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Scr Bsl Double-blind placebo-
controlled period

(last dose at Week 8)

Double-blind active treatment 
period

(last dose at Week 48)

USV** Comments

Visit 1 2 3 4 5 6 7 8 9 10 11 12 13 14
EOS/ 
PPD*

* Patients who prematurely discontinue during the 
treatment period should return for assessments 
associated with the Week 52 visit (i.e. 4 weeks after the 
last study treatment).
**Unscheduled visits – assessments at the discretion of 
the investigator

Week -8 0 1 2 3 4 8 12 16 24 32 40 48 52

Recommended visit 
window (days)

± 2 ± 2 ± 2 ± 2 ± 5 ± 2 ± 5 ± 5 ± 5 ± 5 ± 5 ± 5

Lipid lab panel X X X X Samples must be obtained fasting. 
Cardiovascular lab panel X X X X
Electrocardiogram X X X X
Serum pregnancy test X X
Urine pregnancy test X X X X X X X
Hepatitis B, C or HIV 
serology (only in countries 
where required) S

Hepatitis B and/or hepatitis C and/or HIV serology testing 
to be performed during screening period only if required 
as per local medical practice or local regulations prior to 
initiation of therapy. These assessments will be 
documented in source records only and will not be 
entered into the eCRF

BASFI X X X X X X X X X X X
BASDAI X X X X X X X X X X X X X X X
Spinal pain VAS

X X X X X X X X X X X X X X X

Patient’s global assessment 
of disease activity (VAS) X X X X X X X X X X X X X X

Patient's assessment of PsA 
pain (VAS) X X X X X X X X X X X X X X
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Scr Bsl Double-blind placebo-
controlled period

(last dose at Week 8)

Double-blind active treatment 
period

(last dose at Week 48)

USV** Comments

Visit 1 2 3 4 5 6 7 8 9 10 11 12 13 14
EOS/ 
PPD*

* Patients who prematurely discontinue during the 
treatment period should return for assessments 
associated with the Week 52 visit (i.e. 4 weeks after the 
last study treatment).
**Unscheduled visits – assessments at the discretion of 
the investigator

Week -8 0 1 2 3 4 8 12 16 24 32 40 48 52

Recommended visit 
window (days)

± 2 ± 2 ± 2 ± 2 ± 5 ± 2 ± 5 ± 5 ± 5 ± 5 ± 5 ± 5

Physician’s global 
assessment of disease 
activity (VAS)

X X X X X X X X X X X X X X

SPARCC enthesitis index X X X X X X X X X X X
78 tender joint count X X X X X X X X X X X
76 swollen joint count X X X X X X X X X X X

FACIT-Fatigue© X X X X X X X X
HAQ-DI© X X X X X X X X X X X
ASAS health index X X X X X X X X
Prior/concomitant 
medication/non-drug therapy X X X X X X X X X X X X X X X

AEs/SAEs (including 
injection site reactions) X X X X X X X X X X X X X X X

AEs/SAEs occurring after the patient has signed the 
informed consent must be captured on the appropriate 
eCRF page. Any AEs that are treatment emergent should 
be reported until 12 weeks after last study treatment.

Check self-administration log 
S S S S S S

Patients must return the self-administration log along with 
all dispensed PFS and drug packaging at every visit, if 
applicable.
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6.2.2 Baseline characteristics

6.2.2.1 Psoriatic arthritis history
Patient’s disease history will be collected at the Screening Visit. The information to be 
collected and entered as “AxPsA history” and “prior AxPsA therapies” includes the following:
 Date of first diagnosis of AxPsA prior to the Baseline Visit (by a rheumatologist)
 Date of first signs and symptoms of AxPsA
 Previous treatments of AxPsA and the reason for discontinuation.

6.2.2.2 Smoking history
The current and/or previous use of tobacco products will be recorded, as well as the 
approximate consumption per year. Non-smokers will be advised not to start smoking during 
the study.

6.2.2.3 Co-morbidities – cardiovascular medical history
Any information pertaining to cardiovascular medical history assessed prior to Screening 
should be reported as cardiovascular history in the eCRF. Cardiovascular risk factors should 
also be recorded.

6.2.2.4 Relevant medical history/concurrent medical conditions
Relevant medical history and current medical conditions (not including AxPsA) present prior
to signing the ICF will be recorded in the Medical History eCRF. Whenever possible, 
diagnoses and not symptoms will be recorded.
Significant findings that are observed after the patient has signed the ICF and that meet
the definition of an AE must be recorded in the AE summary pages.

6.2.2.5 Prior and concomitant medications
Prior medications taken within the 6 months preceding the study Screening Visit (Visit 1), any 
other relevant medication taken before 6 months at the discretion of the investigator and any 
concomitant medication irrespective of the start date will be captured in the eCRF.

