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iMCD: A Life-threatening
Lymphoproliferative Disorder
Characterized by a Relentless
Cytokine Storm

The only FDA-approved therapy for the treatment of patients with MCD who 
are negative for HIV and HHV-8.1

Limitations of use: SYLVANT® was not studied in patients with MCD who 
are HIV positive or HHV-8 positive because SYLVANT did not bind to virally 
produced IL-6 in a nonclinical study.1

Please see Important Safety Information and Full Prescribing Information.

Abbreviations: FDA, US Food and Drug Administration; HHV-8, human herpesvirus 8; HIV, human immunodeficiency virus; 
IL-6, interleukin-6; iMCD, idiopathic multicentric Castleman disease; MCD, multicentric Castleman disease.



Welcome

Dear Valued Healthcare Provider,

You may recently have diagnosed a patient with idiopathic multicentric Castleman disease (iMCD), and we at 
EUSA Pharma are here to help you make an informed decision about treatment options. If you are looking for 
an FDA-approved treatment for your patients with iMCD, you may want to consider SYLVANT® (siltuximab).

Please review the welcome kit to learn more about SYLVANT:

• Treatment Guidelines for iMCD: The National Comprehensive Cancer Network® (NCCN®) and the Castleman 
Disease Collaborative Network (CDCN) recommend SYLVANT for the treatment of iMCD 

• A Guide to Administering SYLVANT: Details about storage, dosing, preparation and administration, and safety  

• Patient Connect Brochures: Information that can help you (green brochure) start your patients on SYLVANT 
and help your patients get access to treatment, financial assistance, and more 

• ACCELERATE Registry Card: An opportunity for your patients to join a research study conducted by the 
CDCN that is designed to help physicians and researchers better understand Castleman disease and 
improve treatment

One of our Key Account Managers will be contacting you soon to answer any questions you might have about 
SYLVANT so you can help your patients get the treatment they deserve. Please expect an email from us, and   
feel free to reach out with questions at that time.
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Please see Indication and Limitations of Use, Important Safety Information, and Full Prescribing Information for SYLVANT on page 24.
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34% previously 
achieving the 
primary end point

CDCN recommends 
the frontline use  
of SYLVANT in 
treating iMCD.3 

NCCN also supports 
the use of SYLVANT.2 

Number of minor criteria met

Durable Tumor and Symptomatic Response 
(Independent Review)1,4,a

SYLVANT + BSCa 
(n=53)

34%
34% of patients receiving  
SYLVANT along with best 
supportive care (BSC) 
achieved the primary  
end point, versus 0% of  
those on placebo and BSC. 

Using Fisher’s exact test, those who met at least 2 minor criteria were significantly more likely to respond to SYLVANT than those who did not meet 2 minor criteria (P=0.0003).5

SYLVANT® (siltuximab): A targeted therapy that’s preferred for the 
treatment of iMCD

Significant improvement when at least 2 criteria are met 

Abbreviations: BSC, best supportive care; HHV-8, human herpesvirus 8; HIV, human immunodeficiency virus; MCD, multicentric Castleman disease.
a All patients received BSC, which included management of effusions, use of antipyretic, antipruritic, antihistamine, and pain drugs, management of infections and transfusions, and standard management of infusion-related 

reactions, as specified in institutional guidelines.4

CDCN diagnostic criteria were retrospectively 
applied to the SYLVANT study5 
to analyze durable tumor and symptomatic response, the 
primary end point from the phase 2 study

Siltuximab (SYLVANT) is recommended by the National 
Comprehensive Cancer Network® (NCCN®) as a preferred 
treatment option for idiopathic multicentric Castleman 
disease (iMCD) for plasmacytic/mixed histology.2 

Siltuximab continues to be the first-line therapy 
recommended by the Castleman Disease Collaborative 
Network (CDCN) guidelines with Category 1 evidence, 
regardless of histopathologic subtype.3

STUDY DESIGN
The phase 2 trial was a randomized, double-blind, placebo-controlled study 
conducted at 38 hospitals in 19 countries worldwide. The study included 
79 patients with HIV-negative and HHV-8–negative MCD who underwent 
a 2:1 randomization to receive SYLVANT + BSC (n=53) or placebo + BSC 
(n=26). Efficacy was assessed until 48 weeks after the last patient began 
study treatment, which was approximately 3 years of follow-up. The primary 
end point measured percentage of patients achieving a durable tumor and 
symptomatic response. Key secondary end points included tumor response 
rate, median time to treatment failure, and number of patients who achieved 
≥1.5 g/dL increase in hemoglobin.4
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The only FDA-approved therapy for the treatment of patients with MCD who are 
negative for HIV and HHV-8.1

Limitations of use: SYLVANT was not studied in patients with MCD who are HIV 
positive or HHV-8 positive because SYLVANT did not bind to virally produced IL-6 
in a nonclinical study.1

Please see Important Safety Information and Full Prescribing Information.

Abbreviations: CDCN, Castleman Disease Collaborative Network; FDA, US Food and Drug Administration; HHV-8, human 
herpesvirus 8; HIV, human immunodeficiency virus; IL-6, interleukin-6; iMCD, idiopathic multicentric Castleman disease; MCD, 
multicentric Castleman disease; NCCN, National Comprehensive Cancer Network.

NCCN 
Guidelines®2

CDCN 
Treatment Guidelines3

To access the clinical 
guidelines, visit:

To access the treatment 
guidelines, visit:

http://promail.nicelines.com/v5fmsnet/OeCart/
OEFrame.asp?Action=NEWORDER&cme
nunodseq=&FromFav=&PmSe
ss1=3512&pos=NCCN01&v=9

https://ashpublications.org/blood/article-
lookup/doi/10.1182/blood-2018-07-862334

SYLVANT® (siltuximab): A Targeted 
Therapy That’s PREFERRED for the 
Treatment of iMCD

http://promail.nicelines.com/v5fmsnet/OeCart/OEFrame.asp?Action=NEWORDER&cmenunodseq=&FromFav=&PmSess1=395&pos=NCCN01&v=9
https://ashpublications.org/blood/article/132/20/2115/39506/International-evidence-based-consensus-treatment


Abbreviations: C/A/P, chest-abdomen-pelvis; CT, computed tomography; DLBCL, diffuse large B-cell lymphoma; HHV-8, human herpesvirus 8; HIV, human immunodeficiency virus; IL-6, interleukin-6; iMCD, idiopathic multicentric 
Castleman disease; mAb, monoclonal antibody; MCD, multicentric Castleman disease; NCCN, National Comprehensive Cancer Network; PET, positron emission tomography.

a See Criteria for Active Disease (CD-A) in the NCCN Guidelines® for more information; b See Diagnostic Criteria for Idiopathic MCD (CD-B) in the NCCN Guidelines for more information; c Patients with hyaline vascular histology 
do not benefit from siltuximab; d Response assessment using the imaging modalities performed during workup (C/A/P CT with contrast or PET/CT); e Encourage biopsy to rule out transformation to DLBCL or concomitant 
development of other malignancies or opportunistic infections; f Rituximab ± prednisone may repeat without limit if progression ≥6 months after completion of rituximab.

NCCN Guidelines®

Updates in Version 1.2020 of the NCCN Clinical Practice Guidelines in Oncology (NCCN Guidelines®) for B-Cell 
Lymphomas include new recommendations for the management of patients with iMCD.2

Treat with alternate 
primary treatment 
before moving on 
to treatment for 

refractory diseasef

MCD
(criteria for 

active disease 
present but no 
organ failure)a

Primary Treatment Relapsed Disease

• Rituximab ± prednisone

Siltuximab (for 
plasmacytic/mixed 

histology)c

If siltuximab, 
continue until 
progression

If rituximab, 
observe and retreat 

at progression

HIV-1(-)
HHV-8(-)

(idiopathic MCD)b

Relapsed 
diseasee

• Thalomide, 
cyclophosphamid, 

prednisone (for hyaline 
vascular histology) 

PREFERRED

OTHER RECOMMENDED

No responsed

Responsed
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CDCN Treatment Guidelines
The Castleman Disease Collaborative Network (CDCN), the same group that published the first ever consensus 
diagnostic criteria, has developed formal guidelines for the treatment of iMCD.3

METHODOLOGY
In 2018, a working group of 42 international experts established the first ever evidence-based consensus treatment guidelines for iMCD based on a review of 344 cases and expert opinion.

