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DISCLAIMER

Not a Substitute for Professional Advice

This report is primarily intended to help Canadian health systems leaders and
policymakers make well-informed decisions and thereby improve the quality of health
care services. While patients and others may use this report, they are made available for
informational and educational purposes only. This report should not be used as a
substitute for the application of clinical judgment in respect of the care of a particular
patient or other professional judgment in any decision making process, or as a substitute
for professional medical advice.

Liability

pCODR does not assume any legal liability or responsibility for the accuracy, completeness
or usefulness of any information, drugs, therapies, treatments, products, processes, or
services disclosed. The information is provided "as is" and you are urged to verify it for
yourself and consult with medical experts before you rely on it. You shall not hold pCODR
responsible for how you use any information provided in this report.

Reports generated by pCODR are composed of interpretation, analysis, and opinion on the
basis of information provided by pharmaceutical manufacturers, tumour groups, and other
sources. pCODR is not responsible for the use of such interpretation, analysis, and opinion.
Pursuant to the foundational documents of pCODR, any findings provided by pCODR are
not binding on any organizations, including funding bodies. pCODR hereby disclaims any
and all liability for the use of any reports generated by pCODR (for greater certainty, "use
includes but is not limited to a decision by a funding body or other organization to follow
or ignore any interpretation, analysis, or opinion provided in a pCODR report).

FUNDING

The pan-Canadian Oncology Drug Review is funded collectively by the provinces and
territories, with the exception of Quebec, which does not participate in pCODR at this
time.
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INQUIRIES

Inquiries and correspondence about the pan-Canadian Oncology Drug Review (pCODR) should
be directed to:

pan-Canadian Oncology Drug Review
154 University Avenue, Suite 300

Toronto, ON

M5H 3Y9

Telephone: 613-226-2553

Toll Free: 1-866-988-1444

Fax: 1-866-662-1778
Email: requests@cadth.ca
Website: www.cadth.ca/pcodr
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1 GUIDANCE IN BRIEF
1.1 Background

The purpose of this review is to evaluate the safety and efficacy of siltuximab (Sylvant) for the
treatment of patients with multicentric Castleman’s disease (MCD) who are human
immunodeficiency virus (HIV)-negative and human herpes virus-8 (HHV-8)-negative.

Siltuximab is a chimeric (human-mouse) immunoglobulin G1k monoclonal antibody against
human interleukin 6 and has a Health Canada indication for the treatment of patients with MCD
who are HIV-negative and HHV-8-negative.

1.2 Key Results and Interpretation

1.2.1 Systematic Review Evidence

The pCODR systematic review included one randomized, double blind, placebo controlled trial
which randomized patients 2:1 to siltuximab plus best supportive care (BSC) (n=53) or placebo
plus BSC (n=26).1 Siltuximab, or matched placebo, was administered at 11 mg/kg every 3 weeks
(one cycle).

Baseline characteristics in the study were not well balanced. Overall, most patients had
received previous systemic treatment and all patients had symptomatic disease, with 62 (78%)
having more than three symptoms. Notable differences in patient characteristics between the
siltuximab and placebo arms included higher proportion of male patients in the placebo arm
(57% vs. 85%), higher number of ECOG PS 1 patients in placebo arm (45% vs. 62%), higher number
of ECOG PS 3 patients in siltuximab arm (13% vs. 0%). Differences were also noted for interleukin
6 concentration, c-reactive protein concentration (CPR) and erythromycin sedimentation rate
(ESR). Variation may however appear greater due to lower numbers of patients in the study.

Patients assigned to siltuximab discontinued study treatment at treatment failure. At first treatment
failure, patients assigned to placebo could crossover to receive open-label siltuximab plus BSC.
Thirteen (50%) patients assigned to placebo received open-label siltuximab after treatment
failure. All patients were included in the final analysis and patients that discontinued were
followed up until the primary analysis.

Efficacy

The primary outcome in the Van Rhee et al study! was durable tumour and symptomatic
response which was statistically improved in the siltuximab arm compared to placebo (34% vs.
0%, respectively p=0.0012). This is a newly developed outcome measure in MCD and rigorous
validation of this endpoint has not been completed.