6.2.2.6 Chest X-ray
If patients do not have a chest X-ray obtained within 3 months preceding the Screening Visit, 
a chest X-ray should be performed. In order to minimize unnecessary exposure to radiation, 
the chest X-ray should only be performed after confirming that the patient meets all 
inclusion/exclusion criteria. In some sites selected by Novartis, the X-ray assessment may be 
replaced by an MRI assessment.

6.2.3 Other baseline characteristics
Baseline characteristic data to be collected for all patients includes (all laboratory tests
are performed centrally except where indicated; see also Table 6-1) the following:
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 Vital signs; hematology, clinical chemistry and urine laboratory tests; fasting laboratory 
tests (glucose, lipid panel, ); cardiovascular panel; electrocardiogram (ECG); 
physical examination, height, weight; TB status (Section 6.5.4). For women of child-
bearing potential, a serum pregnancy test will be performed at Screening and a urine 
pregnancy test will be performed at Baseline. 

 Baseline efficacy assessments (see Section 6.4): ASAS components (patient’s global 
assessment of disease activity, patient’s assessment of IBP intensity VAS, BASDAI and 
Bath ankylosing spondylitis functional index (BASFI)); SPARCC; ACR components (78 
tender joint count (TJC), 76 swollen joint count (SJC), physician’s global assessment of 
disease activity, patient’s assessment of PsA pain; other components already captured 
under ASAS components);  

 Additional PRO assessments not covered under efficacy assessments (see Section 6.6):
HAQ-DI©, Facit-Fatigue© and ASAS health index.

Whenever possible, diagnoses and not symptoms will be recorded.

6.3 Treatment exposure and compliance
All doses of study drug administered will be recorded in the eCRF. Patient compliance to the 
study drug should be assessed by qualified study center personnel at each study visit using
the study kits and documentation regarding study drug dispensation and administration.
Compliance will also be assessed continuously during the conduct of the study by Novartis 
study personnel using medication kits and corresponding documentation. Study drug doses 
and corresponding dates of self-administration at home should be documented in a 
self-administration log. Patients are required to return the self-administration log as well as all 
dispensed study drug at every visit back to the study center for a compliance check.

6.4 Efficacy
All efficacy assessments should be performed prior to administration of the study drug.
 Assessment of spondyloarthritis international society (ASAS) responses
 Bath ankylosing spondylitis disease activity index (BASDAI)
 Bank ankylosing spondylitis functional index (BASFI)
 Spinal pain (VAS)
 Spondyloarthritis Research Consortium of Canada (SPARCC) enthesitis index
 American College of Rheumatology 20 (ACR 20)
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6.5.8 Appropriateness of safety measurements
The safety measures used in this study are reliable and relevant standard measures for a 
biologic in AxPsA. A chest X-ray at Screening (or within 3 months prior to Screening) is 
performed to rule out the presence of a pulmonary malignancy of infectious process in
particular tuberculosis. 
The radiation exposure that results from these safety measurements are estimated to be far 
below 1 mS. For effective radiation doses under 3 mS (300 mrem), the risk is considered to be 
minimal. Therefore, the radiation exposure in this study involves minimal risk and is 
necessary to ensure reliable safety measures before the treatment with a biologic.

6.6 Other assessments

6.6.1 Patient reported outcomes
The impact of secukinumab on various aspects of patients’ health will be assessed using the 
following measures:
 Health assessment questionnaire – disability index (HAQ-DI©)
 Functional assessment of chronic illness therapy fatigue scale (FACIT-Fatigue©)
 ASAS health index
The BASDAI, a PRO assessing disease activity, and BASFI, a PRO assessing functional 
limitation, which are part of ASAS are described under efficacy assessments in Section 6.4.1.

6.6.1.1 Health assessment questionnaire – disability index (HAQ-DI©)
The HAQ-DI© was developed by Stanford University and is one of the most widely used 
measures to assess the long-term influence of chronic disease on a patient's level of functional 
ability and activity restriction. The disability assessment component of the HAQ, the 
HAQ-DI©, assesses a patient’s level of functional ability and includes questions of fine 
movements of the upper extremity, locomotor activities of the lower extremity, and activities 
that involve both upper and lower extremities. There are 20 questions in 8 categories of 
functioning including dressing, rising, eating, walking, hygiene, reach, grip, and usual 
activities. The “stem” of each item asks over the past week "Are you able to …" perform a 
particular task. Each item is scored on a 4-point scale from 0 to 3, representing normal 
(normal, no difficulty [0]), some difficulty (1), much difficulty (2), and unable to do (3).
The purpose of the HAQ-DI© in this study is to assess the functional ability of patients with 
PsA.

