnostic TB test results
(defined as both a negative tuberculin skin test and a
negative QuantiFERON-TB Gold test), or-have a newly

. identified positive diagnostic TB test result (defined as
either a positive tuberculin skin test or.a positive
QuantiFERON-TB Gold test) during screening in which
active TB-has been ruled out and for which appropriate
treatment for latent TB has been initiated either prior to or
simultaneously with the first administration of study drug. -

7.5. “Have posterior-anterior and lateral-chest radiographs, taken
within 3 months prior to the first-administration of study
agent and read by a qualified-radiologist, with no evidence
of current active TB or old inactive TB.

11.:Screening laboratory test results:
11.1 Hemoglobin > 8.5 g/dL.
11.2 White blood cells > 3.5 x 10° cells/L.

agent, received leflunomide (irrespective of undergoing a
drug elimination procedure); or within 3 months prior to.the
first administration of study received leflunomide agent and
have not undergone a drug elimination procedure. :

5. Within 3 moriths prior to the first administration of the study
agent received alefacept or efalizumab.

6. Received-any investigational agent within5-half-lives prior to
the first administration of study agent.

7. History of; or ongoing, chronic or recurrent infectious
disease, including but not limited to, chronic renal infection,
chronic chest infection (e.g., bronchiectasis), sinusitis,
recurrent urinary tract infection (e.g., recurrent
pyelonephritis, chronic nonremitting cystitis), an open,
draining; or infected skin'wound, or an ulcer. History of an
infected joint prosthesis, orreceived antibiotics for a
suspected infection of a joint prosthesis, if that prosthesis has
not been removed or replaced.

8. Known to be infected with HIV, hépatitis B; or hepatitis. C.

9. Had a serious infection (e.g., hepatitis, pneumonia,
pyelonephritis; or sepsis) or have been hospitalized for an
infection or within 2 months prior to administration of study
agent have been treated with IV antibiotics for an infection.
Although, less serious infections (e.g., acute upper
respiratory tract infection; simple urinary tract infection) do
not have to be considered exclusionary.

10. History of active or latent graniulomatous infection,
including B, histoplasmosis, or'coccidioidomycosis.

11. Within 6 months prior to screening had a nontuberculous
mycobacterial infection or opportunistic infection-(e.g:;
eytomegalovirus, Pneumocystis carinii, aspergillosis).

12: Received, or are expected to receive. during the trial (within
3 months before the first administration of study agent or
within 6 months after the last-administration-of study agent)
any live virus or bacterial vaccination,

13. History of lymphoproliferative disease, including
lymphoma,-or signs suggestive of possible
lymphoproliferative disease (e.g., lymphadenopathy of
unusual size or location, or clinically significant
splenomegaly).

14:Known malignancy.with the exception of a non-melanoma
skin cancer that has been treated with no evidence of
recurrence.

15. Have a transplanted organ.(with the exception of a corneal
transplant performed > 3 months prior to first study agent
administration).

16. Have a chest radiograph within 3 months prior to the first
administration of study agent that-shows an abniormality
suggestive of a malignancy or current active infection,
including TB.

17. Had a Bacille Calmette-Guérin (BCG) vaccination within 12
months of screening.

18. History of known demyelinating diseases such as multiple
sclerosis or optic neuritis.

19. History of, or concurrent, CHF, including medically
controlled, asymptomatic CHF.

20. Current signs or symptoms of severe, progressive, or
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11.3 Neutrophils > 1.5 x 10° cells/L.
1.4 Platelets > 100°x 10% cells/L. -« -
11.5 ALT and'AST levels not exceeding 1.5 fimes the ULN.
11.6 Creatinine not exceeding 1.5 mg/dL. ‘

12. 'Women of childbearing potential (WOCP) or men capable of
fathering children must be using adequate birth control measures

uncontrolled renal, hepatic, hematologic, gastrointestinal,
endocrine; pulmonary, cardiac, neurologlc psychiatric, or
cerebral disease.

21. Khown hypersensitivity to human immunoglobulin proteins
or other components of golimumab.

22.Have or have had a substance abuse (drug or alcohol)

problem within the previous 3 years.

23. Unwilling or unable to.undergo multiple venipunctures
because of poor tolerability or lack of easy access:

24 Participating in another trial with an investigational agent or
procedure:

25 Pregnant, nursing; or planning a pregnancy or fathering a
child within 6 months afier receiving the last administration
of study agent.

(e.g.; abstinence, oral contraceptives, intrauterine device, barrier
method with spermicide, surgical sterilization) during the study
and for 6 months after receiving the last administration of study
drug.. WOCP-must test negative for pregnancy.

13 Are willing and able to adhere to-the study visit schedule and
other protocol requirements and are capable of providing
informed consent, which must be obtained prior to any study-

._related procedures.

Reference: Adapted from the original protocol for Study 8, Pages 28-32

Treatments: Patients will receive study treatment during the DB and LE periods (see Figure 9.4.4).
Golimumab will be supplied as a sterile liquid (liquid in a vial or LiV) for SC injection and once available,
golimumab may also be supplied as a sterile liquid for SC injection in prefilled syringe (PFS).

Figure 9.4.4: Treatments in Study 8’

396 Subjects with Active P;'

Week 16 Week 24 Week 52
EE PC LE

Placebo
i—Golimutmtb 50 mg }Goinmumab somg

Golimumab 50 mg (n=143) ———:Goiimumab 50 mg
Golimumad 100 mg

Placsbo (n=110
( ) Golimumab 50 mg

Golimumab 50 mg
Golimumab 100 mg

Gofimumab 100 mg {n=143) Golimumab 100 mg - Golimumak 100 mg

Patients may also be on background therapy (i.e., MTX, NSAIDs, and/or oral corticosteroids equivalent to < 10 mg

prednisone/day).
Reference: Adapted from the original protocol of Study 8, Page 23

DB, Placebo-Control Period: Patients will be randomized 1:1.3:1.3 to 1 of the following 3 treatment
groups: Groups 1, 2, and 3 (see Table 9.4.5 and Figure 9.4.4).

Table 9.4.5: Treatment groups at randomization in the DB, placebo-control period (Week 0 to 24) in Study 8’

placebo SC injections once every 4 weeks (Weeks 0,4, 8, 12, 16,/and 20)
Group 2 | golimumab 50 mg SC once every 4 weeks (Weeks 0, 4, 8, 12,16, and 20)°
Group 3 | golimumab:100 mg SC once every 4 weeks (Weeks 0, 4, 8, 12, 16, and 20)2
1 Patients who escape at Week 16 may receive different treatment at Week 16 and Week 20 (see Table 9.4.6).
2 Patients may take stable doses of concomitant MTX, NSAIDs, and/or oral steroids equivalent to < 10 mg

prednisone/day during the study.
Reference: Adapted from the original protocol of Study 8, Page 24

Group:1
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At Week 16 during the DB Period, any patient who has < 10% improvement from baseline in both swollen
and tender joint counts will enter early escape in a double-blinded fashion (see the treatments for the
patients who enter escape in Table 9.4.6 and Figure 9.4.4). Patients who do not enter early escape will
continue the treatment assigned at randomization (see Table 9.4.6 and F igure 9.4.4).

Table 9.4.6: Treatments for patients who enter escape at Week 16’ in Study 8

Group 1 | Placebo Add golimumab 50 mg SC at Weeks 16 and 20?
Group 2 | Golimumab50 mg ~ I Increase golimumab to 100 mg SC at Weeks 16 and 20°
Group 3 | Golimumab100 mg , I Continue golimumab 100 mg SC at Weeks 16 and 20 (no change)?

1 For patients who enter escape at Week 16, they will be treated in a DB fashion at Week 16 and Week 20. All groups will receive
golimumab every 4 weeks (i.e., at Week 16 and Week 20).

2 Patients may take stable doses of concomitant MTX, NSAIDs, and/or oral corticosteroids equivalent to < 10 mg prednisone/day
during the study.

Reference: Adapted from the original protocol of Study 8, Page 24

DB, Dose-Ranging-Control Period: Treatment during the DB, dose-ranging control period will start at
Week 24 and continue every 4 weeks through Week 48. All patients in the placebo group will crossover
to receive blinded golimumab 50 mg SC every 4 weeks and patients in the original golimumab treatment
groups will continue their treatments (see Table 9.4.7 and Figure 9.4.4)

Table 9.4.7: Treatments for patients during the DB, dose-ranging control period in Study 8’

S . . Cross over to golimumab 50 g SC mg evry 4 weeks at Weeks
For patients who did not escape 24,28, 32, 36, 40,44, and 48. i

For patients who entored escépe - Continue golimumab 50 mg SC mg every 4 weeks at Weeks 24, 28,

2, 36,40, 44,

36 48 hange) .
Continue golimumab 100 mg SC every 4 wee
32,36,40, 44, and 48. (no change) _
1 All groups will receive golimumab every 4 weeks. Patients may take stable doses of concomitant MTX, NSAIDs,

and/or oral corticosteroids equivalent to < 10 mg prednisone/day during the study.
Reference: Adapted from the original protocol of Study 8, Page 25

For all patients

LE Period: Treatment during the Long-Term Extension (LE) Period in Study 8 will start at Week 52 and
continue every 4 weeks through Week 252 (see Table 9.4.8 and Figure 9.4.4). The blind will be

maintained during the LE Period until the last patient completes the Week 52 evaluations and the 52-week
database is locked.
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Table 9.4.8: Treatments during the Long-Term Extension Period from Week 52 to 252 in Study 8"

gohmumablOO Contmue gohmumab 100 mg SC every 4 weeks
1 All groups will receive golimumab starting at Week 52 every 4 weeks until Week 252. The blind will be mamtamed in
LE Period until after the last patient finishes the 52-week evaluations and the 52-week database is locked. Therefore,
during the initial part of LE, the treatments will be double-blinded. After the 52-week DBL, doses of concomitant
therapy (i.e., MTX, NSAIDs, and/or oral corticosteroids) may be adjusted.
Reference: Adapted from the original protocol of Study 8, Pages 25-26

Concomitant Medication:

MTX: Patients are allowed to receive stable, concomitant MTX (< 25 mg/week) until the 52-week
database is locked. After the 52-week database lock, MTX will not be considered one of the study
agents, and the MTX dose can be adjusted at the investigator’s discretion. It is recommended that all
patients taking MTX should receive at least 5 mg oral folic acid or oral folinic acid weekly.