The treatment guidelines include recommendations for uses of products and treatment regimens that are not FDA approved. There are no head-to-head studies that have 
compared the treatment regimens described in the treatment guidelines. EUSA Pharma does not endorse the use of any product in an off-label manner.

Management of iMCDa

Nonsevere Severe

Siltuximab ± Steroids

Siltuximab ± Steroids
Continued Therapy

Tocilizumab ± Steroids

Tocilizumab ± Steroids

Tocilizumab + HD Steroids

Siltuximab + HD Steroids

Siltuximab ± Steroids

(1 week, daily assessment)

Continued Therapy

Tocilizumab ± Steroids

Rituximab ± Steroidsb

Category 1 Evidence
Category 2A Evidence
Category 2B Evidence

Seek Expert Advice/
Consider

Immunomodulatory
Agentc

Inadequate
Response

Inadequate
Response

Inadequate
Response

Continued
Immunomodulatory

Agent ± Steroids 

PR/CR

PR/CR PR/CR

Rituximab + Steroids
± Immunomodulatory Agent

Individualized
Further Therapy

Combination
Chemotherapyd

x1 cycle

Refer to
Center of

Excellence
or Consult
CD Expert

a Patients with iMCD should be stratified for disease severity per the figure on the adjacent page. Siltuximab is recommended as frontline therapy for patients with nonsevere iMCD. Tocilizumab can be used if siltuximab is not available or 
approved. Steroids are useful adjunctive therapy, and the dose can be tailored according to the severity of the disease. For patients responding to anti–IL-6 mAb therapy, treatment should be continued indefinitely; b For patients with mild 
symptomatology, a limited course of rituximab is an alternative option. Patients not responding to anti–IL-6 mAb therapy should be considered for rituximab-based therapy + steroids ± immunomodulatory/immunosuppressive agents; c 

Immunomodulatory/immunosuppressive agents for second- or third-line therapy include thalidomide, cyclosporine A, sirolimus, anakinra, or bortezomib, but consulting with an expert is recommended at this stage. Severe iMCD must be 
closely monitored, as life-threatening events may occur in this population. Severely ill patients should be treated with siltuximab and high-dose steroids, but if no clear response occurs within 1 week (or if status worsens at any time), then 
combination chemotherapy should be considered. When possible, expert advice should be sought to identify the most appropriate therapy for a given patient. Further therapy is best individualized; d Examples of chemotherapy include 
R-CHOP (rituximab, cyclophosphamide, doxorubicin, vincristine, prednisone), R-VDT-PACE (rituximab, bortezomib, dexamethasone, thalidomide, cisplatin, doxorubicin, cyclophosphamide, etoposide), or etoposide/cyclophosphamide/
rituximab. Siltuximab is the preferred anti–IL-6 therapy. However, in countries where siltuximab is not available or approved, tocilizumab can be used instead.

Abbreviations: CD, Castleman disease; CR, complete response; FDA, US Food and Drug Administration; HD, high-dose; iMCD, idiopathic multicentric Castleman disease; PR, partial response. 

Please see Important Safety Information and Full Prescribing Information.
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Evidence Categories Defined

Category 1

Based upon high-
level evidence,  
there is uniform 
CDCN consensus 
that the intervention 
is appropriate

Category 2A

Based upon lower-
level evidence,    
there is uniform 
CDCN consensus 
that the intervention 
is appropriate

Category 2B

Based upon lower-
level evidence, there  
is CDCN consensus 
that the intervention 
is appropriate
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A Guide to Administering 
SYLVANT® (siltuximab)

The only FDA-approved therapy for the treatment 
of patients with multicentric Castleman disease 
(MCD) who are human immunodeficiency virus (HIV) 
negative and human herpesvirus-8 (HHV-8) negative.1

Limitations of use: SYLVANT was not studied in 
patients with MCD who are HIV positive or HHV-
8 positive because SYLVANT did not bind to virally 
produced interleukin-6 (IL-6) in a nonclinical study.1

Please see Important Safety Information 
and Full Prescribing Information.



Dosing1

• 11 mg/kg administered over 1 hour by intravenous infusion, 
every 3 weeks until treatment failure

SYLVANT® Dosing Guidelines 
Preadministration laboratory tests1

• Hematology laboratory tests should be performed prior to each  
dose of SYLVANT therapy for the first 12 months and every      
3 dosing cycles thereafter

• If the treatment criteria in the table below are not met, consider 
delaying treatment; do not reduce dose

Laboratory 
parameter

Requirements 
before first 
SYLVANT 

administration

Re-treatment 
criteria

Absolute 
neutrophil count

≥1.0 x 109/L ≥1.0 x 109/L

Platelet count ≥75 x 109/L ≥50 x 109/L

Hemoglobina <17 g/dL <17 g/dL

a SYLVANT may increase hemoglobin levels in patients with MCD.

Do not administer SYLVANT to patients with severe infections until 
the infection clears.

 1 hour every
3 weeks

11 mg/kg administered over 1 hour by intravenous 
infusion, every 3 weeks until treatment failure

Dosing

Please see Important Safety Information and Full Prescribing Information.
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Preinfusion Patient Counseling
Advise patients to read the FDA-approved patient labeling (Patient Information)

Inform patients of the following risks1:

Pregnancy
Advise patients of childbearing potential to avoid pregnancy, including instructions about the importance of 
using contraception during treatment and for 3 months after SYLVANT therapy.

Other Medical Conditions
Advise patients to report any signs of new or worsening medical conditions.

Allergic Reactions 
Advise patients to seek immediate medical attention if they experience any symptoms of serious allergic 
reactions during the infusion of SYLVANT. Signs may include difficulty breathing, chest tightness, wheezing, 
severe dizziness or light-headedness, swelling of the lips, or skin rash.

Vaccinations
Inform patients that they should discuss the recommended vaccinations with their doctor prior to treatment 
with SYLVANT.

Infections
Inform patients that SYLVANT® may lower their resistance to infections. Advise patients on the importance 
of contacting their doctor immediately when symptoms suggesting infection appear, in order to ensure rapid 
evaluation and appropriate treatment.

Please see Important Safety Information and Full Prescribing Information.
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How SYLVANT® Is Supplied  and Stored 

Storage1

Supplied1

SYLVANT is supplied as a sterile, white, preservative-
free, lyophilized powder in single-dose vials

Must be refrigerated  
at 2°C to 8°C  

(36°F to 46°F)

Each SYLVANT vial is individually packaged in a carton:

One 100-mg vial 
or

One 400-mg vial

Protect from light (keep in 
the original carton)

Do not freeze Discard beyond 
the expiration date located 
on the carton and the vial
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Strength 100-mg vial 400-mg vial

Amount of Sterile Water for Injection, 
USP required for reconstitution 5.2 mL 20 mL

Post-reconstitution concentration 20 mg/mL 20 mg/mL

Instructions for Preparation and Administration

SYLVANT® uses weight-based 
dosing (11 mg/kg)1 

Use aseptic technique for 
reconstitution and preparation of 
dosing solution1

Parenteral drug products should be 
inspected visually for particulate 
matter and discoloration prior to 
administration, whenever solution and 
container permit1

Please see Important Safety Information and Full Prescribing Information.