6.6.1.2 Functional assessment of chronic illness therapy fatigue scale 
(FACIT-Fatigue©)

The FACIT-Fatigue© is a 13-item questionnaire (Cella et al 1993 and Yellen et al 1997) that 
assesses self- reported fatigue and its impact upon daily activities and function.
The purpose of FACIT-Fatigue© in this study is to assess the impact of fatigue on patients 
with PsA.
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The occurrence of AEs must be sought by non-directive questioning of the patient at each 
visit during the study. Adverse events also may be detected when they are volunteered by the 
patient during or between visits or through physical examination findings, laboratory test 
findings, or other assessments.
Abnormal laboratory values or test results constitute AEs only if they fulfill at least one of the 
following criteria:
 they induce clinical signs or symptoms, 
 they are considered clinically significant, 
 they require therapy. 
Clinically significant abnormal laboratory values or test results must be identified through a 
review of values outside of normal ranges/clinically notable ranges, significant changes from 
Baseline or the previous visit, or values which are considered to be non-typical in patient with 
underlying disease. Investigators have the responsibility for managing the safety of individual 
patient and identifying AEs. Alert ranges for laboratory and other test abnormalities are 
included in Appendix 1.
Adverse events must be recorded in the Adverse Events CRF under the signs, symptoms or 
diagnosis associated with them, accompanied by the following information:
 the severity grade

 mild: usually transient in nature and generally not interfering with normal activities
 moderate: sufficiently discomforting to interfere with normal activities
 severe: prevents normal activities

 its relationship to the 
 study treatment (no/yes), or
 other treatment (no/yes) or
 both or indistinguishable
 its duration (start and end dates) or if the event is ongoing an outcome of not 

recovered/not resolved must be reported.
 whether it constitutes a SAE (see Section 7.2 for definition of SAE)
 action taken regarding study treatment
All AEs must be treated appropriately. Treatment may include one or more of the following: 
 no action taken (e.g. further observation only) 
 study treatment dosage adjusted/temporarily interrupted 
 study treatment permanently discontinued due to this AE
 concomitant medication given 
 non-drug therapy given 
 patient hospitalized/patient’s hospitalization prolonged (see Section 7.2 for definition of 

SAE)
 its outcome (not recovered/not resolved; recovered/resolved; recovering/resolving, 

recovered/resolved with sequelae; fatal; or unknown)
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Once an AE is detected, it must be followed until its resolution or until it is judged to be 
permanent, and assessment must be made at each visit (or more frequently, if necessary) of 
any changes in severity, the suspected relationship to the study drug, the interventions 
required to treat it, and the outcome.
Information about common side effects already known about the investigational drug can be 
found in the Investigator Brochure (IB). This information will be included in the patient 
informed consent and should be discussed with the patient during the study as needed. Any 
new information regarding the safety profile of the medicinal product that is identified 
between IB updates will be communicated as appropriate, for example, via an Investigator 
Notification (IN) or an Aggregate Safety Finding. New information might require an update to 
the informed consent and has then to be discussed with the patient.
The investigator must also instruct each patient to report any new AE (beyond the protocol 
observation period) that the patient, or the patient’s personal physician, believes might 
reasonably be related to study treatment. Any Adverse Events that are treatment emergent 
should be reported until 12 weeks after last study treatment. This information must be 
recorded in the investigator’s source documents; however, if the AE meets the criteria of an 
SAE, it must be reported to Novartis.

7.2 Serious adverse events

7.2.1 Definition of SAE
An SAE is defined as any AE (appearance of (or worsening of any pre-existing)) undesirable 
sign(s), symptom(s) or medical conditions(s)) which meets any one of the following criteria:
 is fatal or life-threatening 
 results in persistent or significant disability/incapacity
 constitutes a congenital anomaly/birth defect
 requires inpatient hospitalization or prolongation of existing hospitalization, unless 

hospitalization is for:
 routine treatment or monitoring of the studied indication, not associated with any 

deterioration in condition 
 elective or pre-planned treatment for a pre-existing condition that is unrelated to the 

indication under study and has not worsened since signing the informed consent
 treatment on an emergency outpatient basis for an event not fulfilling any of the 

definitions of a SAE given above and not resulting in hospital admission 
 social reasons and respite care in the absence of any deterioration in the patient’s 

general condition
 is medically significant, e.g. defined as an event that jeopardizes the patient or may require 

medical or surgical intervention.
All malignant neoplasms will be assessed as serious under “medically significant” if other 
seriousness criteria are not met.

BMJ Publishing Group Limited (BMJ) disclaims all liability and responsibility arising from any reliance
Supplemental material placed on this supplemental material which has been supplied by the author(s) Ann Rheum Dis

 doi: 10.1136/annrheumdis-2020-218808–9.:10 2021;Ann Rheum Dis, et al. Baraliakos X



Novartis Confidential Page 62
Amended Protocol Version v01 (Clean) Protocol No. CAIN457F3302

Life-threatening in the context of a SAE refers to a reaction in which the patient was at risk of 
death at the time of the reaction; it does not refer to a reaction that hypothetically might have 
caused death if it were more severe (see Annex IV, ICH-E2D Guideline).
Medical and scientific judgment should be exercised in deciding whether other situations 
should be considered serious reactions, such as important medical events that might not be 
immediately life threatening or result in death or hospitalization but might jeopardize the 
patient or might require intervention to prevent one of the other outcomes listed above. 
Examples of such events are intensive treatment in an emergency room or at home for allergic 
bronchospasm, blood dyscrasias or convulsions that do not result in hospitalization or 
development of dependency or abuse (see Annex IV, ICH-E2D Guideline).
Any suspected transmission via a medicinal product of an infectious agent is also considered a 
serious adverse reaction.