Corticosteroids: Patients treated with oral corticosteroids for PsA should receive a stable dose
equivalent to < 10 mg prednisone per day for at least 2 weeks prior to their first administration of the
study agent and continue to receive this dose through Week 52. Long-term (> 2 weeks) oral or IV
corticosteroids used for indications other than PsA are not allowed through Week 52. IM or epidural
administration of corticosteroids is not allowed up to Week 52 and IV administration of corticosteroids
for PsA are not allowed up until Week 52. Inhaled, otic, ophthalmic, intranasal and other routes of
mucosal delivery of corticosteroids are allowed throughout the course of the study. Patients may
receive up to 2 intra-articular, tendon sheath, or bursal corticosteroid injections in no more than 2
affected sites during the first 52 weeks of the study.

NSAIDs and other Analgesics: Patients treated with NSAIDs, including aspirin, and other analgesics,
should receive the usual marketed doses approved in the country in which the study is being
conducted, and should have been on a stable dose at least 2 weeks prior to the first administration of
the study agent and during the first 52 weeks of the trial. The dose may be reduced and the type of
NSAIDs or other analgesics may be changed if the patient develops unacceptable side effects.
Whenever possible, short-acting NSAIDs and other analgesics should not be administered within 6
hours before study evaluations. Long-acting NSAIDs can be maintained at their usual dosing intervals
before study evaluations.

Systemic Therapy for Psoriasis: Concurrent use of systemic therapy for psoriasis (e.g., PUVA,
systemic retinoids, cyclosporine) is not permitted within 4 weeks prior to first administration of study
agent and through Week 256.

Topical Treatments for Psoriasis: Concurrent use of topical medications/treatments for psoriasis [e.g.,
corticosteroids (with the exception of low-potency corticosteroids, defined as < 2.5% concentration of
hydrocortisone cream or equivalent, used on the face and/or groin), keratolytics (with the exception of
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salicylic acid shampoos), coal tar (with the exception of coal tar shampoos), anthralin, vitamin D3
analogues, topical tacrolimus, and retinoids), Ultraviolet B light (UVBY), or tanning beds are not
permitted at least 2 weeks prior to first administration of study drug and through Week 52. The
treatments that are permitted should not be taken prior to an evaluation on the day of a study visit.
UVB, tanning beds, and topical or intralesional treatments for psoriasis are not permitted from Week
52 to Week 256.

Disease-modifying Antirheumatic Drugs (DMARDs) and Systemic Immunosuppressives: DMARDs
(other than stable doses of MTX) and systemic immunosuppressives are prohibited within the 4 weeks
prior to the first administration of the study agent through Week 52 of the study. After the 52-week
DBL, the MTX dose can be adjusted and new DMARDs and/or immunosuppressives (with the
exception of

cyclosporine and tacrolimus) may be added.

Biologic Agents, Cytotoxic Agents, and Investigational Drugs: The use of biologic agents (e.g.,
anakinra, etanercept, adalimumab, infliximab, alefacept, efalizumab, rituximab, natalizumab),
cytotoxic agents (e.g., chlorambucil, cyclophosphamide, nitrogen mustard, other alkylating agents), or
investigational drugs is not allowed during the entire 5-year study including LE

Study Monitoring and Evaluations: Table 9.4.9 presents the schedule of procedures and evaluations
in Study 8. All post-baseline visits through Week 52 must have occurred within + 7 days except the
Week 12, 14, and 16 visits must have occurred within + 3 days.

Table 9.4.9: Schedule of procedures and evaluations through Week 24 in Study 8

wie || owi [ wi Pl wa [ owi b wi | wa vl we | wae | wae Wi
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a All assessments are to be completed prior to study agent injection, except at Week 14 (no study agent
injection) and unless otherwise specified.

b Primary and secondary endpoints.

¢ Also performed at any time during the study if TB is suspected.

d In addition to the screening evaluation, the pregnancy test may be repeated at any time (including during the
long-term extension).

e Long-term extension starts with the Week 52 injection.

fPsA evaluations included joint assessment, duration of morning stiffness, pain assessment, and patient and
physician global assessments on VAS and Likert scales. At screening, evaluation included joint assessment
only.

g One additional sample will be collected from all subjects at any time between Weeks 16 to 24, other than at
visits at Weeks 16, 20, or 24. This sample must be collected at least 24 hours prior to or after a study agent
injection.

h After blood sample for antipneumococcal antibody is collected.

i Performed at selected study sites.

Jj Performed within + 4 weeks of the scheduled date for Week 0, and within + 2 weeks of the scheduled date for
subsequent radiographs.

Reference: Adapted from the original protocol of Study 8, Attachment 1.1, Pages 85-87

Efficacy Endpoints:

Co-Primary Efficacy Endpoints: The co-primary efficacy endpoints in Study 8 were the proportion of

patients with an ACR 20 response at Week 14 and the change from baseline in the total radiographic
scores of the hands and the feet at Week 24.

ACR response at Week 14: A patient was classified as having achieved an ACR 20 response if

both of the following were achieved at Week 14:

1.

An improvement of >20% from baseline in both the swollen joint count (66 is the maximum
number of swollen joints) and tender joint count (68 is the maximum number of tender joints);

and
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2. An improvement of >20% from baseline in > 3 of the following 5 assessments:

2.1. Patient’s assessment of pain using a Visual Analog Scale (VAS)

2.2. Patient’s global assessment of disease activity, using a VAS

2.3. Physician’s global assessment of disease activity, using a VAS

2.4. Patient’s assessment of physical function as measured by the HAQ disability index
2.5. CRP

Total Modified vdH-S Score at Week 24: The inhibition of progression of structural damage will be
measured by the change from baseline in total modified van der Heijde (vdH-S) score, modified for
the purpose of PsA, for hands and feet at Week 24. The modification for PsA includes addition of
distal inter-phalangeal (DIP) joints of both hands scored for joint erosion (JE) and joint space
narrowing (JSN), and assessments of radiographic features known as “pencil in cup” (PIC) and “gross
osteolysis” (GO) that are specific to PsA. The total modified vdH-S score, which ranges from 0 (best
score) to 528 (worst score), is the sum of the maximum JE score for both hands and feet and the
maximal JSN score (see Table 9.4.10):

1. The JE score is a summary of erosion severity in 40 joints of the hands (20 joints per hand) and
12 joints in the feet (6 in each foot). Erosions in each hand joint are scored, according to number
of erosions and surface area involved, from 0 (no erosion) to 7 (GO). A score of 6 in a hand
joint is applied to PIC abnormalities. However, for the hand JE score, a score of 5, 6, or 7 will
all be considered to be a score of 5. Thus, the maximum JE score for all the hand joints is 200 (5
times 40 joints). Erosions in each foot joint are scored, according to number of erosions and
surface area involved, from 0 (no erosion) to 12 (GO). A score of 11 in a foot joint is applied to
PIC abnormalities. However, for the foot JE score, a score of 10, 11, or 12 will all be considered
to be a score of 10. Thus, the maximum JE score for all the foot joints is 120 (10 times 12 -
Joints). The maximum total JE score for both the hands and the feet is 320.

2. The JSN score summarizes the severity of JSN in 40 joints in the hands and 12 joints of the feet.
Assessment of JSN is scored from 0 to 4, with 0 indicating no JSN and with 4 indicating absence
of a joint space, presumptive evidence of ankylosis, or complete luxation. The maximum score
for JSN score in all 40 hand joints is 160 (4 times 40 joints) and the maximum score for JSN
score in all 12 feet joints is 48 (4 times 12 joints). Thus, the total maximum JSN score for both
hands and feet is 208.

Table 9.4.10: Range of total modified vdH-S scores

g
Joint Erosion (JE) 0-200 0-120 0-320
Joint Space Narrowing (JSN) | 0-160 0-48 0-208
JE and JSN 0-360 0-168 0-528

Reference: Adapted from amendment 1 of the SAP for Study 8, Table 2, Page 32
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Secondary Efficacy Endpoints: The 4 secondary efficacy endpoints in Study 8 were the following

(without a pre-specified order):

1.
2.