Preparation and Storage of the Dilute Solution1

• Calculate the dose (mg), total volume (mL) of reconstituted SYLVANT® solution required and the number  of vials needed 

 A 21-gauge, 1½-inch needle is recommended for preparation

 Infusion bags (250 mL) must contain Dextrose 5% in Water and must be made of polyvinyl chloride (PVC), polyolefin (PO), 
polypropylene (PP), or polyethylene (PE)

 Alternatively, PE bottles may be used

• Allow the vial(s) of SYLVANT to come to room temperature over approximately 30 minutes. SYLVANT should remain at room temperature 
for the duration of the preparation

• Aseptically reconstitute each SYLVANT vial as instructed in the table below



Reconstitution of SYLVANT®1

 Gently swirl the reconstituted vials to aid the dissolution of the lyophilized powder 

 DO NOT SHAKE or SWIRL VIGOROUSLY 

 Do not remove the contents until all of the solids have been completely dissolved

 The lyophilized powder should dissolve in less than 60 minutes

• Once reconstituted, and prior to further dilution, inspect the vials for particulates and discoloration. Do not use if particles or solution 
discoloration are present or if visibly opaque. The reconstituted product should be kept for no more than 2 hours prior to addition into the 
infusion bag

• Dilute the reconstituted SYLVANT solution dose in the infusion bag

 Slowly add the total calculated volume (mL) of reconstituted SYLVANT solution to the Dextrose 5% in Water infusion bag

 Gently invert the bag to mix the solution

Administration1

• SYLVANT is given over 1 hour by infusion 

• Use administration sets lined with polyvinyl chloride (PVC), polyurethane (PU), or polyethylene (PE), containing a 0.2-micron inline 
polyethersulfone (PES) filter

  The infusion should be completed within 4 hours of reconstitution 

• Do not infuse SYLVANT concomitantly in the same intravenous line with other agents

• SYLVANT does not contain preservatives. Do not store any unused portion of the reconstituted product or of the infusion solution. Waste 
material should be disposed of in accordance with local requirements. SYLVANT is intended for single use
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Adverse Event

Skin disorders
Rash (rash, rash generalized, rash 
maculopapular, rash papular, and rash pruritic)
Pruritus
Skin hyperpigmentation
Eczema
Psoriasis
Dry skin

Infections
Lower respiratory tract
Upper respiratory tract

Blood and lymphatic system disorders
Thrombocytopenia

General disorders
Edema (general and localized)

Gastrointestinal disorders
Constipation

Metabolism
Hypertriglyceridemia
Hypercholesterolemia
Hyperuricemia

Respiratory, thoracic, and   
mediastinal disorders
Oropharyngeal pain

Renal and urinary disorders
Renal impairment

Nervous system disorders
Headache

Investigations
Weight increased
Vascular disorders
Hypotension

SYLVANT + BSCb (N=53)     Placebo + BSCb (N=26)

All Grades Grades 3-4 All Grades Grades 3-4

15 (28%) 1 (2%) 3 (12%) 0

15 (28%) 0 2 (8%) 0
2 (4%) 0 0 0
2 (4%) 0 0 0
2 (4%) 0 0 0
2 (4%) 0 0 0

4 (8%)
14 (26%)

2 (4%)
1 (2%)

1 (4%)
4 (15%)

1 (4%)
1 (4%)

5 (9%) 2 (4%) 1 (4%) 1 (4%)

14 (26%) 4 (8%) 7 (27%) 0

4 (8%) 0 1 (4%) 0

4 (8%) 0 0 0
2 (4%) 0 0 0

6 (11%) 1 (2%) 0 0

4 (8%) 0 1 (4%) 0

4 (8%) 0 0 0

4 (8%) 0 1 (4%) 0

10 (19%) 1 (2%) 0 0

2 (4%) 1 (2%)c 0 0

Per-Patient Incidence of Common Adverse Reactions in the Pivotal Trial During Initial 8 Infusions1,4,a

Safety & Tolerability
Serious adverse events were similar between SYLVANT® and placebo.1,4

a To control for disparate exposure between arms, this table 
reports the per-patient incidence of adverse reactions that 
occured during the first 8 infusions.1

b  All patients received best supportive care (BSC), which included 
management of effusions, use of antipyretic, antipruritic, 
antihistamine, and pain drugs, management of infections and 
transfusions, and standard management of infusion-related 
reactions, as specified in institutional guidelines.4

c Anaphylactic reaction.1,4
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Most common     
adverse events  

occurring in >10% of patients in any 
group included1:

>10%
OF PATIENTS

  Rash  
  Pruritus 
  Upper respiratory tract infections  
  Edema 
  Hyperuricemia  
  Weight gain 

 6%
OF PATIENTS

Six percent of patients had 
serious adverse events 
related to SYLVANT, 
including lower respiratory 
tract infections.4



Anaphylaxis and Infusion-Related Reactions1

• Approximately 945 patients have been treated with SYLVANT®; of these, one patient experienced an anaphylactic reaction

• In an evaluation of patients exposed to SYLVANT (N=254), infusion-related reactions were reported in 5.1% of patients

• If a patient has an infusion-related or allergic reaction while receiving SYLVANT, you may stop the infusion and treat the reaction. If it is a 
severe infusion-related or allergic reaction, you may stop the treatment completely

• Instruct patients to report any of the following symptoms experienced during or after the infusion of SYLVANT: 

  Back pain

  Chest pain or tightness

  Nausea or vomiting

  Flushing

  Redness

  Irregular heart beat (palpitations) 

  Trouble breathing

  Wheezing

  Dizziness or light-headedness

  Swelling of the lips

  Skin rash

  Headache

  Itching
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• This study is a prespecified, open-label extension analysis of the phase 1 and phase 2 SYLVANT® 
trials, enrolling 60 patients with histologically confirmed idiopathic multicentric Castleman 
disease (iMCD) who completed the previous trials without disease progression on SYLVANT6 

• SYLVANT was well tolerated, with no evidence of cumulative toxicity within 6 years6

• Durable disease control recorded in 70% of patients treated with SYLVANT for up to 6 years6

• The most common adverse events (≥ grade 3) were as follows6: 

   Hypertension (13%)

   Fatigue (8%)

   Nausea (7%)

   Neutropenia (7%)

       Vomiting (5%)

• Only 2 of 60 patients (3%) discontinued due to either adverse events or disease progression6

• No deaths were reported during the 6-year period6

Median treatment duration of 5.5 years (range, 0.8 to 10.8 years)1,6

Please see Important Safety Information and Full Prescribing Information.

STUDY DESIGN
This long-term safety study was a prespecified, open-label extension analysis of 60 patients who had previously completed either the phase 1 dose-finding study (NCT00412321) or the phase 2 
placebo-controlled study (NCT01024036), with stable or improved disease. Except for 2 patients with unresectable unicentric disease included in the phase 1 trial, all patients had histologically 
confirmed, measurable, and symptomatic iMCD. All histological variants of iMCD were permitted. Only patients who had completed one of the preceding trials without progressive disease were 
permitted. The data cutoff for this trial was 6 years after the start of enrollment.6

a Median follow-up time.
b Some of these patients discontinued before the 6-year data cutoff point.

Clinical Safety and Activity Have Been Studied in 
Patients for Over 10 Years1,a

97% of patients maintained or achieved disease control at their last on-study assessment6,b



Im
portant Safety 
Inform

ation
Targeted 
Therapy

Dosing, A
dm

in, 
and Safety

A
C

C
ELERATE 

Registry
Prescribing 
Inform

ation
Patient 

Connect
Treatm

ent
W

elcom
e

H
om

e

Dosing and Preinfusion
Storage and H

andling
Prep and A

dm
inistration

Safety and Tolerability
Long-term

 Safety
Sum

m
ary

Important Things to Remember While Administering SYLVANT®

SYLVANT doses must be refrigerated
SYLVANT must be kept at 2°C to 8°C in the original carton and is given every 3 weeks until treatment failure.

Inform patients of risks
Patients should be informed about the risks involved with SYLVANT treatment and advised to read the FDA-
approved label.

Check each vial carefully
Inspect each vial of lyophilized siltuximab powder before use, and reconstitute SYLVANT as described in the 
packaging information.

Check the preparation guidelines
Follow every step before administering SYLVANT.

Check whether the treatment criteria are met, and inquire about the patient’s previous allergic reactions.