Secondary endpoints included 1 year overall survival (OS) and quality of life. One year survival
rate was 100% vs. 92% in the siltuximab arm versus placebo arm, respectively. Patients in the
placebo arm crossed over to the siltuximab arm upon progression of disease.

Quality of life was evaluated using the Functional Assessment of Chronic Iliness Therapy-Fatigue
(FACIT-Fatigue) scale and the Short Form (SF)-36. Multicentric Castleman’s Disease Symptom
Scale (MCD-SS), a newly developed patient reported outcome scale, was also used. This patient
reported outcome measure had not been validated. Statistically significant improvements were
seen in the SF-36 domains of role physical, role emotional, vitality, bodily pain, and mental
health for patients treated with siltuximab. Early and durable improvements in symptoms
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compared with subjects in the placebo arm were also observed for both the FACIT-Fatigue scale
and the MCD-SS. Improvements in the FACIT-Fatigue scale were clinically meaningful.

Harms

Fatigue (5 vs. 1 patients) and night sweats (4 vs. 1 patients) were the most frequently occurring
grade >3 event with higher proportion occurring in the siltuximab treatment arm. Anemia
(grade > 3) occurred more frequently in the placebo arm (1 vs. 3 patient). Overall adverse
events were evenly balanced, when treatment time and population size are considered. Among
those in siltuximab arm, 6% withdrew due to serious adverse events related to treatment, and
no treatment related deaths were reported.

1.2.2 Additional Evidence

pPCODR received input on siltuximab (Sylvant) for MCD from one patient advocacy group,
Canadian Organization for Rare Disorders (CORD). Provincial Advisory Group input was obtained
from seven of the nine provinces participating in pCODR.

e One poster presentation was available on the development and testing of the
Multicentric Castleman’s Disease Symptom Scale (MCD-SS), a hew measure for quality of
life in patients with MCD.

e A summary of a meta-analysis providing information on a method to estimate minimal
clinically important difference (MID/CID) For FACIT-F and SF-36 Quality of life Scales.

No supplemental issues were identified during the development of the review process.

1.2.3 Interpretation and Guidance

Burden of Iliness and Need

Multicentric Castleman’s disease (MCD) is a rare lymphoproliferative disorder. Due to the rarity
of this disorder, the burden of disease in Canada is not clear. However, based on US estimates,
the 10 year prevalence of MCD is 2.4 cases per million?, which could be extrapolated to less than
90 cases in Canada. Patients are often symptomatic with fevers, drenching sweats, weight loss
and fatigue. The more aggressive subtypes of this disorder have a 3 year survival of only 45%.

Evidence for treating MCD is limited due to the heterogeneity of this disorder, as well as the low
incidence. Consequently, trials have been limited to case reports or small case series.
Additionally, there are no consistent outcome measures uniformly applied to this population,
confounding interpretation of data. There is currently no clear standard of care for HIV
negative, HHV-8 negative MCD.

Effectiveness

The results of the primary endpoint, durable tumour and symptomatic response, favoured
siltuximab. While this unique endpoint combines an objective radiologic response and
symptomatic improvement to create a clinically relevant measurement, rigorous validation of
this endpoint has not been completed. Overall, the results support that siltuximab may be an
effective and clinically relevant therapy for MCD. The optimal duration of therapy has not been
defined, and patients with ongoing response remained on therapy indefinitely.

Due to immature data, and small sample size, no conclusions can be drawn with respect to the
impact of siltuximab on overall survival.
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Compared to placebo, siltuximab-treated patients demonstrated an improvement in several
quality of life domains across multiple patient-reported outcome surveys.®> Among these, the
MCD-SS is a new scale created for the purposes of this trial and has not been validated. Although
there is improvement in five out of eight SF-36 domains, SF-36 scores were just shy of clinical
important differences.

Quality of life benefits of siltuximab are seen early in the MCD-SS and the FACIT-Fatigue scales
and there is a sustained improvement compared to the placebo arm over time. The magnitude of
improvement in the FACIT-Fatigue scores correlate with a clinically meaningful benefit in QOL
based on other literature using this scale.® Despite these limitations, based the data currently
available, the results consistently favour an improvement of QOL in the siltuximab arm.