4.

The proportion of patients with an ACR 20 response at Week 24

Improvement from baseline in the HAQ score at Week 24: The baseline HAQ disability index
score minus the Week 24 HAQ disability index score (positive values indicate less disability and
negative values indicate more disability). The HAQ disability index assesses the degree of
difficulty a patient has in performing the following 8 activities over the previous week: dressing
& grooming (C1), arising (C2), eating (C3), walking (C4), hygiene (C5), reach (C6), grip (C7),
and activities (C8). Each of the categories has component questions and for each of the
components, patients are asked to record the amount of difficulty they had in performing the
activities (i.e., without ANY difficulty = 0, with SOME difficulty = 1, with MUCH difficulty =
2, and UNABLE to do = 3). Each of the component scores may be adjusted if the patient used an
aid, device, or assistance. The highest score recorded by the patient for any component question
determines the score for that category. The HAQ is calculated as the sum of the category scores
divided by the number of categories answered. The HAQ is not computed if the patient does not
have scores for at least 6 of the 8 categories.

. For patients with > 3% total body surface area (BSA) of psoriasis skin involvement at baseline,

the proportion of patients with a Psoriatic Area and Severity Index (PASI) 75 response at Week
14. In the PASI system, the body is divided into 4 areas: the head (h), trunk (t), upper limbs (u),
and lower limbs (1) account for 10%, 30%, 20%, and 40% of total BSA, respectively. These 4
areas are assessed separately for erythema (E), induration (I), and scaling (S) on a 0 (none) to 4
(very severe) scale. The scale for estimating the area (A) of involvement for psoriatic lesions
varies from 0 (no involvement) to 6 (90%-100% involvement). The total PASI score ranges
from 0 to 72. The proportion of patients who achieve a PASI 75 are the percent of patients who
achieve > 75% improvement from the baseline PASI score. The PASI score is calculated by
using the following equation:

PASI= O.IAh(Eh + I+ Sp) + 0.3A1(Et +1i+S)+ 0.2A,(E, + I, +Sy) + 04A(E, + L+ 8y

Change from baseline the physical component summary score (PCS) of the 36-item short form
health survey (SF-36) at Week 14.

" 140 Other Pre-Specified Endpoints Related to Signs and Symptoms: The following are the 140 other

pre-specified endpoints related to signs and symptoms:

ACR Response Endpoints

1.

2.

3.

4 endpoints: proportion of patients achieving ACR 50 response and ACR 70 response at Week
14 and Week 24.

21 endpoints: proportion of patients achieving ACR 20, ACR 50, and ACR 70 response at
Weeks 4, 8, 12, 14, 16, 20, and 24 (7 visits).

2 endpoints: ACR-N index of improvement at Week 14 and Week 24 (for the definition of
ACR-N improvement see Table 9.1.9 in the study report for Study 5).

7 endpoints: ACR-N index of improvement at Weeks 4, 8, 12, 14, 16, 20, and 24 (7 visits).
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ACR Component Endpoints

5. 14 endpoints: percent improvement from baseline in each of the 7 ACR components at Week 14
and Week 24.

6. 21 endpoints: percent improvement from baseline in swollen joint counts, tender joint counts,
and CRP at each visit through Week 24 (7 visits).

Change in DAS 28 Endpoints
7. 7endpoints: change from baseline in DAS 28 (CRP) at Weeks 4, 8, 12, 14, 16, 20, and 24 (7
visits). See Table 9.1.10 for the definition of the DAS 28 (CRP).

DAS Response Endpoints

8. 2 endpoints: proportion of patients with Disease Activity Index 28 (DAS 28) response using
CRP at Week 14 and Week 24 (for the definition of a DAS 28 response see the study report for
Study 5).

9. 7endpoints: proportion of patients achieving DAS 28 (CRP) response at Weeks 4, 8, 12, 14, 16,
20, and 24 (7 visits).

PsA Response Endpoints

10. 2 endpoints: proportion of patients achieving PsA response criterion (PsARC) at Weeks 14 and
24 (see Table 9.4.11).

11. 7 endpoints: proportion of patients achieving PSARC at Weeks 4, 8, 12, 14, 16, 20, and 24 7
visits).

Dactylitis, Enthesitis, and Stiffness Endpoints

12. 2 endpoints: propertion of patients with > 1 digit with dactylitis at Week 14 and 24.
Dactylitis will be assessed in 10 fingers and 10 toes (20 digits).

13. 7 endpoints: percent change in the dactylitis score at Weeks 4, 8, 12, 14, 16, 20, and 24 (7
visits).

14. 2 endpoints: percent change in the dactylitis score at Week 14 and 24. The dactylitis score
ranges from 0 to 60 [each of the 20 digits is scored on a 0 (no dactylitis) to 3 (severe dactylitis)]
scale.

15. 7 endpoints: proportion of patients with > 1 digit with dactylitis at Weeks 4, 8, 12, 14, 16, 20,
and 24 (7 visits).

16. 2 endpoints: percentage change from baseline in the entheses score based on the modified
Maastricht Ankylosing Spondylitis Enthesitis (MASES) Index at Week 14 and Week 24. The 15
entheses sites are each evaluated for tenderness (0 is not tender and 1 is tender) so the modified
MASES score is the sum of the scores for each entheses site and can range from 0 to 15.

17. 2 endpoints: proportion of patients with > 1 site with enthesitis, using the modified MASES, at
Week 14 and 24.

18. 7 endpoints: proportion of patients with > 1 site with enthesitis at Weeks 4, 8, 12, 14, 16, 20, and
24 (7 visits).

19. 2 endpoints: the change from baseline in duration of morning stiffness at Week 14 and Week 24
(based on the mean duration of morning stiffness during the previous week).

20. 7 endpoints: change from baseline in duration of morning stiffness at Weeks 4, 8, 12, 14, 16, 20,
and 24 (7 visits).
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ACR Response by PK Endpoints

21. 8 endpoints: Efficacy by PK analysis: the proportion of patients who achieve an ACR 20
response at Week 14 who have a trough serum golimumab concentration at Week 12 of < 0.2
pg/mL, > 0.2 to <1 pg/mL, > 1to <2 pug/mL, and > 2 pg/mL. Also the proportion of patients
who achieve an ACR 20 response at Week 24 who have a trough serum golimumab

concentration at Week 24 of < 0.2 pg/mL, > 0.2 to < 1 pg/mL, > 1 to <2 ug/mL, and > 2 pg/mL.

The proportion of patients will be determined for the following two groups: the combined
golimumab groups with and without concomitant MTX. The 4 categories of trough serum
golimumab concentrations can be changed based on observed PK data.

Table 9.4.11: PsA response criterion (PSARC)

Patients are considered to achieve a PsA response criterion (PSARC) if they have improvement in at least 2 ¢!
-of which must be tender or swollen joint score).of the following 4 assessments and no worsening in any of the
4 assessments: :

_1.Improvement (decrease by >1) in the patient global assessment of the disease on a 1 (none) to 5 (very
-severe) Likert scale (worsening is an increase by > 1) -
2.Improvement (decrease by > 1) in the physician global assessment of the disease on a 1 (none) to 5 (very
severe) Likert scale (worsening is an increase by > 1)
3.Improvement (decrease by > 30%) in the tender joint score on a 0 (no tenderness) to 3 (severe tenderness)
scale (worsening is an increase by >30%)
4.1mprovement (decrease by > 30%) in the swollen joint score on a 0 (no swelling) to 3 (severe swelling) scale
" (worsening is an increase by > 30%)

Other Pre-Specified Endpoints: There were multiple other pre-specified endpoints related to HAQ,
joint structural damage, quality of life, and skin and nail assessments.

Statistics:
- Populations: The pre-specified populations for Study 8 were:

1. Intent-to-Treat (ITT) Population includes patients who are randomized regardless of whether
or not they receive the assigned treatment. The ITT population will be used for the efficacy
analyses.

2. Treated Population includes patients who received at least one SC study agent administration.
The treated population will be used for the clinical pharmacology and safety analyses

Database Locks: The 4 database locks will occur at Weeks 24, 52, 104, and 268 after all patient
evaluations through Weeks 24, 52, 104, and 268, respectively.

Methods for the Co-Primary Efficacy Endpoints: The co-primary efficacy endpoints will be evaluated

in a sequential manner to protect the Type 1 error. The ACR 20 response at Week 14 will be analyzed
first and if this endpoint is statistically significant than the radiographic endpoint at Week 24 will be
considered.

238



Primary Clinical Reviewer: Eric Brodsky, MD Page 239 of 254
BLA 125289/58-000 for SIMPONI (golimumab) for the signs and symptoms of RA, PsA, and AS

There will be 2-tiered testing for the first co-primary efficacy endpoint (i.e., ACR 20 response at Week
14):

1. The primary statistical comparison (for superiority), using a 2-sided (0. = 0.05) CMH test
stratified by baseline MTX use (yes/no), will be between the combined golimumab groups (i.e.,
golimumab50 and golimumab100) versus the placebo group.

2. If'this is significant, a comparison (for superiority), using the same statistical procedure above
with a = 0.05 for each comparison, between golimumab100 & placebo and golimumab50 and
placebo will be performed.