Conduct a preadministration lab test

Abbreviation: FDA, US Food and Drug Administration.



Im
portant Safety 
Inform

ation
Targeted 
Therapy

Dosing, A
dm

in, 
and Safety

A
C

C
ELERATE 

Registry
Prescribing 
Inform

ation
Patient 

Connect
Treatm

ent
W

elcom
e

H
om

e

YOUR PATIENT ’ S 
JOURNEY STARTS HERE
www.eusapatientconnect.com

http://www.eusapatientconnect.com


GENERAL INQUIRIES
Directing you to the right people to help you get answers.

NAVIGATING THE INSURANCE PROCESS
Working with healthcare teams and insurance companies to help your patients get coverage:

 ▶ Benefits Investigation: Providing support for the verification of enrollee pharmacy and      
medical benefits: 

 ̵ Determination of patient eligibility
 ̵ Product coverage for eligible patients
 ̵ Product-specific prior authorization requirements

 ▶ Prior Authorization (PA) Resources:  
Supplying forms and materials that may assist with submitting information to the payer

 ̵ Your included office staff will be solely responsible for the content of any PAs and for    
submitting information*

 ▶ Appeals Support: The Appeals Support program provides generalized assistance and support      
to healthcare providers and patients in connection with first-level appeals

PATIENT ADHERENCE SUPPORT
Helping your patients set up reminders about their upcoming appointments so they do not miss 
scheduled treatments.

*  All supportive tasks and materials provided in connection with the PA process shall be conducted in compliance with EUSA’s applicable Standard 
Operating Procedures (SOPs), as approved by EUSA.

WHAT CAN PATIENT CONNECT DO?
After prescribing a EUSA treatment and having enrolled with Patient Connect, our experts can help you 
and your patients take the next steps. Here are some of the services provided by Patient Connect.
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G E T T I N G  S TA R T E D

Patient Connect is here to help your patients get the medication they need and to make it more 
affordable for those who qualify. Just call us on our toll-free number: 1-855-299-8844, and one of 
our dedicated associates will walk you through the enrollment process.

Once you complete the form, we will help your patients in determining their eligibility. If eligible, 
they will have access to various services offered by EUSA Pharma. 

Co-pay 
Program

Patient Assistance 
Program (PAP)
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PATIENT CONNECT  
CO-PAY PROGRAM

EUSA Patient Connect Co-pay benefits are available to individuals who are currently using private   
or commercial insurance to cover a portion of their medication costs for their prescribed EUSA    
Pharma medication. 

 ▶ There are no income requirements to sign up for this program 

 ▶ This program is not available to individuals who use any state or federal government-subsidized 
healthcare program to cover a portion of medication costs, such as Medicare, Medicaid, TRICARE, 
Department of Defense, or Veterans Administration

 ▶ Patients must confirm that they will not seek reimbursement from any of the above-mentioned 
programs or from pharmaceutical patient assistance foundations and accounts such as a Flexible 
Spending Account (FSA), Health Savings Account (HSA), or Health Reimbursement Account (HRA)

Independent co-pay assistance foundations have their own rules for eligibility. We have no control over these independent foundations and can only 
refer patients to a foundation that supports their disease state. We do not endorse any particular foundation.

TREATMENT NOT FULLY COVERED?
Patient Connect provides additional support to help patients get financial aid to pay for their medication. 

$5                ELIGIBLE PATIENTS PAY  
$5 PER INFUSION

$26,000 maximum program benefit per calendar 
year. Visit www.eusapatientconnect.com for full 
eligibility requirements.
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PATIENT CONNECT  
PATIENT ASSISTANCE PROGRAM

EUSA Patient Connect Patient Assistance Program (PAP) provides medication at no cost to eligible 
patients. In order to qualify for Patient Connect PAP, your patients must meet certain financial and 
insurance eligibility criteria:

 ▶ They applied for the following financial programs that help patients, but were denied:

 ̵ The Co-pay Program for eligible, commercially insured patients

 ̵ Assistance from third-party charitable foundations to help cover deductibles, coinsurance, and 
co-pays for eligible, government-insured patients —or there have been no foundations with 
applicable funds accepting applications

 ▶ They have Medicare and applied for Medicare Extra Help (low-income subsidy) to support their 
Medicare Part D prescription drug coverage premium, but were denied the assistance

Our distribution centers are strategically located across America so that we can deliver 
medications to any city within 24 hours.

THE EUSA PHARMA DISTRIBUTION NETWORK
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HELPING YOU AT EVERY STEP 
Our experts can help your patients navigate access to their treatment and help evaluate 
financial aid options if their insurance does not provide coverage. Just call us on our toll-
free number: 1-855-299-8844

GET IN TOUCH WITH US

www.eusapatientconnect.com
1-855-299-8844  
Fax: 1-888-223-1746

EUSA Patient Connect
6931 Arlington Road, Suite 308
Bethesda, MD 20814

http://www.eusapatientconnect.com
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UNITED TO FIGHT 
CASTLEMAN DISEASE

Learn more about ACCELERATE by visiting 
the link below. We hope that you’ll consider 
signing up for the registry and become a part 
of this initiative.

ACCELERATE is a registry by University of Pennsylvania that 
collects medical data about people suffering from Castleman disease. 
The information is then shared with researchers and doctors, who 
study the data and uncover patterns found in patients, with the 
goal of improving treatments and treatment plans. The Castleman 
Disease Collaborative Network (CDCN) is on a mission to help fight 
Castleman disease, and it can only be achieved with your help. 

cdcn.org/accelerate

ENROLLING WITH 
ACCELERATE

REGISTER HERE:

All of the registry members are people like you, 
fighting the same battle, and they sign up with 
ACCELERATE voluntarily. 
CDCN respects your privacy and can assure you 
that all of their patients are de-identified to maintain 
confidentiality. Learn more about ACCELERATE by 
visiting cdcn.org/accelerate. 
The online enrollment takes about 20 to 30 minutes. 
Family members of a deceased patient can also enroll. 
Please call 215-614-0689 for more information.

https://cdcn.pulseinfoframe.com/portal/register

215-614-0689

Online

Phone

https://cdcn.org/patients-loved-ones/join-the-registry/
https://cdcn.org/patients-loved-ones/join-the-registry/
https://cdcn.pulseinfoframe.com/portal/register


References: 1. SYLVANT [package insert]. Hertfordshire, UK: EUSA Pharma UK Ltd; 2019. 2. Referenced with permission from the NCCN Clinical Practice Guidelines in Oncology 
(NCCN Guidelines®) for B-Cell Lymphomas V.1.2020. © National Comprehensive Cancer Network, Inc. 2020. All rights reserved. Accessed February 10, 2020. To view the most 
recent and complete version of the guideline, go online to NCCN.org. NCCN makes no warranties of any kind whatsoever regarding their content, use or application and disclaims 
any responsibility for their application or use in any way. 3. van Rhee F, Voorhees P, Dispenzieri A, et al. International, evidence-based consensus treatment guidelines for idiopathic 
multicentric Castleman disease. Blood. 2018;132(20):2115-2124. 4. van Rhee F, Wong RS, Munshi N, et al. Siltuximab for multicentric Castleman’s disease: a randomised, double-
blind, placebo-controlled trial. Lancet Oncol. 2014;15(9):966-974. 5. Fajgenbaum DC, Uldrick TS, Bagg A, et al. International, evidence-based consensus diagnostic criteria for HHV-
8–negative/idiopathic multicentric Castleman disease. Blood. 2017;129(12):1646-1657. 6. van Rhee F, Casper C, Voorhees PM, et al. Long term safety of siltuximab in patients 
with idiopathic multicentric Castleman disease: a prespecified, open-label, extension analysis of two trials. Lancet Haematol. 2020;7(3):e209-e217.
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Indications and Usage 
SYLVANT® (siltuximab) is indicated for the treatment of patients with multicentric 
Castleman’s disease (MCD) who are human immunodeficiency virus (HIV) negative 
and human herpesvirus-8 (HHV-8) negative.