7.2.2 SAE reporting
To ensure patient safety, every SAE, regardless of causality, occurring after the patient has 
provided informed consent and until 12 weeks (84 days) after last administered dose of study 
treatment or 30 days after the patient has stopped study participation (whichever is later) must 
be reported to Novartis within 24 hours of learning of its occurrence. Any SAEs experienced 
after this period should only be reported to Novartis if the investigator suspects a causal 
relationship to study treatment. 
All follow-up information for the SAE including information on complications, progression of 
the initial SAE and recurrent episodes must be reported as follow-up to the original episode 
within 24 hours of the investigator receiving the follow-up information. An SAE occurring at 
a different time interval or otherwise considered completely unrelated to a previously reported 
one must be reported separately as a new event.
Information about all SAEs (either initial or follow up information) is collected and recorded 
on the paper SAE Report Form. The investigator must assess the relationship to each specific 
component of study treatment (if study treatment consists of several components) complete 
the SAE Report Form in English, and send the completed, signed form by fax within 24 hours 
after awareness of the SAE to the local Novartis Drug Safety and Epidemiology Department
or via an equal electronic sponsor system (in case applicable as per local processes and 
regulations). The telephone and fax number of the contact persons in the local department of 
Drug Safety and Epidemiology, specific to the site, are listed in the investigator folder 
provided to each site. The original copy of the SAE Report Form and the fax confirmation 
sheet must be kept with the CRF documentation at the study site. Follow-up information 
should be provided using a new paper SAE Report Form stating that this is a follow-up to a 
previously reported SAE.
Follow-up information provided must describe whether the event has resolved or continues, if 
and how it was treated, whether the treatment code was broken or not and whether the patient 
continued or withdrew from study participation. Each re-occurrence, complication, or
progression of the original event must be reported as a follow-up to that event regardless of 
when it occurs.
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If the SAE is not previously documented in the Investigator’s Brochure or Package Insert 
(new occurrence) and is thought to be related to the study treatment a Drug Safety and 
Epidemiology Department associate may urgently require further information from the 
investigator for health authority reporting. Novartis may need to issue an IN to inform all 
investigators involved in any study with the same study treatment that this SAE has been 
reported. Suspected Unexpected Serious Adverse Reactions (SUSARs) will be collected and 
reported to the competent authorities and relevant ethics committees in accordance with EU 
Guidance 2011/C 172/01 or as per national regulatory requirements in participating countries.

7.3 Liver safety monitoring
To ensure patient safety and enhance reliability in determining the hepatotoxic potential of an 
investigational drug, a standardized process for identification, monitoring and evaluation of 
liver events has to be followed. 
The following two categories of abnormalities / AEs have to be considered during the course 
of the study (irrespective of whether classified/reported as (S)AE):
 Liver laboratory triggers, which will require repeated assessments of the abnormal 

laboratory parameter
 Liver events, which will require close observation, follow-up monitoring and completion 

of the standard base liver CRF pages
Please refer to Appendix 2 for complete definitions of liver laboratory triggers and liver 
events.
Every liver laboratory trigger or liver event as defined in Appendix 2 should be followed up 
by the investigator or designated personal at the trial site as summarized below. Detailed 
information is outlined in Appendix 2.
For the liver laboratory trigger:
 Repeating the LFT within the next week to confirm elevation.
These LFT repeats must be performed using the central laboratory if possible. If this is not 
possible, then the repeats can be performed at a local laboratory to monitor the safety of the 
patient. Repeats laboratory must then be performed at central laboratory as soon as possible. If 
a liver event is subsequently reported, any local LFTs previously conducted that are 
associated with this event must be reported on the Liver CRF pages.
 If the elevation is confirmed, close observation of the patient will be initiated, including 

consideration of treatment interruption if deemed appropriate.
For the liver events:
 Repeating the LFT to confirm elevation as appropriate
 Discontinuation of the investigational drug if appropriate
 Hospitalization of the patient if appropriate
 A causality assessment of the liver event via exclusion of alternative causes (e.g. disease, 

co-medications)
 An investigation of the liver event which needs to be followed until resolution. 