Safety
The side effects of siltuximab are generally mild, and relatively straightforward to manage.

1.3 Conclusions

The pCODR Clinical Guidance Panel concluded that there may be a net overall clinical benefit to the use
of siltuximab for HIV and HHV-8 negative Multicentric Castleman’s disease. The CPG conclusions are
based on one randomized controlled trial of siltuximab versus usual care that demonstrated a
statistically significant benefit in the combined endpoint of radiologic response and improved symptom
control (especially fatigue) as compared to usual care. A novel symptom scale (MCD-SS), the FACIT-
fatigue scale and SF-36 were used to assess symptom control and quality of life. Statistically significant
improvements were noted with siltuximab on all three scales; clinically important improvements were
demonstrated in FACIT-fatigue scores. SF-36 scores were just shy of clinical important, and minimal
clinical difference has not been established for the MCD-SS. Siltuximab also appears to result in a
decreased radiologic burden of disease, however the clinical importance of radiologic response in this
disease has not been clearly established. A survival benefit has not been demonstrated. Although there
was an increased rate of adverse events in the treatment arm, the rate of grade 3 toxicity is low, and
the side-effect profile of this drug is manageable.

In making this conclusion, the Clinical Guidance Panel also considered that:

This is the first phase 1l study to be conducted in Multicentric Castleman’s disease, allowing the
establishment of a new standard of care.

Based on the inclusion criteria of this study, newly diagnosed as well as relapsed cases would be
eligible for therapy with siltuximab.

Siltuximab would be restricted to patients who are HIV and HHV8 negative. Results cannot be
generalized to the HIV positive populations. Testing patients for HHV-8 would be required prior
to initiation of therapy.

Infusion time and monitoring for infusion-related reactions are similar to other biologic
therapies.

The combined endpoint of radiologic response plus symptomatic benefit increases the clinical
relevance of this outcome measure, but rigorous validation of this endpoint has not been
complete.

According to patients it is both the adenopathy and symptoms that are debilitating. Relief in
both areas is a priority amongst patient advocacy groups.

Randomization is unequally balanced for ECOG, baseline haemoglobin levels, gender, IL-6 levels,
CRP, and ESR. Due to small sample size it is impossible to determine whether these imbalances
have influenced outcome measures.
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e Quality of life data may be confounded by small sample size. There is a clear trend favouring
the siltuximab group across many domains suggesting overall benefit. However, clinical
meaningfulness is uncertain due to small absolute differences in QOL data. The improvement in
QOL is a priority for patients.

e Determining overall survival is not possible with the small sample size, and short duration of
follow-up. With crossover allowed in the study design, it is unlikely that meaningful data for
this endpoint will be available.

e There is insufficient evidence to use response to therapy as a surrogate measurement for overall
survival.

e Optimal duration of therapy is unknown. Based on this trial, treatment would carry on
indefinitely as long as benefit is maintained. Fixed number of cycles or intermittent therapy has
not been studied.

o Adverse events appear to be manageable. The significance of severe adverse events such as
infections and anaphylaxis is to be determined once more patients have been treated with
siltuximab.

e Although need for travel to get therapy may be a barrier to implementation, patients surveyed
had a willingness to do this if necessary.
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2 CLINICAL GUIDANCE

This Clinical Guidance Report was prepared to assist the pCODR Expert Review Committee (pERC) in
making recommendations to guide funding decisions made by the provincial and territorial Ministries of
Health and provincial cancer agencies regarding siltuximab (Sylvant) for multicentric Castleman’s
disease (MCD). The Clinical Guidance Report is one source of information that is considered in the pERC
Deliberative Framework. The pERC Deliberative Framework is available on the pCODR website,
www.pcodr.ca.

This Clinical Guidance is based on: a systematic review of the literature regarding siltuximab conducted
by the Hematology Clinical Guidance Panel (CGP) and the pCODR Methods Team; input from patient
advocacy groups; and input from the Provincial Advisory Group.