There will be 2-tiered testing for the second co-primary efficacy endpoint (i.e., change from basehne in
total modified vdH-S score, modified for PsA, of the hands and feet at Week 24):

1. The primary statistical comparison (for superiority), using a 2-sided (o. = 0.05) analysis of
variance (ANOVA) on the van der Waerden normal scores with treatment and baseline MTX use
(yes/no) as factors, will be between the combined golimumab groups (i.e., golimumab50 and
golimumab100) versus the placebo group.

2. Ifthis is significant, a comparison (for superiority), using the same statistical procedure above
with o, = 0.05 for each comparison, between golimumab100 & placebo groups and golimumab50
and placebo groups will be performed.

According to the SAP, a positive trial is defined as a statistically significant global test (i.e., combined
golimumab groups versus the placebo group) and at least one statistically significant pair-wise test
(i.e., golimumab100 group versus placebo or golimumab50 group versus placebo) for the first co-
primary efficacy endpoint (i.e., ACR 20 response at Week 14).

Handling of Treatment Failure, Dropouts, and Missing Data for the ACR 20 at Week 14 Co-Primary
Efficacy Endpoint: Patients, who meet > 1 of the following treatment failure criteria prior to Week 14,
will be considered to not have achieved an ACR 20 response at Week 14:

1. Initiate treatment with new DMARDs, systemic immunosuppressives, or biologics for the
treatment of PsA or increase the MTX dose above baseline for the treatment of PsA;

2. Discontinue study agent injections due to an unsatisfactory therapeutic effect; or

3. Initiate treatment with oral, IV, or IM corticosteroids for PsA, or increase the dose of oral
corticosteroids for the treatment of PsA above the baseline dose.

Patients with miésing data for all of the ACR components at Week 14 will be considered as ACR 20
non-responders at Week 14. If patients have missing data but have data for > 1 ACR component at
Week 14, the following rules will be applied:

1. For any ACR component, if all the component values are missing from baseline through Week
14, the percent improvement from baseline at Week 14 will be imputed with 0%.

2. For any ACR component, if the component value at Week 14 is missing, the missing component
will be replaced by the last non-missing observation (LOCF).

3. For any ACR component, if the component value at baseline is missing, the median component
value of all patients at baseline in the same stratum (use of MTX: Yes/No) will be assigned.
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For 4 of the 6 ACR components (i.e., patient’s assessment of pain, patient’s assessment of global
disease activity, HAQ, and the physician’s global assessment of disease activity), if the baseline value
is 0 and the post-baseline value is not 0, then set the baseline to 0.1. If both baseline and post-baseline
values of a component are equal to 0, then set the percentage change from baseline to 0. This is the
zero divisor rule.

If patients have a joint injection and/or surgical joint procedure, prior to the date of randomization, the
affected joint(s) will be analyzed according to the impact of the joint injection and/or the surgical
procedure on the evaluability of the involved joints (see Table 9.4.12). If a joint is considered
unevaluable at baseline due to a joint injection(s)/surgical joint procedure(s) prior to the date of
randomization, it will be considered as unevaluable during the entire study, and will overrule the
actual joint assessment.

Table 9.4.12: Joint evaluability for joints with a joint procedure/injection prior to randomization

Procedures/
Injection Prior to Randomizstion
Synoveciomy Net evaluable
Axthrodesis Net evalusble
Foint replacement Not evaluabla
Amputation Not evalusble
Needle aspiration Exaluable if happenaed = 4 weaks prior
{Arthrocentesis) 1o randomization, otherwise not evaluable
Stereid mjection Evalnable if happened > 3 mounths prior
{IA, tendon sheath bursa) to randomization, othenwise not evaluable
ExcisionResection Not evaluable
Evaluable if happened > 3 months prior
Arihroscopy-surgery fo randomization, othenwise not evaluable
Evaluable if happened > 4 weeks prior
Arthroscopy-diagnose to randomization, otherwise not evaluable
Bunionectonty Neot evalusble
Evaluable if bappened *» 4 weeks prior
Chondroplasty to randomization, otherwise not evaluable
Evaluable if happened = 4 weeks prior
Symovial cyst to raedomization, atherwise not evaluable
Evaluable if happsned = 3 months prier
Neadle biopsy-synovium to randomization, othenwise not evaluable
Ostestomy Not evalusble
Radio synovectomy Not evalusbie
Arthrotomy Net evaluable
Fracture reduction Not evaluable
Tendon surgery Not evalnable
Burssl surgery Not evaluable

Reference: Adapted from amendment 1 of the SAP for Study
8, Appendix 1.1, Page 115the original protocol of Study 8,
Attachment 1.1, Pages 85-87

If patients who receive a surgical joint procedure(s) for the treatment of PsA during the study, then

that affected joint(s) will be analyzed using the worst score [severe tender (3) and severe swollen (3)
for joint scores] from the time of the first such procedure onward, regardless of the actual examination
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findings. For patients who have received a concomitant joint injection(s) such as intra-articular,
tendon sheath or bursal corticosteroid injections during the study (for PsA or for any other indication),
then that affected joint(s) will be analyzed using the worst score [severe tender (3) and severe swollen
(3) for joint scores] from the time of the first such injection onward for the next 90 days, regardless of
the actual examination findings.

For patients who have an incomplete set of evaluable joints the joint count/score will be adjusted to a
68 joint count/score for tenderness and 66 joint count/scores for swelling by dividing the number of
affected joints/score by the number of evaluable joint/score and multiplying by 68 for tenderness and
66 for swelling.

Methods for the Secondary Efficacy Endpoints: Analyses of the 4 secondary efficacy endpoints will
only be considered if positive test results are achieved for the first co-primary efficacy endpoint (i.e.,
ACR 20 response at Week 14). There will be no multiplicity adjustments for the 4 secondary
endpoints. For all

these endpoints, the first test will compare the combined golimumab groups versus placebo. If the
result is significant, then pair-wise comparisons of golimumab100 versus placebo and golimumab50
versus placebo will be performed. The ACR 20 response at Week 24 and the PASI 75 response at
Week 14 will both use a 2-sided CMH test with stratification by the patients baseline MTX usage
(yes/no). The improvement from baseline in the HAQ score at Week 24 and the change in the PCS of
the SF-36 at Week 14 will both use a 2-sided analysis of variance on the van der Waerden normal
scores with treatment and baseline MTX usage (yes/no) as a factor.

Methods for the Other Pre-Specified Endpoints: There were no multiplicity adjustments for the 140
pre-specified signs and symptoms endpoints or the multiple other pre-specified endpoints relating to
HAQ, joint structural damage, quality of life, and skin and nail assessments.

Study 8 Results

For the disposition, baseline demographics, baseline disease characteristics, and the efficacy results in
Study 8 see Section 6.2. For the safety results see Section 7.6.4 (Drug-Disease Interactions). For the
protocol deviations and exposure results see below.

Protocol Deviations: Table 9.4.13 displays the protocol deviations in Study 8 through Week 24. A
similar proportion of patients in the treatment groups did not meet eligibility criteria and had a SC
agent deviation. Most of the patients who did not meet eligilibility criteria entered the study and
continued study treatment. There was some variability in the receipt of study agent administration
including outside the protocol-specified window (within 3-7 days of the study visit).
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Table 9.4.13: Protocol deviations in Study 8 through Week 24

| Patients who did not meet eligibility
criteria

Exposure: Table 9.4.14 displays the SC exposure of golimumab through Week 24 in Study 8. Patients
may have received concomitant stable MTX during the Treatment Period. At baseline, 48%, 49%, and

47% of the patients in the placebo, golimumab50, and golimumab100 groups received concomitant
MTX (weekly doses were 15, 15, and 16 mg, respectively).

Table 9.4.14: Cumulative dose of SC golimumab received through Week 24 in Study 8’

Treatment Groups Assigned at
: Randomization

Gpﬁxﬁﬁmaﬁé@to ‘

Placebo Golimumab50 | Golimumab100 gl s
+ MTX? + MTX? + MTX "’>G0'l"1111‘\2§1"n§?1‘90# l

®=113) (n=146) | (n=146)

‘4.6 ' 5.4 ‘5.9

19.4 weeks 22.2 weeks 24.0 weeks

0 (0) mg 271 (50) mg

24 week data.

2 Patients may have taken stable doses of concomitant MTX, NSAIDs, and/or oral corticosteroids equivalent to <10 mg
prednisone/day during the study. Golimumab50 is golimumab 50 mg SC given once every 4 weeks and
golimumab100 is golimumab 100 mg SC given once every 4 weeks. The treated population (patients who received
one SC dose of study agent) was the pre-specified statistical population for the safety analyses.

3 Patients in the golimumab100 group who escaped continued to receive golimumab100 at Week 16

Reference: Adapted from Final Study Report for Study 8, Table 29, Page 150.
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9.4.5 Study C0524T09 (Study 9) — AS
There were no significant changes from the original SAP to amendment 1 of the SAP.

A detailed description of the protocol and the safety results for Study C0524T09 (i.e., Study 9, GO-

RAISE) are presented in this section. Since Study 9 was the only trial of golimumab in patients with

AS, the efficacy results are presented in Section 6.3 [i.e., Indication — Treatment of s——

wmmms , of Ankylosing Spondylitis (AS)]. The description of the protocol for Study 9 described h\&\
below is based on amendment 1 of the protocol (dated May 11, 2007) and amendment 1 of the SAP

(dated May 14, 2007). See Table 9.5.1 for the dates of all amendments to the protocol and SAP for

Study 9.