Limitations of Use
SYLVANT was not studied in patients with MCD who are HIV positive or HHV-8 
positive because SYLVANT did not bind to virally produced IL-6 in a nonclinical study.

Contraindications
Severe hypersensitivity reaction to siltuximab or any of the excipients in SYLVANT.

Warnings and Precautions
Concurrent Active Severe Infections
Do not administer SYLVANT to patients with severe infections until the infection 
resolves. SYLVANT may mask signs and symptoms of acute inflammation including 
suppression of fever and of acute Phase reactants such as C-reactive protein (CRP). 
Monitor patients receiving SYLVANT closely for infections. Institute prompt anti-
infective therapy and do not administer further SYLVANT until the infection resolves.

Vaccinations
Do not administer live vaccines to patients receiving SYLVANT because IL-6 inhibition 
may interfere with the normal immune response to new antigens.

Infusion Related Reaction and Hypersensitivity
Stop the infusion of SYLVANT if the patient develops signs of anaphylaxis. Discontinue 
further therapy with SYLVANT.

Stop the infusion if the patient develops a mild to moderate infusion reaction. If the 
reaction resolves, the SYLVANT infusion may be restarted at a lower infusion rate. 
Consider medicating with antihistamines, acetaminophen, and corticosteroids. 
Discontinue SYLVANT if the patient does not tolerate the infusion following these 
interventions.

Administer SYLVANT in a setting that provides resuscitation equipment, medication, 
and personnel trained to provide resuscitation.

Administer SYLVANT in a setting that provides resuscitation equipment, medication, 
and personnel trained to provide resuscitation.

Gastrointestinal (GI) Perforation 
Gastrointestinal (GI) perforation has been reported in clinical trials although not in MCD 
trials. Use with caution in patients who may be at increased risk for GI perforation. 
Promptly evaluate patients presenting with symptoms that may be associated or 
suggestive of GI perforation.

Adverse Reactions
The most common adverse reactions (>10% compared to placebo) in the MCD 
clinical trial were pruritus, increased weight, rash, hyperuricemia, and upper 
respiratory tract infections.

Drug Interactions 
Cytochrome P450 Substrates 

Upon initiation or discontinuation of SYLVANT, in patients being treated with CYP450 
substrates with a narrow therapeutic index, perform therapeutic monitoring of effect 
(e.g., warfarin) or drug concentration (e.g., cyclosporine or theophylline) as needed and 
adjust dose. The effect of SYLVANT on CYP450 enzyme activity can persist for several 
weeks after stopping therapy. Exercise caution when SYLVANT is co-administered 
with CYP3A4 substrate drugs where a decrease in effectiveness would be undesirable 
(e.g., oral contraceptives, lovastatin, atorvastatin).

Dosage and Administration
Perform hematology laboratory tests prior to each dose of SYLVANT therapy for the 
first 12 months and every 3 dosing cycles thereafter. If treatment criteria outlined in the 
Prescribing Information are not met, consider delaying treatment with SYLVANT. Do 
not reduce dose.

Do not administer SYLVANT to patients with severe infections until the infection 
resolves.

Discontinue SYLVANT in patients with severe infusion related reactions, anaphylaxis, 
severe allergic reactions, or cytokine release syndromes. Do not reinstitute treatment.

Please see full Prescribing Information.



HIGHLIGHTS OF PRESCRIBING INFORMATION
These highlights do not include all the information needed to use SYLVANT® safely and effectively. 
See full prescribing information for SYLVANT.

SYLVANT (siltuximab) for injection, for intravenous use Initial U.S. Approval: 2014

--------------------------------------INDICATIONS AND USAGE-------------------------------------
SYLVANT is an interleukin-6 (IL-6) antagonist indicated for the treatment of patients with multicentric 
Castleman’s disease (MCD) who are human immunodeficiency virus (HIV) negative and human herpesvirus-8 
(HHV-8) negative. (1)

Limitations of Use
SYLVANT was not studied in patients with MCD who are HIV positive or HHV-8 positive because SYLVANT did 
not bind to virally produced IL-6 in a nonclinical study.

-----------------------------------DOSAGE AND ADMINISTRATION----------------------------------
For intravenous infusion only. Administer as an 11 mg/kg dose given over 1 hour by intravenous infusion 
every 3 weeks. (2)

-----------------------------------DOSAGE FORMS AND STRENGTHS----------------------------------
For injection

• 100 mg of lyophilized powder in a single-dose vial. (3)

• 400 mg of lyophilized powder in a single-dose vial. (3)

-------------------------------------------CONTRAINDICATIONS-------------------------------------------
Severe hypersensitivity reaction to siltuximab or any of the excipients in SYLVANT. (4)

---------------------------------------WARNINGS AND PRECAUTIONS-------------------------------------
• Concurrent Active Severe Infections: Do not administer SYLVANT to patients with severe infections, monitor 

for infections, institute prompt treatment, and interrupt SYLVANT until resolution of infection. (2, 5.1)

• Vaccinations: Do not administer live vaccines because IL-6 inhibition may interfere with the normal 
immune response to new antigens. (5.2)

• Infusion Related Reactions: Administer SYLVANT in a setting that provides resuscitation equipment, 
medication, and personnel trained to provide resuscitation. (5.3, 6.1)

• Gastrointestinal (GI) perforation: Promptly evaluate patients presenting with symptoms that may be 
associated or suggestive of GI perforation. (5.4)

-------------------------------------------ADVERSE REACTIONS------------------------------------------- 
The most common adverse reactions (>10% of patients) were rash, pruritus, upper respiratory tract 
infection, increased weight, and hyperuricemia.

To report SUSPECTED ADVERSE REACTIONS, contact EUSA Pharma (UK) Ltd, at 1-888-255-9029 or FDA 
at 1-800-FDA-1088 or www.fda.gov/medwatch.

---------------------------------------USE IN SPECIFIC POPULATIONS-------------------------------------
Pregnancy: May cause fetal harm (8.1)

See 17 for PATIENT COUNSELING INFORMATION and FDA approved  patient labeling.
     
Revised: 12/2019
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*Sections or subsections omitted from the full prescribing information are not listed.



FULL PRESCRIBING INFORMATION
1 INDICATIONS AND USAGE
SYLVANT is indicated for the treatment of patients with multicentric Castleman’s disease (MCD) who are human 
immunodeficiency virus (HIV) negative and human herpesvirus-8 (HHV-8) negative.

Limitations of Use
SYLVANT was not studied in patients with MCD who are HIV positive or HHV-8 positive because SYLVANT did not 
bind to virally produced IL-6 in a nonclinical study.

2 DOSAGE AND ADMINISTRATION
2.1 Recommended Dosage
Administer SYLVANT 11 mg/kg over 1 hour as an intravenous infusion every  3 weeks until treatment failure.

Perform hematology laboratory tests prior to each dose of SYLVANT therapy  for the first 12 months and every 
3 dosing cycles thereafter. If treatment criteria outlined in Table 1 are not met, consider delaying treatment with 
SYLVANT. Do not reduce dose.

Table 1: Treatment Criteria

Laboratory parameter
Requirements before first 
SYLVANT administration

Retreatment 
criteria

Absolute Neutrophil 
Count ≥1.0 x 109/L ≥1.0 x 109/L

Platelet count ≥75 x 109/L ≥50 x 109/L

Hemoglobina <17 g/dL <17 g/dL

a SYLVANT may increase hemoglobin levels in MCD patients

Do not administer SYLVANT to patients with severe infections until the infection resolves.

Discontinue SYLVANT in patients with severe infusion related reactions, anaphylaxis, severe allergic reactions, or 
cytokine release syndromes. Do not reinstitute treatment.

2.2 Instructions for Preparation and Administration
Use aseptic technique for reconstitution and preparation of dosing solution. 