BMJ Publishing Group Limited (BMJ) disclaims all liability and responsibility arising from any reliance
Supplemental material placed on this supplemental material which has been supplied by the author(s) Ann Rheum Dis

 doi: 10.1136/annrheumdis-2020-218808–9.:10 2021;Ann Rheum Dis, et al. Baraliakos X



Novartis Confidential Page 64
Amended Protocol Version v01 (Clean) Protocol No. CAIN457F3302

These investigations can include serology tests, imaging and pathology assessments, 
hepatologist’s consultancy, based on investigator’s discretion. All follow-up information, and 
the procedures performed must be recorded on appropriate CRF pages, including the liver 
event overview CRF pages.

7.4 Renal safety monitoring
The following two categories of abnormal renal laboratory values have to be considered 
during the course of the study:
 Serum event:

 confirmed (after ≥ 24h) increase in serum creatinine of ≥ 25% compared to Baseline 
during normal hydration status

 Urine event
 new onset (≥ 1+) proteinuria; confirmed by doubling in the urinary albumin-creatinine 

ratio or urinary protein-creatinine ratio (PCR) (if applicable)
 new onset (≥ 1+), hematuria or glycosuria 

Every renal laboratory trigger or renal event as defined in Appendix 3 should be followed up 
by the investigator or designated personnel at the trial site as summarized in Appendix 3. 

7.5 Reporting of study treatment errors including misuse/abuse
Medication errors are unintentional errors in the prescribing, dispensing, administration or 
monitoring of a medicine while under the control of a healthcare professional, patient or 
consumer (EMA definition).
Misuse refers to situations where the medicinal product is intentionally and inappropriately 
used not in accordance with the protocol.
Abuse corresponds to the persistent or sporadic, intentional excessive use of a medicinal 
product, which is accompanied by harmful physical or psychological effects.
Study treatment errors and uses outside of what is foreseen in the protocol will be collected in 
the eCRF irrespective of whether or not associated with an AE/SAE and reported to Safety 
only if associated with an SAE. 
Misuse or abuse will be collected and reported in the safety database irrespective of it being 
associated with an AE/SAE.

Table 7-1 Treatment error types

Treatment error 
type

Document in DAR 
eCRF (Yes/No)

Document in AE 
eCRF

Complete SAE form

Unintentional study 
treatment error

Yes Only if associated with 
an AE

Only if associated with an 
SAE

Misuse/Abuse Yes Yes Yes, even if not associated 
with a SAE

DAR: drug administration record
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7.6 Pregnancy reporting
To ensure patient safety, each pregnancy occurring after signing the informed consent must be 
reported to Novartis within 24 hours of learning of its occurrence. The pregnancy should be 
followed up to determine outcome, including spontaneous or voluntary termination, details of 
the birth, and the presence or absence of any birth defects, congenital abnormalities, or 
maternal and/or newborn complications.
Pregnancy must be recorded on the Pharmacovigilance Pregnancy Form and reported by the 
investigator to the local Novartis Drug Safety and Epidemiology Department. Pregnancy 
follow-up should be recorded on the same form and should include an assessment of the 
possible relationship to the study treatment. 
Any SAE experienced during the pregnancy and unrelated to the pregnancy must be reported 
on a SAE form.

8 Data review and database management

8.1 Site monitoring
Before study initiation, at a site initiation visit or at an investigator’s meeting, a Novartis 
representative will review the protocol and CRFs with the investigators and their staff. During 
the study, Novartis employs several methods of ensuring protocol and good clinical practice 
(GCP) compliance and the quality/integrity of the sites’ data. The field monitor will visit the 
site to check the completeness of patient records, the accuracy of entries on the (e)CRFs, the 
adherence to the protocol and to Good Clinical Practice, the progress of enrollment, and to 
ensure that study treatment is being stored, dispensed, and accounted for according to 
specifications. Key study personnel must be available to assist the field monitor during these 
visits. Continuous remote monitoring of each site’s data may be performed by a centralized 
Novartis CRA organization. Additionally, a central analytics organization may analyze data 
and identify risks and trends for site operational parameters, and provide reports to Novartis 
Clinical Teams to assist with trial oversight.
The investigator must maintain source documents for each patient in the study, consisting of 
case and visit notes (hospital or clinic medical records) containing demographic and medical 
information, laboratory data, ECGs, and the results of any other tests or assessments. All 
information on CRFs must be traceable to these source documents in the patient's file. The 
investigator must also keep the original ICF signed by the patient (a signed copy is given to 
the patient).
The investigator must give the monitor access to all relevant source documents to confirm 
their consistency with the CRF entries. Novartis monitoring standards require full verification 
for the presence of informed consent, adherence to the inclusion/exclusion criteria, 
documentation of SAEs, and of data that will be used for all primary variables. Additional 
checks of the consistency of the source data with the CRFs are performed according to the 
study-specific monitoring plan. No information in source documents about the identity of the 
patients will be disclosed.
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Investigators ascertain they will apply due diligence to avoid protocol deviations. If an 
investigator feels a protocol deviation would improve the conduct of the study this must be 
considered a protocol amendment, and unless such an amendment is agreed upon by Novartis 
and approved by the IRB/IEC and health authorities, where required, it cannot be 
implemented. 