Table 9.5.1: Amendments to the Study 9 protocol and SAP

Protocol Original Protocol Ag—,_]_
- dment | May 11, 2007

Amern
Original SAP December 18, 2006

SAP | Amendment 1 to SAP® | May 14, 2007

Date of 24-week data base lock was on June 20, 2007

1 Amendment 1 of the protocol was the last amendment to the protocol
before the 24-week database lock

2 Amendment 1 to the SAP was the last amendment to the SAP before
the 24-week data base lock.

Adapted from the protocol and SAP for Study 9

In Study 9, the first patient consented on December 13, 2005 and the last patient completed Week 24
on May 15, 2007. The last protocol (amendment 1) and the final SAP (amendment 1) occurred prior
to the 24-week database lock in Study 9. There were no significant changes to the protocol in
amendment 1 to protocol 9. There were several data handling rule changes in amendment 1 of the
SAP for the Bath AS Functional Index (BASFI) secondary endpoint in Study 9 (see Dr. Joan
Buenconsejo’s review, the statistical reviewer for the AS indication, for more details). However, there
were no changes in the data handling rules for the primary efficacy endpoint in Study 9.

Title: Study 9 (GO-RAISE) is entitled, “A Multicenter, Randomized, Double-Blind, Placebo-
Controlled Trial of Golimumab, a Fully Human Anti-TNFa Monoclonal Antibody, Administered
Subcutaneously, in Subjects with Active Ankylosing Spondylitis™

Objectives: The primary objective of this trial is to assess the efficacy of SC injections of golimumab
in patients with active AS as measured by reduction in the signs and symptoms of active AS at Week
14. The secondary objectives are to assess the overall safety of golimumab; the effects of golimumab
on physical function, range of motion, structural damage, and quality of life; and the population PK
and PD effects of golimumab in patients with AS.

Overall Design: Randomized, DB, placebo-control, multi-center, global, 3-arm, 5-year Phase 3 trial
of golimumab in patients with active AS (both a BASDAI score of > 4 and a VAS score for total back
pain of > 4) who have had an inadequate response to 3 months of maximal NSAIDs or is unable to
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tolerate a 3 month maximal NSAID therapy because of intolerance, toxicity, or contraindications to
NSAIDs. Patients with complete ankylosis of the spine and patients who have received any biologic
anti-TNF product (e.g., infliximab, etanercept, adalimumab), rituximab, natalizumab, or a cytotoxic
agent will be excluded. Patients may take stable doses of concomitant NSAIDs, MTX (< 25
mg/week), SSZ, HCQ, and/or oral corticosteroids (< 10 mg prednisone/day or equivalent). There will
be 3 main treatment periods in Study 9 (see Figure 9.5.2):

I. 0.5 year, DB, placebo-controlled period (Week 0 to Week 24) with two parts:
» 16-week period from Week 0 to Week 16

» 8-week period from Week 16 to Week 24 (where at Week 16 patients could enter into an
escape phase for lack of efficacy)

2. 1.5 year, DB, dose-ranging control period (Week 24 to 104) in which the placebo group will
crossover to blinded treatment with golimumab.

3. 3-year, LE period from Week 104 to Week 256. The initial part of the LE period will be DB but
the time period after the Week 104 database lock will be open-label (the Week 104 database lock
will occur when the last patient completes the 104-week controlled portion of the study).

Figure 9.5.2: Study 9 schema
B
Placebo-controlled Blinded active treatment LE
A A A
3; ” Safety
follow-up
—— —/ —
wesk-4 | 14 16 24 104 DBL 256 o
Soreening PE EE PG Xtay Golimimab doss can be
" endpoint adjusted after DBL
Stable concomi;ant medications Selected concomitant medications
may be adjusted

R = Randomization; PE = Primary endpoint (signs and symptoms at Week 14); PC = Placebo crossover (placebo group crosses
over to receive golimumab 50 mg once every 4 weeks); DBL = database lock (the 24-week DBL occurs after the last patient
enrolled completes the Week 24 visit); LE long-term extension; EE = early escape (patient having < 20% improvement in the
total back pain and morning stiffness)

Reference: Adapted from amendment 1 of the protocol of Study 9, Page 20

Eligibility Criteria: Table 9.5.3 displays the eligibility criteria in Study 9

Table 9.5.3: Eligibility Criteria in Study 9

Inclusion Criteria: To have beeneligible to participate in the study,
patients have to meet all of the following criteria:

1. > 18 years old and have-a diagnosis of definite AS (for atleast 3
months prior to first administration of study agent), as defined by the
modified New York criteria. Both the radiographic criterion (i.e.,

Exclusion Criteria: If patients have any of the following conditions, they:are
not eligible to participate in the study:

1.-Have other inflammatory diseases (e.g:, RA, PsA; SLE, Lyme disease)
that might confound the evaluations of benefit from the golimumab
therapy. :
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grade > 2 sacroiliitis bilaterally or grade 3 to 4 sacroiliitis unilaterally)

and at least 1 of the following clinical criteria must bé met:

»  Low back pain and stiffness for more than 3 months, which
improves. with exércise, but is not relieved by rest

> Limitation of motion of the lumbar spine in both the sagittal and
frontal planes

» . “Limitation of chest expansion relative to riormal values corrected
for age and sex

2. Have symptoms of active disease at screening and at baséline, as
evidenced by both'a BASDAT score of > 4 and a VAS ‘score for total
back pain of > 4, each on‘a scale of 0 to 10 cm.

3. Either has an inadequate response o 3 months of continuous therapy
with maximal recommended doses of NSAIDs; or is unable to:receive
a full 3 months of maximal NSAID therapy because of intolerance,
tox1c1ty, or contraindications to NSAIDs.

4. If using oral corticosteroids, must be on. a stable dose equ1va1ent to<
10 mg of prednisone/day for at least 2 weeks prior:to first
administration of study agent. If currently not:uising, corticosteroids,
mustnot have received oral corticosteroids for at least 2 weeks prior to
the first administration of the study agent.

5. If using MTX, SSZ, or HCQ, should have started treatment at least 3
months prior-to the first administration of study. agént and should have
no serious toxic side effects attributable to the DMARD.. MTX (not to
exceed 25 mg/week), SSZ, or HCQ doses should:be stable for at least 4
weeks prior to:the first administration of the study agent. If currently
not using MTX, SSZ, or HCQ, must have not received these DMARDS
for at least 4 weeks prior to the first administration of the study agent.

6. If using NSAIDs, must be on a stable dosg for atleast 2 weeks prior to
the first administration of study agent. If currently not using NSAIDS,
must not have received NSAIDs for at least 2 weeks priot to the first
administration of the study agent.

7.-Considered eligible according to the following TB screening criteria:
7:1: No history of latent or active TB prior to screening.

7.2. No signs or symptoms suggestive of active TB'upon medical
history ‘and/or physical examination.

No recent close contact with a person with active TBior, if there

has been such contact, will be referred to a physician specializing

in TB to undergo-additional evaluation and; if warranted; receive
appropriate treatment for latent TB prior to or simultaneously with
the first administration of study drug.

Within 1 month prior to the first administration of study agent,

either have negative diagnostic TB test results (defined as both a

negative tuberculin skin test and a negative QuantiFERON:TB

Gold test), or-have a newly identified positive diagnostic TB test

result (defined as either a positive tuberculin skin test or a positive

QuantiFERON-TB Gold test) during screening in which active

TB has been ruled out and for which appropriate treatment for

latent TB has been initiated either prior to-or:simultancously with

the first administration of study drug.

Have posterior-anterior and lateral chest radiographs; taken within

3 months prior-to the first administration of study agent and read

by a qualified radiologist; with no evidence of current active TB

orold inactive TB.

8. Screening laboratory test results:

11.1:Hemoglobin > 8.5 g/dL.

11.2 White blood cells > 3.5 x 10° cells/L.

11.3 Neutrophils > 1.5 x 10° cells/L.

11.4 Platelets > 100 x 10° cells/L.

11.5 ALT and AST levels not exceeding 1.5 times the ULN.
11.6 Serum creatinine < 1.5 mg/dL.

9. Women of chlldbearmg potential (WOCP) or men capable of fathering

children must be using adequate birth control measures {(e.g.,

7.3.

74,

7.5.

2. Have complete ankylosis of the spine, defined as bridging
syndesmophytes present at all intervertebral levels of the cervical and
lurnbar spine visualized on lateral-view spinal radiographs.

3. Received any biologic anti-TNF product (e.g., inflixiriiab, etanercept;
adalimumab), rituximab, natalizumab, or'a cytotoxic agent (e.g.,
chlorambugcil, cyclophosphamide, nitrogen mustard; or other -alkylating
agents).