The systematic review is fully reported in Section 6. Background Clinical Information provided by the
CGP, a summary of submitted patient advocacy group input on siltuximab and a summary of submitted
Provincial Advisory Group input on siltuximab are provided in Sections 3, 4 and 5 respectively.

2.1 Context for the Clinical Guidance

2.1.1 Introduction

Castleman disease (CD) is a nonclonal lymphoproliferative disorder that can affect single lymph
node stations or, alternatively, can be generalized.* Multicentric Castleman disease (MCD) is a
rare lymphoproliferative disorder characterized by overproduction of IL-6 within the lymph
nodes, resulting in an angiofollicular hyperplasia and adenopathy. The epidemiology of MCD is
not well known due to the rarity of the disease. Ten year prevalence estimates in the U.S.
population are approximately 2.4 per million, translating to about 90 patients in Canada. 2

There are no established treatment protocols for MCD but options for treatment include any
appropriate systemic therapy including best supportive care such as CVP, CHOP, or tocilizumab.
Interleukin 6 (IL6) plays a pivotal role in the pathophysiology of CD. Human herpesvirus 8
(HHV8), which encodes a viral homolog of IL6, is the driving force in HIV-positive patients. The
role of HHV8 in HIV-negative CD is controversial. Historically, the prognosis of patients with
generalized or MCD has been thought to be poor. However, CD responds extremely well to
monoclonal antibodies directed at the IL6 receptor or IL6 itself, and in general, the long-term
outcome of HIV-negative CD is excellent. Important strides forward have also been made in the
management of HIV-positive CD.* Siltuximab is a chimeric (human-mouse) immunoglobulin G1k
monoclonal antibody against human interleukin 6.

2.1.2 Objectives and Scope of pCODR Review

The objective for this review is to evaluate the effectiveness and safety of siltuximab (Sylvant)
for the treatment of patients with multicentric Castleman’s disease (MCD) who are human
immunodeficiency virus (HIV)-negative and human herpes virus-8 (HHV-8)-negative.

2.1.3 Highlights of Evidence in the Systematic Review

This section describes highlights of evidence in the systematic review. Refer to section
2.2 for the clinical interpretation of this evidence and section 6 for more details of the
systematic review.
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Trial and Patient Characteristics

One randomized, double blind, placebo controlled trial met the eligibility criteria for this
review.! Two complementary publications were also used to report quality of life outcomes from
this study. The Van Rhee study examined best supportive care (BSC) and placebo versus
Siltuximab and BSC, in patients with MCD who were HIV and HHV-8 negative. Patients were
centrally randomized (2:1) using block randomisation procedure stratified by baseline
concomitant corticosteroid use. Details on eligibility criteria for inclusion into the study can be
found in Table 2 - Summary of Trial characteristics in Section 6.3.2.1. Of note, patients were
eligible if they had an Eastern Cooperative Oncology Group Performance Status (ECOG PS) score
of 0-2.

Siltuximab was administered as 11 mg/kg by 1 hour IV infusion, every 3 weeks which
represented one cycle and patients continued on treatment until treatment failure.

The primary endpoint for the study was a composite endpoint of durable tumour and
symptomatic response. Secondary endpoints included response, safety and quality of life.

Seventy nine patients were enrolled, and baseline characteristics were un-balanced with notable
differences between genders where 57% of patients were male in the treatment arm versus 85%
in the placebo arm. ECOG status levels were slightly different across arms where there was
higher number of patients with ECOG PS of 1 in the placebo arm, 62% versus 45%. There were
also a higher number of patients with ECOG PS of 3 in the siltuximab arm (13% versus 0%).
Differences were also noted for interleukin 6 concentration, c-reactive protein concentration
and erythrocyte sedimentation rate.

Efficacy

The composite endpoint of durable tumour and symptomatic response was found to be
statistically improved in the siltuximab treatment arm versus placebo. This was seen in 34% vs.
0% of patients in the siltuximab vs. placebo arms, respectively (p=0.0012). Tumour response,
both investigator assessed as well as independent review, and hemoglobin response were found
to have the same pattern of result with statistically improved responses found in the siltuximab
arm. One year survival rate was 100% vs. 92% in the siltuximab arm versus placebo arm,
respectively. Corticosteroid use was discontinued in 31% vs. 11% of patients in the siltuximab
versus placebo arm, respectively (p=0.3602).