11.1 Protocol amendments 
Any change or addition to the protocol can only be made in a written protocol amendment that 
must be approved by Novartis, health authorities where required, and the IRB/IEC prior to 
implementation. Only amendments that are intended to eliminate an apparent immediate 
hazard to patients may be implemented immediately provided the health authorities are 
subsequently notified by protocol amendment and the reviewing IRB/IEC is notified. 
Notwithstanding the need for approval of formal protocol amendments, the investigator is 
expected to take any immediate action required for the safety of any patient included in this 
study, even if this action represents a deviation from the protocol. In such cases, the reporting 
requirements identified in Section 7 Safety Monitoring must be followed.

12 References
Asare K (2007) Diagnosis and Treatment of Adrenal Insufficiency in the Critically Ill Patient. 
Pharmacotherapy; 25(11): 1512-28.
Baeten D, Sieper J, Braun J et al; MEASURE 1 Study Group; MEASURE 2 Study Group 
(2015) Secukinumab, an Interleukin-17A Inhibitor, in Ankylosing Spondylitis. N Engl J Med;
373(26):2534-48.

 

Biagioni BJ, Gladman DD, Cook RJ, et al (2014) Reliability of radiographic scoring methods 
in axial psoriatic arthritis. Arthritis Care Res (Hoboken);66(9):1417-22. 
Bretz F, Maurer W, Brannath W, et al (2009) A graphical approach to sequentially rejective 
multiple test procedures. Stat Med; 28(4):586-604.
Braun J, Pham T, J Sieper, et al for the ASAS Working Group (2003) International ASAS 
consensus statement for the use of anti-tumour necrosis factor agents in patients with
ankylosing spondylitis. Ann Rheum Dis 2003; 62:817–24

 
 

 

Cella DF, Tulsky DS, Gray G, et al. (1993) The Functional Assessment of Cancer Therapy 
(FACT) scale: Development and validation of the general measure. Journal of Clinical 
Oncology; 11(3):570-9.

BMJ Publishing Group Limited (BMJ) disclaims all liability and responsibility arising from any reliance
Supplemental material placed on this supplemental material which has been supplied by the author(s) Ann Rheum Dis

 doi: 10.1136/annrheumdis-2020-218808–9.:10 2021;Ann Rheum Dis, et al. Baraliakos X



Novartis Confidential Page 83
Amended Protocol Version v01 (Clean) Protocol No. CAIN457F3302

13 Appendix 1: Clinically notable laboratory values 
The following criteria will be used to define expanded limits and notable abnormalities of key 
laboratory tests.
Clinically notable values will be forwarded to Novartis/CRO at the same time that they are 
sent to investigators. Any action based on these laboratory values should be discussed with 
Novartis/CRO personnel.

Table 13-1 Safety analyses: expanded limits and notable criteria
Laboratory variable Notable criteria
Liver function and related variables
SGOT (AST) > 3 × ULN
SGPT (ALT) > 3 × ULN
Bilirubin > 2 × ULN
Alkaline phosphatase > 2.5 × ULN
Renal function, metabolic and electrolyte variables
Creatinine (serum) > 2 × ULN
Hematology variables
Hemoglobin 20 g/L decrease from Baseline
Platelet count < 100 × 109/L
White blood cell count < 0.8 × LLN
Neutrophils < 0.9 × LLN
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14 Appendix 2: Liver event and laboratory trigger definitions 
and follow-up requirements

Table 14-1 Liver event and laboratory trigger definitions
Definition/ threshold

Liver laboratory triggers  3 × ULN < ALT/AST  5 × ULN
 1.5 × ULN < TBL  2 × ULN

Liver events  ALT or AST > 5 × ULN
 ALP > 2 × ULN (in the absence of known bone pathology)
 TBL > 2 × ULN (in the absence of known Gilbert syndrome)
 ALT or AST > 3 × ULN and INR > 1.5 
 Potential Hy’s Law cases (defined as ALT or AST > 3 × ULN and 

TBL > 2 × ULN [mainly conjugated fraction] without notable 
increase in ALP to > 2 × ULN)

 Any clinical event of jaundice (or equivalent term)
 ALT or AST > 3 × ULN accompanied by (general) malaise, fatigue, 

abdominal pain, nausea, or vomiting, or rash with eosinophilia
 Any adverse event potentially indicative of a liver toxicity*

*These events cover the following: hepatic failure, fibrosis and cirrhosis, and other liver damage-related 
conditions; the non-infectious hepatitis; the benign, malignant and unspecified liver neoplasms
TBL: total bilirubin; ULN: upper limit of normal 

Table 14-2 Follow-up requirements for liver events and laboratory triggers
Criteria Actions required Follow-up monitoring
Potential Hy’s Law 
casea