4. Within 4 weeks prior to the first administration of study agent, received
systemic immunosuppressives (¢.g.; cyclosporine, mycophenolate
mofetil, azathioprine); DMARDSs other than MTX, SSZ, or HCO (e.g.,
gold preparations, D-penicillamine); or intra-articular, IM; or IV
corticosteroids; mcludmg adrenocorticotropic hormone). :

5. 'Within 4 weeks prior to the first adminisiration of study agent, received
leflunomide (irrespective of undergoing a drug elirhination procedure),
or within 3 months prior to the first administration of study received
leflunomide and have not undergone a drug elimination procedure.

6: Within 3 months.prior to‘the first administration of the study agent
received alefacept or efalizumab.

7. Received any investigational agent within 5 half-lives prior to the first
administration of study agent.

8. History of; or ongoing, chronic or recurrent infectious disease, including
but not limited to, chronic renal infection, chronic-chest infection (¢.g;;
bronchiectasis), sinusitis, recurrent urinary tract infection (&.g;; recurrent
pyelonephritis, chronic non-remitting cystitis), an open, draining; or
infected skin-wound, or an ulcer. History of an infected joint prosthesis;
or-received antibiotics for a suspected infection of a joint prosthesis, if
that prosthesis has not been removed ot replaced.

9-Known to be infected with HIV, hepatitis B; or hepatitis C.

10::Had a serious infection (e.g., hepatitis, pneumonia, pyelonephritis; or
sepsis)-or have been hospitalized for an infection of within'2 months
prior to administration of study agent have been treated with IV
‘antibiotics for an infection, Although, less serious infections (¢.g., acute
upper.respiratory tract infection, simple urinary tract infection) do not
have to be considered exclusionary.

L1, History-of active or latent granulomatous infection, including TB,
histoplasmosis, or coccxdloldomycoms

12: Within 6:months prior to'screening had-a non-tuberculous mycobactenal
infection or opportunistic infection (e.g., eytomegalovirus, Pneumocystis
carinii, aspergillosis):

13. Received, or are expected to receive during the trial (within 3 months
before the first administration-of study agent or within 6: months afier the
last administration of study agent) any live virus or bacterial vaccination.

14. History of lymphoproliferative disease; including lymphoma; or signs
suggestive of possible Iymphoproliferatlve disease (e.g.;
lymphadenopathy of unusual size or location, or clinically significant
splenomegaly).

15. Known malignancy with the exception of a non-melanoma skin cancer
that has been treated with no evideénce of récurrence.

16. Have a transplanted organ (with the exception of a corneal transplant
performed > 3 months prior to first study agent administration).

17. Have a chest radiograph within 3 months prior to the first administration
of study agent that shows an abnormality suggestive of a malignancy or
current active infection, including TB.

18. Had a Bacille Calmette-Guérin (BCG) vaccination within:12 months of
screening.

19. History of known demyelinating disedses such as multlple scler051s or
optic neuritis,

20. History of, or concurrent, CHF, including medically controlled,
asymptomatic. CHF.

21. Current signs or symptoms of severe, progressive, or uncontrolled renal;
hepatic, hematologic, gastrointestinal, endocrine, pulnionary, cardiac,
neurologic, psychiatric, or cerebral disease.
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abstinence, oral contraceptives, intrauterine device, barriér method
with spermicide, surgical sterilization) during the study and for 6
months after receiving the last administration of study drug.. WOCP
must test negative for pregnancy.

10. Are willing and able to adhere to the study visit schedule and other

protocol requirements and are capable of providing informed:consent,

which must be obtained prior to any study-related procedures:

22: Known hypersensitivity to human immunoglobulin proteins or other
components of golimumab.

23. Have or have had a substance abuse (drug or alcohol) problem wrthm the
previous 3 years.

24. Unwilling orunable to undergo multiple venipunctures because of poor.
tolerability or lack of easy access:

25: Participating in another trial with an investigational agent or procedure

26. Pregnant; nursing; or planning a pregnancy or fathering a child within 6
months after receiving the last administration of study agent.

Reference: Adapted from the amendment 1 of the protocol for Study 9, Pages 24-29

Treatments: Patients will receive study treatment during the DB and LE periods (see Figure 9.5.4).
Golimumab will be supplied as a sterile liquid (liquid in a vial or LiV) for SC injection and once
available, golimumab may also be supplied as a sterile liquid for SC injection in prefilled syringe

(PFS).

Figure 9.5.4: Treatments in Study 9"

A | 345 Subjects with AS

Week 16

Week 24 Week 104
PC LE

Placebo

Placebo {n=75)

s |———Goiimumab 50 mg
olimumab 80 mg
........... - Golimumab 50 mg =135} ﬂolimumab 50 mg
- olimumab 100 mg

Golimumab 50 mg

Golimumab 50 mg
Golimumab 100 mg

Golimumab 100 mg

\ Golimumab 100 myg {n=1358)—————CGolimumab 100 mg

corticosteroids equivalent to < 10 mg prednisone/day].
Reference: Adapted from amendment 1 of the protocol of Study 9, Page 20

Patients may also be on stable doses of background therapy [i.e., MTX (< 25 mg/week), SSZ, HCQ, NSAIDs, and/or oral

DB, Placebo-Control Period: Patients will be randomized 1:1.8:1.8 to 1 of the following 3 treatment

groups: Groups 1, 2, and 3 (see Table 9.5.5 and Figure 9.5.4).

Table 9.5.5: Treatment groups at randomization in the DB, placebo-control period (Week 0 to 24) in Study 9"

placebo SC injections once every 4 weeks (Weeks 0, 4, 8; 12, 16, and 20)2
Group 2 | golimumab 50 mg SC once every 4 weeks (Weeks 0, 4, 8, 12, 16; and 20)°
Group 3 | golimumab 100 mg SC once every 4 weeks (Weeks 0, 4, 8, 12, 16, and 20)*

1 Patients who escape at Week 16 may receive different treatment at Week 16 and Week 20 (see

Table 9.5.6).

2 Patients may take stable doses of concomitant NSAIDs, MTX (< 25 mg/week), SSZ, HCQ, and/or
oral corticosteroids (< 10 mg prednisone/day or equivalent) during the study.

Reference: Adapted from amendment 1 of the protocol for Study 9, Page 21

Grop 1

At Week 16 during the DB Period, any patient who has < 20% improvement from baseline in both
total back pain and morning stiffness will enter early escape in a double-blinded fashion (see the
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treatments for the patients who enter escape in Table 9.5.6 and Figure 9.5.4). Total back pain is
assessed over the past week (using a 0-10 cm VAS where 0 is no pain and 10 is most severe pain) and
morning stiffness will be assessed using the mean of qualitative morning stiffness and the quantitative
morning stiffness in the Bath AS disease activity index (BASDAI) on a 0 to 10 cm VAS. Patients who
do not enter early escape will continue the treatment assigned at randomization (see 9.5.6 and Figure
9.5.4).

Table 9.5.6: Treatments for patients who enter escape at Week 16" in Study 9

Group 1 | Placebo Add golimumab 50 mg-SC:at Weeks 16 and 20

Group 2| Golimumab50 mg -+ | Increase golimumab to 100'mg SC at Weeks 16 and 202

Group 3 | Golimumab100'mg Continue golimumab 100 mg SC at Weeks 16 and 20 (no change)?

1 Patients who enter escape at Week 16 will be treated in a DB fashion at Week 16 and Week 20. All groups who escape will
recejve golimumab every 4 weeks (i.e., at Week 16 and Week 20).

2 Patients may take stable doses of concomitant NSAIDs, MTX (< 25 mg/week), SSZ, HCQ, and/or oral corticosteroids (< 10 mg
prednisone/day or equivalent) during the study.

Reference: Adapted from amendment 1 of the protocol for Study 9, Page 21

DB, Dose-Ranging-Control Period: Treatment during the DB, dose-ranging control period will start at
Week 24 and continue every 4 weeks through Week 100. All patients in the placebo group will
crossover to receive blinded golimumab 50 mg SC every 4 weeks and patients in the original
golimumab treatment groups will continue their treatments (see Table 9.5.7 and Figure 9.5.4).

Table 9.5.7: Treatments for patients during the DB, dose-ranging control period in Study 9

Cross over to golimumab 50 mg SC ) mg every 4 weeks startmg at
Week 24 and ending ‘on Week 100 (no changg).

Continue golimumab 50 mg SC mg every 4 weeks starting at Week :
24 and ending on Week 100 (no ch

For patients who did not escape

Contmue gollmumab 100 mg SC every 4-weeks starting at Week 24

and ending on Week 100 (no:change).

1 The doses of concomitant NSAIDs, MTX, SSZ, HCQ, and/or oral cortlcostermds may be decreased during this
blinded, dose-ranging portion of the study.

Reference: Adapted from amendment 1 of the protocol for Study 9, Page 21

LE Period: Treatment during the Long-Term Extension (LE) Period in Study 9 will start at Week 104
and continue every 4 weeks through Week 252 (see Table 9.5.8 and Figure 9.5.4). The blind will be
maintained during the LE Period until the last patient completes the Week 104 evaluations and the
104-week database is locked.
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Table 9.5.8: Treatments during the Long-Term Extension Period from Week 104 to 252 in Study 9"

mg: SC every 4 weeks (option to increase to
every 4 weeks aft

1 All groups will receive golimumab starting at Week 104 every 4 weeks until Week 252. The blind will be maintained
in LE Period until after the last patient finishes the 104-week evaluations and the 104-week database is locked.
Therefore, during the initial part of LE, the treatments will be double-blinded. After the 104-week DBL, doses of
concomitant therapy (i.e., MTX, SSZ, HCQ, NSAIDs, and/or oral corticosteroids) may be adjusted.