Parenteral drug products should be inspected visually for particulate matter and discoloration prior to 
administration, whenever solution and container permit

1. Calculate the dose (mg), total volume (mL) of reconstituted SYLVANT solution required and the number of vials 
needed. A 21-gauge 1½ inch needle is recommended for preparation. Infusion bags (250 mL) must contain 
Dextrose 5% in Water and must be made of polyvinyl chloride (PVC), or polyolefin (PO), or polypropylene (PP), or 
polyethylene (PE). Alternatively PE bottles may be used.

2. Allow the vial(s) of SYLVANT to come to room temperature over approximately 30 minutes. SYLVANT 
should remain at room temperature for the duration of the preparation.

3. Aseptically reconstitute each SYLVANT vial as instructed in Table 2.

Table 2: Reconstitution Instructions

Strength
Amount of Sterile Water 

for Injection, USP required 
for reconstitution

Post-reconstitution 
concentration

100 mg vial 5.2 mL 20 mg/mL

400 mg vial 20 mL 20 mg/mL

Gently swirl the reconstituted vials to aid the dissolution of the lyophilized powder. DO NOT SHAKE or SWIRL 
VIGOROUSLY. Do not remove the contents until all of the solids have been completely dissolved. The lyophilized 
powder should dissolve in less than 60 minutes.

Once reconstituted, and prior to further dilution, inspect the vials for particulates and discoloration. Do not use if 
particles or solution discoloration are present or if visibly opaque. The reconstituted product should be kept for 
no more than two hours prior to addition into the infusion bag.

4. Dilute the reconstituted SYLVANT solution dose to 250 mL with sterile Dextrose 5% in Water by withdrawing 
a volume equal to the total calculated volume of reconstituted SYLVANT from the Dextrose 5% in Water, 250 mL 
bag. Slowly add the total calculated volume (mL) of reconstituted SYLVANT solution to the Dextrose 5% in Water 
infusion bag. Gently invert the bag to mix the solution.

5. Administer the diluted SYLVANT solution in 5% Dextrose in Water 250 mL by intravenous infusion over a 
period of 1 hour using administration sets lined with PVC, or polyurethane (PU), or PE, containing a 0.2-micron 
inline polyethersulfone (PES) filter. The infusion should be completed within 4 hours of the dilution of the 
reconstituted solution to the infusion bag.

6. Do not infuse SYLVANT concomitantly in the same intravenous line with other agents.

7. SYLVANT does not contain preservatives. Do not store any unused portion of the reconstituted product or of 
the infusion solution. Waste material should be disposed of in accordance with local requirements.

3 DOSAGE FORMS AND STRENGTHS
SYLVANT (siltuximab) for injection is available as:

• 100 mg of lyophilized powder in a single-dose vial for intravenous infusion.

• 400 mg of lyophilized powder in a single-dose vial for intravenous infusion.

4 CONTRAINDICATIONS
Severe hypersensitivity reaction to siltuximab or any of the excipients in SYLVANT [see Warnings and 
Precautions (5.3)]. Hypersensitivity reactions, including anaphylactic reaction, hypersensitivity, and drug 
hypersensitivity have been reported in patients treated with siltuximab.

5 WARNINGS AND PRECAUTIONS
5.1 Concurrent Active Severe Infections
Do not administer SYLVANT to patients with severe infections until the infection resolves. SYLVANT may mask 
signs and symptoms of acute inflammation including suppression of fever and of acute Phase reactants such 
as C-reactive protein (CRP). Monitor patients receiving SYLVANT closely for infections. Institute prompt anti-
infective therapy and do not administer further SYLVANT until the infection resolves.
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5.2 Vaccinations
Do not administer live vaccines to patients or infants born to patients receiving SYLVANT because IL-6 inhibition 
may interfere with the normal immune response to new antigens [see Use in Specific Populations (8.1)].

5.3 Infusion Related Reactions and Hypersensitivity
SYLVANT may cause infusion related reactions and anaphylaxis. Approximately 945 patients have been treated 
with SYLVANT in clinical trials. Of these, one patient experienced an anaphylactic reaction. Data from 254 patients 
treated with SYLVANT monotherapy forms the basis of the safety evaluation of infusion related reactions. Infusion 
related reactions were reported in 5.1% of these patients. Two (0.8%) were Grade 3 or higher, and 1 (0.4%) was 
serious; none were fatal. Symptoms of infusion reactions consisted of back pain, chest pain or discomfort, nausea 
and vomiting, flushing, erythema, and palpitations.

In long-term treatment of MCD patients with siltuximab at the recommended dosage of 11 mg/kg every 3 weeks, 
infusion related reactions or hypersensitivity reactions occurred at a frequency of 6.3% (1.3% for severe reactions).

Stop the infusion of SYLVANT if the patient develops signs of anaphylaxis. Discontinue further therapy with SYLVANT.

Stop the infusion if the patient develops a mild to moderate infusion reaction. If the reaction resolves, the SYLVANT 
infusion may be restarted at a lower infusion rate. Consider medication with antihistamines, acetaminophen, and 
corticosteroids. Discontinue SYLVANT if the patient does not tolerate the infusion following these interventions [see 
Adverse Reactions (6)].

Administer SYLVANT in a setting that provides resuscitation equipment, medication, and personnel trained to 
provide resuscitation.

5.4 Gastrointestinal Perforation
Gastrointestinal (GI) perforation has been reported in clinical trials although not in MCD trials. Use with   
caution in patients who may be at increased risk for GI perforation. Promptly evaluate patients presenting    
with symptoms that may be associated or suggestive of GI perforation.

6 ADVERSE REACTIONS
The following clinically significant adverse reactions are also discussed in other sections of the labeling:
• Concurrent active severe infections [see Warnings and Precautions (5.1)]
• Infusion-related reactions and hypersensitivity [see Warnings and Precautions (5.3)]
• Gastrointestinal perforation [see Warnings and Precautions (5.4)]

6.1 Clinical Trials Experience
Because clinical trials are conducted under widely varying conditions, adverse reaction rates observed in the 
clinical trials of a drug cannot be directly compared to rates in the clinical trials of another drug and may not reflect 
the rates observed in clinical practice.

Study 1, in MCD, was an international, multicenter, randomized Phase 2 study of every 3 week infusions 
comparing SYLVANT and best supportive care (BSC) to placebo and BSC. There were 53 patients randomized to 
the SYLVANT arm at a dosage of 11 mg/kg and 26 patients randomized to the placebo arm. Of the 26 placebo-
treated patients, 13 patients subsequently crossed-over to receive SYLVANT. The median age was 48 years (range 
20 to 78), 66% male, 48% Asian, 39% White, 4% Black or African American, 7% other. The patients randomized 
to SYLVANT received a median of 19 infusions (range 1 to 50) compared to patients randomized to placebo who 
received a median of 8 infusions (range 2 to 32). To control for disparate exposure between arms, Table 3 reports 
the per patient incidence of adverse reactions that occurred during the first 8 infusions. Adverse reactions that 
occurred >3% in the SYLVANT arm are presented.

The most common adverse reactions (> 10% compared to placebo) during treatment with SYLVANT in the MCD 
clinical trial were rash, pruritus, upper respiratory tract infection, increased weight, and hyperuricemia.