Harms

The most commonly occurring (>10% difference between arms) all grades adverse events in the
siltuximab treatment group were pruritus, upper respiratory infection, fatigue, maculopapular
rash and localised oedema. Fatigue (5 vs. 1 patients) and night sweats (4 vs. 1 patients)were the
most frequently occurring grade >3 event with higher proportion occurring in the siltuximab
treatment arm. Anemia (xgrade 3) occurred more frequently in the placebo arm (1 vs. 3
patient). Overall adverse events were evenly balanced, when treatment time and population
size are considered. Among those in siltuximab arm, 6% withdrew due to serious adverse events
related to treatment, and no treatment related deaths were reported.

Quality of Life

Quality of life was evaluated using the Multicentric Castleman’s Disease Symptom Scale (MCD-
SS), the Functional Assessment of Chronic Iliness Therapy-Fatigue (FACIT-Fatigue) scale, and the
Short Form (SF)-36 at predetermined time points throughout the treatment period. MCD-SS is a
new patient reported outcome scale, that has only just been developed and initial testing has
been carried out. SF-36 and FACIT-Fatigue scales are commonly used and have been tested
extensively. The patients treated with siltuximab showed early and durable improvements in
symptoms compared with the patients in the placebo arm on both the MCD-SS (p=0.02) and
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FACIT-Fatigue scale (p=0.0364) when analyzed using a mixed-effects repeated measures model.
There was also positive change in SF-36 physical and mental component scores by an amount
that was close to one standard deviation from baseline which may indicate minimal clinical
importance. Statistically significant improvements were also seen in the SF-36 domains of role
physical, role emotional, vitality, bodily pain, and mental health for patients treated with
siltuximab. Analyses were conducted on the intention to treat population. Fatigue was a
frequently occurring adverse event in both arms with a larger proportion of patients
experiencing improvements in fatigue from the siltuximab arm (35% vs. 11%, p=0.0475). For
patients experiencing fatigue, a larger proportion had more severe fatigue in the siltuximab arm
(9% vs. 4%). Based upon methods that use standard deviation to extrapolate an important
difference, there is a clinically important change in the FACIT-Fatigue scale as an increase of
greater than three points from baseline to end was observed, in the siltuximab arm while a
clinically meaningful decrease in Fatigue was seen in the placebo arm.

Limitations and Bias

There were many limitations in the Van Rhee et al 2014 study including: patient characteristics
that were not well balanced, the use of a primary endpoint that has not been validated, and a
study population size that is very small; all leading to considerable uncertainty regarding the
study results.

2.1.4 Comparison with Other Literature

Development and testing of the Multicentric Castleman’s Disease Symptom Scale (MCD-SS)
One poster presentation was included in submission documents provided by the manufacturer.®
This poster summarized the development and testing of the Multicentric Castleman’s Disease
Symptom Scale (MCD-SS) which is a new measure for quality of life in patients with MCD. The
MCD-SS are categorized into domains where reduction in scores over time indicates
improvement. The domains are: Fatigue (tiredness, fatigue, lack of energy, feeling weak),
Rash/Itching (sores/rash on skin, itch), and Sweats (night sweats, daytime sweats). Remaining
symptoms were not categorised.

Results from the poster indicated that test re-test correlation exceeded the accepted thresholds
of 0.70 for the domains of fatigue and sweats. The results also correlated with ECOG PS scale
patterns in which patients with the lowest MCD-SS scores correlated with lower ECOG PS and
increased with higher ECOG PS. Convergent validity with SF-36 and correlation with FACIT-F
also demonstrated positive results for MCD-SS validity. It was also reported that patients saw
early improvements in fatigue when treated with Siltuximab, p=0.02, with the improvements
lasting throughout the study period. While a correlation was seen with validated scales there
was no description of how testing was conducted, sample sizes were small and the results were
presented without any presentation of methods. Comparative testing was not declared as an
objective within this presentation.