Reference: Adapted from amendment 1 of the protocol for Study 9, Pages 22-23

Concomitant Medication:

MTX., SSQ. and/or SSZ: Patients are allowed to receive stable, concomitant MTX (< 25 mg/week),
SSZ, and/or HCQ until the 104-week database is locked. Every effort should be made to maintain
stable doses of MTX, SSZ, and HCQ through Week 24 of the study and starting at Week 24, MTX,
SSZ, or HCQ doses can be decreased. After the 104-week database lock, MTX, SSZ, HCQ can be
increased, decreased, or started. It is recommended that all patients taking MTX should receive at
least 5 mg oral folic acid or oral folinic acid weekly.

Corticosteroids: Patients treated with oral corticosteroids should receive a stable dose equivalent to <
10 mg prednisone per day for at least 2 weeks prior to their first administration of the study agent and
continue to receive this dose through Week 24. If there are no adequate alternatives, patients could
receive short courses (<2 weeks) of oral or IV corticosteroids for the treatment of non-AS conditions
(e.g., stress-dose steroids, therapy for limited infections, exacerbation of asthma or COPD). IM or IV
administration of corticosteroids for the treatment of AS is not allowed up to Week 104. Inhaled and
intranasal corticosteroids for conditions other than AS are allowed throughout the course of the study.
Patients may receive up to 2 intra-articular, tendon sheath, or bursal corticosteroid injections in no
more than 2 affected sites during the first 104 weeks of the study.

NSAIDs and other Analgesics: Patients treated with NSAIDs, including aspirin, and other analgesics,
should receive the usual marketed doses approved in the country in which the study is being
conducted, and should have been on a stable dose at least 2 weeks prior to the first administration of
the study agent and during the first 104 weeks of the trial. The dose may be reduced and the type of
NSAIDs or other analgesics may be changed if the patient develops unacceptable side effects.
Whenever possible, short-acting NSAIDs and other analgesics should not be administered within 6
hours before study evaluations. Long-acting NSAIDs can be maintained at their usual dosing intervals
before study evaluations.

Disease-modifying Antirheumatic Drugs (DMARDSs) and Systemic Immunosuppressives: DMARDs
(other than stable doses of MTX, SSZ, and HCQ) and systemic immunosuppressives are prohibited
within the 4 weeks prior to the first administration of the study agent through Week 104 of the study.
After the 104-week DBL, the MTX, SSZ, and HCQ dose can be adjusted and new DMARDs may be
added.
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Biologic Agents, Cytotoxic Agents, and Investigational Drugs: The use of biologic agents (e.g.,
anakinra, etanercept, adalimumab, infliximab, alefacept, efalizumab, rituximab, natalizumab),
cytotoxic agents (e.g., chlorambucil, cyclophosphamide, nitrogen mustard, other alkylating agents), or
investigational drugs is not allowed during the entire 5-year study including LE.

Study Monitoring and Evaluations: Table 9.5.9 presents the schedule of procedures and evaluations
in Study 9. All post-baseline visits through Week 52 must have occurred within = 7 days except the
Week 12, 14, and 16 visits must have occurred within + 3 days.

Table 9.5.9: Schedule of procedures and evaluations through Week 52 in Study 9

Wk | Wk | Wk | Wk | Wk | Wk
32 36 40 44 48 51

Wk | Wk | Wk | Wk [ Wk | Wk
Assessments® :
Consent

[Demography/medical history
Physical exam

Vital signs

Height

[Weight

Chest x-ray

Tuberculin skin fest
QuaniFERON-TB Gold test

Review of entry criteria

Senim pregnancy test

[HEA-B27 status

Concomitant medication feview
[Randomization

TVRS notification of total back pain
and morning stiffness

Stady agen: injection {every 4 weeks)
IAS response evaluations®
Muscutoskeletal assessments®
Jenkins Sleep questionaaire

HEcon

SF-36

[X-rays of cervical and lumbar spine
IMRI of spine*

AF review

TB evalvation®

Study agent injection site evaluation
[Routine laberatory anatyses

CRP

ANA/anti-dsDNA antibodies
(Goliaumab concentration
[Poputation PK.

[Antibodies to golimumab
Sersim-based PD biomarkers
(approximately 150 subjecrs)"
Protein prefiling (approximately 100
of the 150 subjects above)’ X X :
| Anensia markers X |

a All assessments are to be completed prior to study agent injection, except at Week 14 (no study agent
injection), unless otherwise specified.

b Primary and secondary endpoints.

¢ In addition to the screening evaluation, the pregnancy test may be repeated at any time (including during the
long-term extension).

d Evaluations include BASDAI, BASF]I, patient’s global, total back pain, and night back pain assessments.

¢ Evaluations include BASMI, enthesitis index, and chest expansion.

f Performed at selected study sites.

g If TB is suspected at any time during the study, chest x-ray, tuberculin skin test, and QuantiFERON-TB
Gold test should be performed.

h One additional sample for golimumab concentration will be collected from all subjects at any time between
Weeks 16 to 24, other than at visits at Weeks 16, 20, or 24. This sample must be collected at least 24 hours
prior to or after a study agent injection. Reference: Adapted from amendment 1 of the protocol for Study 9,
Attachment 1.1, Pages 69-70
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Efficacy Endpoints:

Primary Efficacy Endpoint: The primary efficacy endpoint in Study 9 was the proportion of patients
with an ASAS 20 response at Week 14. A patient was classified as having achieved an ASsessment in
Ankylosing Spondylitis (ASAS) 20 response at Week 14 if both of the following was achieved at
Week 14:

1. A relative improvement of > 20% from baseline and an absolute improvement from baseline of
> 1 ona0to 10 cm scale in > 3 of the following 4 domains:

Patient global using a 0-10 cm VAS, where 0 is very well and 10 is very poor

Total back pain, using the average total back pain over the past week on a 0-10 cm VAS,
where 0 is no pain and 10 is the most severe pain.

Function using the Bath AS Functional Index (BASFI) on a 0-10 cm VAS (see Table 9.5.10).
Mean of the last two stiffness self-assessments in the Bath AS Disease Activity Index
(BASDALI) on a 0-10 cm VAS (see Table 9.5.10 for the definition of the BASDAI).

VV VY

2. Absence of deterioration from baseline (deterioration defined as > 20% worsening and absolute
worsening of > 1 on a 0 to 10 cm scale) in the potential remaining domain.

Secondary Efficacy Endpoints: The 3 secondary efficacy endpoints in Study 9 were the following
(without a pre-specified order):

1. The proportion of patients with an ASAS 20 at Week 24.
. The change from baseline in the BASFI score at Week 14 (see Table 9.5.10).
3. The change from baseline in the Bath AS Metrology Index (BASMI) score at Week 14 (see’
Table 9.5.10).

Table 9.5.10: The Bath AS Function, Disease Activity, and Metrology Indexes (i.e., BASFI, BASDAI, and
BASMI)

01

A functional instrument (a higher score indicates worse

- function), was calculated as-the mean of 10 scales (8 and 2-scales
Bath AS Functional Index (BASFI) are relat)ed to the functional capacity of a patient and the
patient’s ability to cope with everyday life, respectively).
A summary of 6 self-assessments (i.e., fatigue, spinal pain, joint
pain, enthesitis, overall level of morning stiffness, and duration
of morning stiffness). The first 4 scales are weighted by 0.2 and
the last two are weighted by 0.1. The mean of the last two scales
provide an assessment of stiffness that is used in the ASAS.
Comprises:of the sum of 5 measures of hip-and spine mobility

\ [i-e., tragus-to-wall, lumbar flexion (Schober test), cervical

Bath AS Metrology Index (BASMI) rotation, lumbar side flexion, and intermalleolar distance] that
are each categorized as 0 (mild), 1 (moderate), or 2 (severe).

=

Bath AS Disease Activity Index (BASDAI)

0to 10
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105 Other Pre-Specified Endpoints Related to Signs and Symptoms: The following are the 105
other pre-specified endpoints related to signs and symptoms:

ASAS Endpoints
1. 7 endpoints: proportion of ASAS 20 responders over time [i.c., Weeks 4, 8, 12, 14, 16, 20, and
24 (7 visits)].

2. 2 endpoints: proportion of patients with an ASAS 40 response at Week 14 and Week 24 (i.e., a
40% improvement in 3 of the 4 ASAS domains with an absolute improvement of at least 2 cm on
a 0 to 10 cm scale, and no deterioration in the remaining domain).

3. 2 endpoints: proportion of patients with an ASAS 5/6 response at Weeks 14 and 24. ASAS 5/6
is a 20% improvement from baseline in 5 of the following 6 domains: total back pain (VAS 0 to
10 cm), patient global (VAS 0 to 10 cm), function (BASFI score), the mean morning stiffness
score in the BASDAI (VAS 0 to 10 cm), CRP, and spine mobility (lumbar side flexion).