 Discontinue the study treatment 
immediately

 Hospitalize, if clinically appropriate
 Establish causality
 Complete liver CRF

ALT, AST, TBL, Alb, PT/INR, ALP and 
γGT until resolutionc (frequency at 
investigator discretion)

ALT or AST
> 8 × ULN  Discontinue the study treatment 

immediately
 Hospitalize if clinically appropriate
 Establish causality
 Complete liver CRF

ALT, AST, TBL, Alb, PT/INR, ALP and 
γGT until resolutionc (frequency at 
investigator discretion)

> 3 × ULN and INR > 
1.5

 Discontinue the study treatment 
immediately

 Hospitalize, if clinically appropriate
 Establish causality
 Complete liver CRF

ALT, AST, TBL, Alb, PT/INR, ALP and 
γGT until resolutionc (frequency at 
investigator discretion)

> 5 to ≤ 8 × ULN  Repeat LFT within 48 hours
 If elevation persists, continue follow-up 

monitoring
 If elevation persists for more than 2 

weeks, discontinue the study drug
 Establish causality
 Complete liver CRF

ALT, AST, TBL, Alb, PT/INR, ALP and 
γGT until resolutionc (frequency at 
investigator discretion)
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15 Appendix 3: Specific renal alert criteria and actions

Table 15-1 Specific renal alert criteria and actions
Serum Event
Serum creatinine increase
25 – 49% compared to baseline

Confirm 25% increase after 24-48h 
Follow up within 2-5 days

Acute Kidney Injury: Serum creatinine increase 
50% compared to baseline

Follow up within 24-48h if possible
Consider study treatment interruption 
Consider patient hospitalization /specialized treatment

Urine Event
New dipstick proteinuria ≥ 1+
Albumin- or Protein-creatinine ratio increase ≥ 2-fold
Albumin-creatinine ratio  ≥ 30 mg/g or ≥ 3 mg/mmol;
Protein-creatinine ratio (PCR) ≥ 150 mg/g or > 15 
mg/mmol

Confirm value after 24-48h
Perform urine microscopy
Consider study treatment interruption / or discontinuation 

New dipstick glycosuria ≥ 1+ not due to diabetes Blood glucose (fasting)
Perform serum creatinine, Albumin-creatinine ratio

New dipstick hematuria ≥ 1+ not due to trauma Urine sediment microscopy
Perform serum creatinine, Albumin-creatinine ratio

For all renal events:
Document contributing factors in the CRF: co-medication, other co-morbid conditions, and additional diagnostic 
procedures performed 
Monitor patient regularly (frequency at investigator’s discretion) until either: 
Event resolution: sCr within 10% of baseline or protein-creatinine ratio within 50% of baseline, or
Event stabilization: sCr level with ± 10% variability over last 6 months or protein-creatinine ratio stabilization at a 
new level with ± 50% variability over last 6 months.
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 Health assessment questionnaire (HAQ©) score
  erythrocyte sedimentation rate  

ACR 50 = 50% improvement in at least 3 of the 5 measures and 50% improvement in the 
swollen and tender joint count.
ACR 70 = 70% improvement in at least 3 of the 5 measures and 70% improvement in the 
swollen and tender joint count.
Source: Felson et al 1995.
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Supplementary table S1. Axial Psoriatic Arthritis History – Baseline X-Ray data 8 

 9 

Variables 
Secukinumab 

300 mg s.c. 
(N = 167) 

Secukinumab 
150 mg s.c 
(N = 165) 

Placebo 
(N = 166) 

Time since last X-ray of SIJ (months), mean (SD) 1.6 (2.97) 1.9 (2.53) 1.3 (1.87) 

Grade of X-ray: Sacroiliitis on left side, n (%)^ 
Grade 0 41 (34.2) 41 (33.9) 34 (30.9) 
Grade 1-4 76 (63.3) 77 (63.6) 72 (65.5) 
Missing 3 (2.5) 3 (2.5) 4 (3.6) 

Grade of X-ray: Sacroiliitis on right side, n (%)^ 
Grade 0 41 (34.2) 37 (30.6) 32 (29.1) 
Grade 1-4 76 (63.3) 81 (66.9) 74 (67.3) 
Missing 3 (2.5) 3 (2.5) 4 (3.6) 
As reported by investigator based on available data at baseline for X-ray (Secukinumab 300 mg 

[n=120], 150 mg [n=121], and Placebo [n=110]) 

  10 
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Supplementary Table S2. Correlation between Berlin MRI Score and ASAS 20/40 and 11 

BASDAI50 Response 12 

 Secukinumab 
300 mg s.c. 