Table 3: Per Patient Incidence of Common Adverse Reactions in Study 1 During Initial 8 Infusions

Body System/Adverse Reactions SYLVANT+BSCa

n=53
Placebo+BSC

n=26

All 
Grades

Grades
3-4

All 
Grades

Grades
3-4

Skin disorders

Rash (rash, rash generalized, rash maculopapular, rash 
popular and rash pruritic)

15 (28%) 1 (2%) 3 (12%) 0

Pruritus 15 (28%) 0 2 (8%) 0

Skin hyperpigmentation 2 (4%) 0 0 0

Eczema 2 (4%) 0 0 0

Psoriasis 2 (4%) 0 0 0

Dry Skin 2 (4%) 0 0 0

Infections

Lower respiratory tract 4 (8%) 2 (4%) 1 (4%) 1 (4%)

Upper respiratory tract 14 (26%) 1 (2%) 4 (15%) 1 (4%)

Blood and lymphatic system disorders

Thrombocytopenia 5 (9%) 2 (4%) 1 (4%) 1 (4%)

General disorders

Edema (general and localized) 14 (26%) 4 (8%) 7 (27%) 0

Gastrointestinal disorders

Constipation 4 (8%) 0 1 (4%) 0

Metabolism

Hypertriglyceridemia 4 (8%) 0 0 0

Hypercholesterolemia 2 (4%) 0 0 0

Hyperuricemia 6 (11%) 1 (2%) 0 0

Respiratory, thoracic and mediastinal disorders

Oropharyngeal pain 4 (8%) 0 1 (4%) 0

Renal and urinary disorders

Renal impairment 4 (8%) 0 0 0

Nervous system disorders

Headache 4 (8%) 0 1 (4%) 0

Investigations

Weight increased 10 (19%) 1 (2%) 0 0

Vascular disorders

Hypotension 2 (4%) 1 (2%)b 0 0

a Best Supportive Care
b Anaphylactic reaction
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Study CNTO328MCD2002 (referred to as Study 2) (NCT01400503) was an open label, long term extension study 
of patients with MCD treated on prior trials. The median duration of siltuximab treatment was 5.52 years (range: 
0.8 to 10.8 years); more than 50% of patients received siltuximab treatment for  ≥5 years. The rate of serious or 
Grade ≥3 adverse events did not increase over time as a function of cumulative exposure.

Other important adverse reactions reported in MCD clinical studies, all of which were very common, were:

• Infections and infestations: nasopharyngitis, urinary tract infection

• Blood and lymphatic system disorders: neutropenia

• Nervous system disorders: dizziness

• Vascular disorders: hypertension

• Gastrointestinal disorders: nausea, abdominal pain, vomiting, diarrhea, gastroesophageal reflux disease, 
mouth ulceration

6.2 Immunogenicity
Immunogenicity data are highly dependent on the sensitivity and specificity of the test methods used. 
Additionally, the observed incidence of a positive result in a test method may be influenced by several factors, 
including sample handling, timing of sample collection, drug interference, concomitant medication and the 
underlying disease. Therefore, comparison of the incidence of antibodies to SYLVANT with the incidence of 
antibodies to other products may be misleading. The clinical significance of anti-siltuximab antibodies following 
treatment with SYLVANT is not known.

The immunogenicity of siltuximab has been evaluated using antigen-bridging enzyme immunoassay (EIA) and 
electrochemiluminescence-based immunoassay (ECLIA) methods. A total of 432 patients across the clinical 
studies were evaluated at multiple time points for anti-therapeutic antibody (ATA) responses to siltuximab after 
treatment with SYLVANT. Following SYLVANT dosing, 0/243 (0%) patients tested positive for anti-siltuximab 
antibodies by EIA and 4/189 (2%) patients tested positive by ECLIA. Further immunogenicity analyses were 
conducted for all positive samples from the 4 patients with detectable anti-siltuximab antibodies. None of these 
patients had neutralizing antibodies.

7 DRUG INTERACTIONS
7.1 Cytochrome P450 Substrates
Cytochrome P450s in the liver are down regulated by infection and inflammation stimuli including cytokines 
such as IL-6. Inhibition of IL-6 signaling in patients treated with SYLVANT may restore CYP450 activities to 
higher levels leading to increased metabolism of drugs that are CYP450 substrates compared to metabolism 
prior to treatment with SYLVANT.

Upon initiation or discontinuation of SYLVANT, in patients being treated with CYP450 substrates with a narrow 
therapeutic index, perform therapeutic monitoring of effect (e.g., warfarin) or drug concentration (e.g., 
cyclosporine or theophylline) as needed and adjust dose. The effect of SYLVANT on CYP450 enzyme activity 
can persist for several weeks after stopping therapy. Exercise caution when SYLVANT is co-administered with 
CYP3A4 substrate drugs where a decrease in effectiveness would be undesirable (e.g., oral contraceptives, 
lovastatin, atorvastatin).

8 USE IN SPECIFIC POPULATIONS
8.1 Pregnancy
Risk-Summary
In an animal reproduction study, intravenous administration of a human antibody to IL-6 to pregnant monkeys 
from the onset of organogenesis through delivery caused functional impairment in pregnant animals and in the 
offspring. Siltuximab and the human antibody to IL-6 crossed the placenta in monkeys (see Data). The limited 
available information on SYLVANT use during pregnancy is not sufficient to inform a drug-associated risk of 
major birth defects or miscarriage. Infants born to pregnant women treated with SYLVANT may be at increased 

risk of infection (see Clinical Considerations). Advise pregnant women of the potential risk to a fetus.

The estimated background risk for the indicated population is unknown. All pregnancies have a background risk 
of birth defect, loss, or other adverse outcomes. In the U.S. general population, the estimated background risk of 
major birth defects is 2% to 4% and of miscarriage is 15% to 20% of clinically recognized pregnancies.

Clinical Considerations
Fetal/Neonatal adverse reactions
Monoclonal antibodies are transported across the placenta as pregnancy progresses, with the largest amount 
transferred during the third trimester. Infants born to pregnant women treated with SYLVANT may be at increased 
risk of infection. Consider the risks and benefits of administering live or live-attenuated vaccines to infants exposed 
to SYLVANT in utero [see Warnings and Precautions (5.2)].

Data
Animal Data
In an embryo-fetal development study in cynomolgus monkeys, pregnant animals received intravenous doses 
of siltuximab of 9.2 or 46 mg/kg/week during gestation days (GD) 20 to 118, which includes the period of 
organogenesis. Fetuses were evaluated on GD 140, approximately 25 days prior to the natural birth. Exposures 
at the low and high dose after the 25th administration were approximately 3 and 7 times, respectively, the 
human exposure based on AUC in patients with MCD at the recommended dose of 11 mg/kg every three weeks. 
No maternal or fetal structural abnormalities were observed. However, siltuximab crossed the placenta at 
both doses and when measured on GD 140, fetal serum concentrations of siltuximab were similar to maternal 
concentrations. In a combined embryofetal and pre- and post-natal development study in cynomolgus monkeys, 
pregnant animals received intravenous doses of 10 or 50 mg/kg/week of a human antibody to IL-6 from GD 20 
to natural delivery (GD 167). The offspring were evaluated up to 7 months after birth for developmental effects. 
No maternal or infant structural abnormalities were observed; however, globulin levels were decreased in 
pregnant animals (GD 34 through lactation day 30) and in the offspring (lactation days 30-120) at both doses.

8.2 Lactation
Risk Summary
There are no data on the presence of siltuximab in human milk, the effects on the breastfed child, or the effects 
on milk production. However, low levels of the human antibody to IL-6 was present in the milk of lactating 
cynomolgus monkeys. When a drug is present in animal milk, it is likely that the drug will be present in human 
milk. Because of the potential for serious adverse reactions in the breastfed child including gastrointestinal 
perforations, advise patients that breastfeeding is not recommended during treatment with SYLVANT, and for 3 
months after the last dose.

8.3 Females and Males of Reproductive Potential
Contraception
Females
SYLVANT may cause embryo-fetal harm when administered to pregnant women [see Use in Specific Populations 
(8.1)]. Advise female patients of reproductive potential to use effective contraception during treatment with 
SYLVANT and for 3 months after the last dose.

8.4 Pediatric Use
The safety and efficacy of SYLVANT have not been established in pediatric patients.
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8.5 Geriatric Use
Of the patients treated with SYLVANT monotherapy in clinical studies 127 (35%) were 65 years and older. 
No overall differences in safety profile were observed between these patients and younger patients, and 
other reported clinical experience has not identified differences in the safety profile between the elderly and 
younger patients, but greater sensitivity of some older individuals cannot be ruled out. Clinical studies did not 
include sufficient numbers of patients aged 65 years and older to determine the effect of age on efficacy in 
MCD population.