Enthesitis Endpoints
4. 21 endpoints: change from baseline for each of the three enthesitis indexes (i.e., Berlin, UCSF,
and MASES) over time [i.e., Weeks 4, 8, 12, 14, 16, 20, and 24 (7 visits)].

BASDAI Endpoints

5. 8 endpoints: proportion of patients with a > 20%, 50%, 70%, and 90% improvement from
baseline in the BASDAI at Weeks 14 and 24.

6. 7 endpoints: proportion of patients with a BASDAI score < 3 over time [i.e., Weeks 4, 8, 12, 14,
16, 20, and 24 (7 visits)].

7. 7 endpoints: change in BASDAI score from baseline over time [i.e., Weeks 4, 8, 12, 14, 16, 20,
and 24 (7 visits)].

Other Sign and Symptom Endpoints

8. 1 endpoint: proportion of patients at Week 14 with low AS disease activity (i.e., score less than
2 out of 10 in the 4 domains — patient global, total back pain, BASFI, stiffness).

9. 7endpoints: percentage change from baseline in the patient’s Global Assessment of Disease
Activity (0-10 VAS) over time [i.e., Weeks 4, 8, 12, 14, 16, 20, and 24 (7 visits)].

10. 7 endpoints: percentage change from baseline in the patient’s Assessment of Total Back Pain
(0-10 VAS) over time [i.e., Weeks 4, 8, 12, 14, 16, 20, and 24 (7 visits)].

11. 7 endpoints: the percentage change from baseline in the stiffness score [the mean of the two
morning stiffness questions (each used a 0-10 VAS) in the BASDAI (i.c., overall level of
stiffness and duration of stiffness from the time of awakening)] over time [i.e., Weeks 4, 8, 12,
14, 16, 20, and 24 (7 visits)].

12. 7 endpoints: percentage change in the CRP from baseline over time [i.c., Weeks 4, 8, 12, 14,
16, 20, and 24 (7 visits)].

13. 7 endpoints: change from baseline in chest expansion (i.e., the difference between the
circumference of the chest in maximal inspiration and maximal expiration) over time [i.e.,
Weeks 4, 8, 12, 14, 16, 20, and 24 (7 visits)].

14. 7 endpoints: change from baseline in Night Back Pain for the past week (0-10 VAS) over time
[i.e., Weeks 4, 8, 12, 14, 16, 20, and 24 (7 visits)].
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BASFI Endpoints

15. 1 endpoint: change from baseline in the BASFI at Week 24.

16. 2 endpoints: of the patients with a baseline BASFI > 2, the proportion with an improvement
from baseline of at least 2 units in the BASFI at Week 14 and Week 24.

BASMI Endpoints
17. 1 endpoint: change from baseline in the BASMI at Week 24.

18. 2 endpoints: of the patients with a baseline BASMI > 1, the proportion with an improvement
from baseline of at least 1 unit in the BASMI at Week 14 and Week 24.

ASAS Response by PK Endpoints
19. 2 endpoints: ASAS 20 response at Weeks 14 and 24 by trough serum golimumab concentration

(i.e,<0.2,0.2-1.0, 1.0-2,> 2.0 ng/ml — these categories may be changed depending on actual
data).

Other Pre-Specified Endpoints: There were multiple other pre-specified endpoints related to
vertebral structural damage using MRIs and radiographs of the spine and quality of life.

-Statistics:
Populations: The pre-specified populations for Study 9 were:

1. Intent-to-Treat (ITT) Population includes patients who are randomized regardless of whether
or not they receive the assigned treatment. The ITT population will be used for the efficacy
analyses.

2. Treated Population includes patients who received at least one SC study agent administration.
The treated population will be used for the clinical pharmacology and safety analyses

Database Locks: The 3 database locks will occur at Weeks 24, 104, and 268 after all patient
evaluations through Weeks 24, 104, and 268, respectively.

Methods for the Primary Efficacy Endpoint: There will be 2-tiered testing for the primary efficacy
endpoint (i.e., ASAS 20 response at Week 14):

1. The primary statistical comparison (for superiority), using a 2-sided (o = 0.05) CMH test
stratified by screening CRP (< 1.5 mg/dL, > 1.5 mg/dL), was between the combined golimumab
groups (i.e., golimumab50 and golimumab100) versus the placebo group.

2. If'this is significant, a comparison (for superiority), using the same statistical procedure above
with o= 0.05 for each comparison, between golimumab100 & placebo and golimumab50 and
placebo was performed. According to the SAP, a positive trial occurred if at least one these two
pairwise comparisons were significant.
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Handling of Treatment Failures, Dropouts, and Missing Data for the ASAS 20 at Week 14 Primary
Efficacy Endpoint: Patients who met > 1 of the following treatment failure criteria prior to Week 14
were considered to not have achieved an ASAS 20 response at Week 14:

1. Initiated treatment with new DMARDSs, systemic immunosuppressives, or biologics for the
treatment of AS or increased the SSZ, MTX, or HCQ dose above baseline for the treatment of
AS;

2. Discontinued study agent due to an unsatisfactory therapeutic effect; or

Initiated treatment with oral, IV, or IM corticosteroids for AS, or increased the dose of oral

corticosteroids for the treatment of AS above the baseline dose.

(I8

Patients with missing data for all of the ASAS components at Week 14 will be considered as ASAS 20
non-responders at Week 14. If patients have missing data but have data for > 1 ASAS component at
Week 14, the following rules will be applied:

1. For any ASAS component, if all the component values are missing from baseline through Week
14, the percent improvement from baseline at Week 14 for that component will be imputed with
0%.

2. For any ASAS component, if the component value at Week 14 is missing and the baseline value
is present, the missing component will be replaced by the last non-missing observation (LOCF).

3. For any ASAS component, if the component value at baseline is missing but a post-baseline
value is observed prior to or at Week 14, the median component value of all patients at baseline
in the same stratum (screening CRP < 1.5 mg/dL or > 1.5 mg/dL) will be used to impute the
baseline value.

If the baseline value of an ASAS component is 0, then for purposes of calculating ASAS 20, the
percent change from baseline will be determined as follows (i.e., zero divisor rule):

1. Ifthe post-baseline component value is also 0, set the percent change equal to 0;
2. Ifthe post-baseline component value is > 0, then calculate the percent change as though the
baseline value were 0.1.

Methods for the Secondary Efficacy Endpoints: There will be no multiplicity adjustments for the 3
secondary endpoints. For all 3 secondary endpoints, the first test will compare the combined
golimumab groups versus placebo. If the result is significant, then pair-wise comparisons of
golimumab100 versus placebo and golimumab50 versus placebo will be performed.

The proportion of patients with an ASAS 20 response at Week 24 was analyzed by a 2-sided CMH test
with stratification by screening CRP. The change from baseline in the BASFI score and the BASMI
score at Week 14 used an analysis of variance on the van der Waerden normal scores, based on
screening CRP level.

Methods for the Other Pre-Specified Endpoints: Theré were no multiplicity adjustments for the 105
pre-specified signs and symptoms endpoints or the multiple other pre-specified endpoints relating to
vertebral structural damage using MRIs and radiographs of the spine and quality of life.
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Study 9 Results

For the disposition, baseline demographics, baseline disease characteristics, and the efficacy results in
Study 9 see Section 6.3. For the safety results see Section 7.6.4 (Drug-Disease Interactions). For the
protocol deviations and exposure see below.

Protocol Deviations: Table 9.5.11 displays the protocol deviations in Study 9 through Week 24. A
similar proportion of patients in the treatment groups did not meet eligibility criteria and SC agent
deviation. Most of the patients who did not meet eligilibility criteria entered the study and continued
study treatment. There was some variability in the receipt of study agent administration including
outside the protocol-specified window (within 3-7 days of the study visit).

Table 9.5.11: Protocol deviations in Study 9 through Week 24

Patients who did not meet eligibility
crlterla

Reference Adapted from Final Study Report forl Study 9; Table 7, Page 73; Table 8, Page ‘75
Exposure: Table 9.5.12 displays the SC exposure of golimumab through Week 24 in Study 9.

Table 9.5.12: Cumulative dose of SC golimumab received through Week 24 in Study 9*

Treatment Groups Assngned at
Randomization

Placebo Golimumab50 | Golimumab100
+ DMARDs* | + DMARDs’ | + DMARDs*®

(u=77) m=138) |  (n=140)
48 5.4 58
19.5weeks | 22.4 weeks 24.1 weeks

0.(0) mg 269 (54) mg 581 (63) mg

1 For the 24- week dataset SC administrations of placebo or golimumab occurred at Weeks 0 4, 8 12, 16 and 20 (up to 6 SC
administrations). Evaluations performed at W24 and then the database was locked after all patients completed the W24 data.

2 Patients may have taken stable doses of concomitant DMARDS (i.e., MTX, SSZ, and/or HCQ), NSAIDs, and/or oral
corticosteroids equivalent to < 10 mg prednisone/day during the study Golimumab50 is golimumab 50 mg SC given once
every 4 weeks and golimumab100 is golimumab 100 mg SC given once every 4 weeks. The treated population (patients who
received one SC dose of study agent) was the pre-specified statistical population for the safety analyses.

3 Patients in the golimumab100 group who escaped continued to receive golimumab100 at Week 16

Reference: Adapted from Final Study Report for Study 9, Table 34, Page 138.
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