(N = 164) 

Secukinumab 
150 mg s.c 
(N = 157) 

Placebo 
(N = 164) 

ASAS20 
Responder (n/m) 

 

Odds ratio (95% CI) 

P-value 

 

Positive (58/90) 

Negative (37/60) 

1.1 (0.57, 2.22) 

0.7295 

 

Positive (51/73) 

Negative (45/68) 

1.2 (0.58, 2.41) 

0.6390 

 

Positive (26/96) 

Negative (14/51) 

1.0 (0.46, 2.10) 

0.9619 

ASAS40 

Responder (n/m) 

 

Odds ratio (95% CI) 

P-value 

 

Positive (38/90) 

Negative (31/60) 

0.7 (0.35, 1.32) 

0.2564 

 

Positive (33/73) 

Negative (24/68) 

1.5 (0.77, 2.98) 

0.2317 

 

Positive (11/96) 

Negative (6/51) 

1.0 (0.34, 2.80) 

0.9558 

BASDAI50 

 
Responder (n/m) 

 

Odds ratio (95% CI) 

P-value 

 

 

Positive (37/90) 

Negative (22/60) 

1.2 (0.62, 2.36) 

0.5853 

 

 

Positive (27/73) 

Negative (21/69) 

1.3 (0.67, 2.70) 

0.4100 

 

 

Positive (6/96) 

Negative (7/52) 

0.4 (0.14, 1.35) 

0.1479 

Odds Ratio, 95% CI and P-value for the comparison of positive and negative baseline Berlin 

MRI subgroups, for ASAS 20/40 abd BASDAI50 response at Week 12. Missing observations 

were imputed using Last Observation Carried Forward (LOCF). 

N: number of patients in full analysis set in each treatment group; n: number of responders at 

Week 12 with corresponding Berlin MRI status at baseline; m: number of patients with 

positive/negative baseline Berlin MRI status. 

  13 
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Study dose administration 14 

Patients were required to self-administer secukinumab 300 mg (2 × 150 mg pre-filled syringe 15 

[PFS]) or secukinumab 150 mg (1 × 150 mg PFS and 1 × placebo PFS) or placebo (2 × placebo 16 

PFS) by s.c. injection of 1 mL each. The dosing frequency was either weekly or every 4 weeks in 17 

accordance with the administration schedule described above. The last dose administration 18 

occurred at Week 48. 19 

Magnetic Resonance Imaging 20 

Magnetic Resonance Imaging (MRI) of the spine and sacroiliac (SI) joints was implemented 21 

using a standardized scanning procedure monitored by a central imaging service company to 22 

minimize differences among MRI scanners at different imaging centres. The spine coil was used 23 

for spine image acquisition and spinal coil in conjunction with the body/torso coil was used for 24 

imaging of the SI joints. Depending on the specifics of the MRI scanner at each participating 25 

MRI facility (1.5 T or 3 T), either two or three segment spine coverage as described below was 26 

implemented: 27 

MRI Protocol with Two-Segment Spine Coverage: 3-Plane Localizer(s), Sagittal 2D T1-w FSE 28 

and Sagittal 2D STIR for upper and lower spine and 3-Plane Localizer(s), Oblique Coronal 2D 29 

T1-w FSE and Oblique Coronal 2D STIR for SI joint 30 

MRI Protocol with Three-Segment Spine Coverage: 3-Plane Localizer(s), Sagittal 2D T1-w FSE 31 

and Sagittal 2D STIR for upper, MID and lower spine and 3-Plane Localizer(s), Oblique Coronal 32 

2D T1-w FSE and Oblique Coronal 2D STIR for SI joint 33 
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Spine images were acquired in two overlapping segments (FOV-s) to achieve complete sagittal 34 

coverage of the spine (from C1 to S1). For SI joints, 3-plane localizers were acquired to have a 35 

true mid-sagittal slice showing the entire sacrum, based on which the centre of the joint space 36 

between S1 and S2 vertebral bodies was identified and 18 slices were prescribed in oblique 37 

coronal orientation. 38 

Protocol Deviations 39 

In treatment period 1 (up to week 12), a total 24/167 (14.4%),  25/165 (15.2%) and 31/166 40 

(18.7%) patients had at least one protocol deviation in the secukinumab 300 mg, 150 mg and 41 

placebo groups, respectively. A total of 116/498 (23.3%) of patients had at least one protocol 42 

deviation over the entire duration of the study. The most common reasons for protocol deviation 43 

were use of prohibited concomitant medication, not meeting inclusion criteria and treatment 44 

deviations. 45 

Protocol Amendments 46 

The study protocol was amended once. Amendment 1 (dated 20-Jun-2016) was issued before the 47 

first patient had been screened. The main purpose of the protocol amendment was to remove the 48 

X-ray assessment of the spine and the related exploratory endpoint of reduction in the PsA 49 

spondylitis radiology index score at week 52. Initially, it was planned to follow the structural 50 

spine changes in patients with axial PsA during a period of 1 year followed potentially by a 2-51 

year duration in a separate extension trial. It was decided not to perform the X-ray assessments in 52 

order to reduce the complexity of the study and to focus on the existing primary and secondary 53 

objectives. Additionally, corrections of typographical errors, formatting errors and editorial 54 

changes were performed to increase clarity and consistency of the text. 55 
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