Minimal clinically important difference (MID/CID) For FACIT-F and SF-36 Quality of life Scales
Following a request by the pCODR Review team, materials were submitted for review by the
manufacturer to help understand clinically importance/significance differences in the FACIT-
Fatigue and SF-36 quality of life measures in Cancer. Among the provided information, a meta-
analysis in various cancer sites that analysed the association between distribution
characteristics, standard deviation (SD), and clinically important change was provided.®
Potential limitations were identified in this analysis. While the meta-analysis included the SF-36
and FACIT scales, it did not include the associated fatigue subscales. This analysis was also from
the patient perspective meaning results are not informed by clinical information which limits
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the ability to make a decision about “clinically important changes” Additionally, weakness in the
analysis arise from the heterogeneity of cancer sites and the potential for unique symptoms
being associated with the different diseases, heterogeneity of treatments used and subjectivity
of quality of life reporting.

Based on the findings of this analysis, 0.5 SD is consistent with a minimal clinically important
difference. As noted above there are limitations regarding the use of this method, and these
have been described. Using this concept that 0.5 SD, or 1 standard error of measurement in
baseline score change in quality of life scale creates a minimal important difference, a numeric
value of change can be determined for different scales.” Results from this analysis showed that
a 0.5 SD change translated into a change of 3 or more whole units when applied to the FACIT-
fatigue scale. Based upon information submitted there was no similar analysis conducted on
changes in SF-36 scores.

2.1.5 Summary of Supplemental Questions

No supplemental questions were addressed in this review

2.1.6 Other Considerations

See Section 4 and Section 5 for a complete summary of patient advocacy group input and
Provincial Advisory Group (PAG) Input, respectively.

Patient Advocacy Group Input

From a patient perspective, MCD impacts not only the patient but the entire family.
Respondents spoke about the devastating and debilitating impact on their lives. Specifically,
respondents indicated that when the disease was most active, patients were unable to work, go
to school, or to participate in any regular activities. As a result of debilitating symptoms (e.g.,
fatigue, lack of appetite, Gl issues, and pain), CORD indicated that patients are often reliant on
caregivers for care as well as emotional support. Because the disease is so rare, there are
limited treatments for patients with MCD. While respondents understand that siltuximab is not
a cure and not every patient in the clinical trials had experienced success with the treatment,
respondents expect that the treatment will result in time free of tumour growth, regaining in
energy levels, and return to “near normal” life for up to four years. All respondents recognize
the burden of getting injections on a regular basis but they feel this would be an acceptable
trade-off if the therapy manages to keep their tumour growth in check and relieves the other
symptoms and allows them to get back their lives. Of the nine respondents who have
experienced with siltuximab, about half of the respondents reported they experienced benefits
after the first injection. At the same time, almost all respondents reported at least some
adverse effects, including fatigue, Gl issues (e.g., diarrhea, stomach ache, nausea), and
respiratory infections (e.g., congestion, cough, shortness of breath); however, these
respondents were able to manage the effects with other supportive therapy. The greatest
challenge reported by those on this therapy is the need to go to a health care facility for
injection every 3 weeks. Respondents whose symptoms have subsided report the temptation to
“skip” treatments or to prolong the interval between treatments. Most respondents report a
“reoccurrence” of symptoms (e.g., fatigue, malaise, fever) when they delayed use, prompting
them to “improve adherence.”
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PAG Input

Input on the siltuximab review was obtained from seven of the nine provinces (Ministries of
Health and/or cancer agencies) participating in pCODR. From a PAG perspective, an enabler to
implementation is that siltuximab is a new targeted treatment option for a subgroup of patients
with MCD.

In addition to the high cost of siltuximab, barriers to implementation include additional
resources associated required to regularly monitor for serious adverse events, pharmacy
preparation time and administration time. PAG also noted implementation of siltuximab would
depend on how each province organizes care for patients with MCD and what program they each
would deliver treatments for MCD under, which is variable.

2.2 Interpretation and Guidance

Burden of Iliness and Need

Multicentric Castleman’s disease (MCD) is a rare lymphoproliferative disorder characterized by
overproduction of IL-6 within the lymph nodes, resulting in an angiofollicular hyperplasia and
adenopathy. Patients are often symptomatic with fevers, drenching sweats, weight loss and
fatigue. Pleural effusions, edema, and ascites can also occur. The more aggressive subtypes of
this disorder have a 3 year survival of only 45%8. Due to the rarity of this disorder, the burden of
disease in Canada is not clear. However, based on US estimates, the 10 year prevalence of MCD
is 2.4 cases per million?, which could be extrapolated to less than 90 cases in Canada.

Evidence for treating MCD is limited due to the heterogeneity of this disorder, as well as the low
incidence. Consequently, trials have been limited to case reports or small case series. Further
complicating matters, there are no consistent outcome measures uniformly applied to this
population, confounding interpretation of data. High dose steroid therapy and multi-agent
chemotherapy have been tried, but there is no clear standard of care for HIV negative, HHV-8
negative MCD.

The only phase 11l study in HIV negative, HHV8 negative MCD compared siltuximab, an IL-6
inhibitor, to supportive care!. Although there are limitations to this study, a phase Ill trial in
such a rare disorder is worth acknowledging as a new benchmark for future research. Also, using
a novel endpoint combining radiographic response, and sustained clinical benefit takes into
account the waxing and waning of symptoms that can occur in the natural history of this
disorder. While rigorous validation has not been completed, this may be used as a standardized
endpoint for future studies.

Effectiveness
Primary Endpoint—Durable tumour and symptomatic response:

The primary endpoint for this study combined both radiologic findings and symptomatic
improvement sustained for greater than 18 weeks. The results favoured siltuximab with a 34%
response compared to 0% in the control group (p=0.0004). While this unique endpoint combines
an objective radiologic response, and symptomatic improvement to create a clinically relevant
measurement, rigorous validation of this endpoint has not been completed. The requirement of
a sustained response takes into account the fluctuating symptoms that can occur in this disease
to minimize the confounding effects of this normal disease variation. The results support that
siltuximab may be an effective and clinically relevant therapy for MCD.

pCODR Final Clinical Guidance Report - Siltuximab for Multicentric Castleman’s Disease
PERC Meeting: May 21, 2015; Early Conversion: June 22, 2015
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The median time to tumour response was 155 days, and the time to durable symptomatic
response was 170 days suggesting a prolonged course of therapy for approximately 6 months may
be necessary in order to achieve this primary endpoint. The optimal duration of therapy has not
been defined, and patients with ongoing response remained on therapy until treatment failure.
No long-term data were available around the median time to treatment failure for responding
patients.

Other outcome measures include tumour response which favours siltuximab, but its clinical
relevance is unclear since it does not factor in symptomatic improvement for patients.
Similarly, hemoglobin response favours siltuximab, but this is confounded by discrepancies in
randomization and small number of subjects making it difficult to firmly establish a clinically
relevant result.

Overall Survival (0S):

Overall survival was a secondary endpoint of this study. However, due to immature data, and
small sample size, no conclusions can be drawn with respect to the impact of siltuximab on this
outcome measure. Also, crossover was allowed after progression in the supportive care arm,
and this will likely confound future analysis of survival results. There is insufficient evidence to
use the response rate demonstrated in this trial as a surrogate marker for survival.

Quality of life analysis:

Compared to placebo, siltuximab-treated patients demonstrated an improvement in several
quality of life domains across multiple patient-reported outcome surveys®. The MCD-SS showed
overall trend in improvement over time as well, based on a predetermined threshold of change
(p=0.0515). It should be noted that the MCD-SS is a new scale created for the purposes of this
trial and has not been validated. The SF-36 showed significant changes in five out of eight
domains--physical, pain, vitality, and mental health scores. Although there is improvement in
these quality of life scores, it is unclear whether the degree of change is important. At
baseline, the majority of respondents reported their symptoms as mild. Consequently,
determining whether the changes in these QOL domains led to a clinically meaningful
improvement is unknown. Incorporating the feedb