8.6 Patients with Renal Impairment
Based on a population pharmacokinetic analysis using data from clinical trials in patients, no significant 
difference in siltuximab clearance was observed in patients with pre-existing renal impairment (creatinine 
clearance (CLCr) ≥ 15 mL/min) compared to patients with baseline normal renal function (CLCr ≥ 90 mL/min).  
No initial dosage adjustment is necessary for patients with CLCr ≥ 15 mL/min. The potential effect of end stage 
renal disease on siltuximab pharmacokinetics cannot be determined [see Clinical Pharmacology (12.3)].

8.7 Patients with Hepatic Impairment
Based on a population pharmacokinetic analysis using data from clinical trials in patients, no significant 
difference in siltuximab clearance was observed in patients with pre-existing mild to moderate hepatic 
impairment (Child-Pugh Class A and B, respectively) compared to patients with baseline normal hepatic function. 
No initial dosage adjustment is necessary for patients with mild to moderate hepatic impairment. Patients 
with baseline severe hepatic impairment (Child-Pugh Class C) were not included in clinical trials [see Clinical 
Pharmacology (12.3)].

11 DESCRIPTION
Siltuximab is a human-mouse chimeric monoclonal antibody that binds human interleukin-6 (IL-6) and is 
produced by Chinese hamster ovary cells.

SYLVANT (siltuximab) for injection is supplied as a sterile, white, preservative free, lyophilized powder in 
single-dose vials.

Each SYLVANT 100 mg single-dose vial contains 100 mg siltuximab, 3.7 mg L-histidine (from L-histidine and 
L-histidine monohydrochloride monohydrate), 0.8 mg polysorbate 80, and 169 mg sucrose.

Each SYLVANT 400 mg single-dose vial contains 400 mg siltuximab, 14.9 mg L-histidine (from L-histidine 
and L-histidine monohydrochloride monohydrate), 3.2 mg polysorbate 80, and 677 mg sucrose.

Following reconstitution with Sterile Water for Injection, USP (per section 2.2), the resulting pH is 
approximately 5.2. The resulting solution contains 20 mg/mL siltuximab to be administered by intravenous 
infusion following dilution [see Dosage and Administration (2.2)].

12 CLINICAL PHARMACOLOGY
12.1 Mechanism of Action
Siltuximab binds human IL-6 and prevents the binding of IL-6 to both soluble and membrane-bound IL-6 receptors. 
IL-6 has been shown to be involved in diverse normal physiologic processes such as induction of immunoglobulin 
secretion. Overproduction of IL-6 has been linked to systemic manifestations in patients with MCD.

12.2 Pharmacodynamics
Cardiac Electrophysiology: The effect of multiple doses of SYLVANT (15 mg/kg every 3 weeks for 4 cycles) 
on the QTc interval was evaluated in an open label, single arm study in 30 patients with Monoclonal 
Gammopathy of Undetermined Significance, Smoldering Multiple Myeloma, or Indolent Multiple Myeloma. No 
large changes in the mean QTc interval (i.e., > 20 ms) were detected in the study.

Measurement of IL-6 concentrations in serum or plasma during treatment should not be used as 
pharmacodynamic marker, as siltuximab-neutralized antibody-IL-6 complexes interfere with current 
immunological-based IL-6 quantification methods.

12.3 Pharmacokinetics
The pharmacokinetics of siltuximab were evaluated in patients with multicentric Castleman’s disease and 
hematological and non-hematological malignancies. The serum siltuximab pharmacokinetics are adequately 
described by a linear two-compartment intravenous model with first-order elimination.

Distribution
Following SYLVANT administration (11 mg/kg, once every 3 weeks as 1-hour intravenous infusion) in patients 
with multicentric Castleman’s disease, the maximum serum siltuximab concentration (Cmax) occurred close to 
the end of infusion. At steady state, the serum mean Cmax value for siltuximab is 332 mcg/mL (42% CV), and 
the serum mean predose trough value is 84 mcg/mL (78% CV).

With the once every 3 week dosing regimen, siltuximab steady state is achieved by the sixth infusion, and 
siltuximab accumulates approximately 1.7-fold relative to a single dose. Following multiple dosing, siltuximab 
showed approximately dose proportional pharmacokinetics over the dose range of 2.8 to 11 mg/kg.

Based on population pharmacokinetic analysis, the central volume of distribution in a male subject with body 
weight of 70 kg is 4.5 L (20% CV).

Elimination
Based on the population pharmacokinetic analysis, the clearance of siltuximab in patients is 0.23 L/day 
(51% CV). Based on population pharmacokinetic analysis (n=378), body weight was identified as the only 
statistically significant covariate for siltuximab clearance. Therefore, the body weight based dosing is 
appropriate.

The mean terminal half-life (t1/2) for siltuximab in patients after the first intravenous infusion of 11 mg/kg is 
20.6 days (range: 14.2 to 29.7 days).

Specific Populations
Age and Gender
Based on population pharmacokinetic analysis, age [range: 18 to 85 years (n=378)] and gender [female 
(n=175), male (n=203)] do not affect exposure of siltuximab.

Renal Impairment
A population pharmacokinetic analysis (based on pre-existing renal function) was carried out with data from 377 
patients enrolled in clinical trials, including 176 with normal renal function (CLCr ≥ 90 mL/min), 122 with mild renal 
impairment (CLCr 60 to <90 mL/min), 75 with moderate renal impairment (CLCr 30 to <60 mL/min), and 3 with 
severe renal impairment (CLCr 15 to 29 mL/min). The apparent clearance of siltuximab was similar in patients 
with pre-existing mild, moderate and severe renal impairment (CLCr 15 to <90 mL/min) compared to patients with 
normal renal function. The potential effect of end stage renal disease on siltuximab pharmacokinetics cannot be 
determined as clinical and pharmacokinetic data are available from only one patient.

Hepatic Impairment
A population pharmacokinetic analysis (based on pre-existing hepatic function) was carried out with data 
from 377 patients enrolled in clinical trials, including 302 with normal hepatic function, 72 with mild hepatic 
impairment (Child-Pugh A), and 3 with moderate hepatic impairment (Child-Pugh B). 
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The apparent clearance of siltuximab was similar in patients with pre-existing mild and moderate hepatic 
impairment (Child-Pugh Class A and B) compared to patients with normal hepatic function. The potential effect of 
severe hepatic impairment on siltuximab pharmacokinetics cannot be determined as clinical and pharmacokinetic 
data are not available.

13 NONCLINICAL TOXICOLOGY
13.1 Carcinogenesis, Mutagenesis, Impairment of Fertility
No carcinogenicity or genotoxicity studies have been conducted with siltuximab.

Two fertility studies were conducted. In one study, drug-treated male mice were mated with untreated females and 
in the second study drug-treated female mice were mated with untreated males. A murine analog of siltuximab was 
administered subcutaneously at doses up to 100 mg/kg/week for a total of 7 doses in both studies. There was no 
effect on male or female fertility parameters. In addition, siltuximab did not produce any toxicity in the reproductive 
organs in cynomolgus monkeys in the 6-month repeat-dose toxicology study at doses up to 46 mg/kg (approximately 
7 times) the systemic exposure in patients at the recommended dose.

14 CLINICAL STUDIES
Study 1
Study CNTO328MCD2001 (referred to as Study 1) (NCT01024036) was a Phase 2, multinational, randomized (2:1) 
double blind, placebo controlled study to evaluate the clinical efficacy and safety of SYLVANT for the treatment 
of patients with MCD. In this study 53 patients were randomized to Best Supportive Care (BSC) and SYLVANT 
at a dose of 11 mg/kg every 3 weeks and 26 patients were randomized to BSC and placebo. The median age 
was 48 years (range 20 to 78), 66% male, 48% Asian, 39% White, 4% Black or African American, 7% other. 
The histological subtype of MCD was similar in both treatment arms, with 33% hyaline vascular subtype, 23% 
plasmacytic subtype and 44% mixed subtype. Treatment was continued until treatment failure (defined as disease 
progression based on increase in symptoms, radiologic progression or deterioration in performance status) or 
unacceptable toxicity.

The major efficacy outcome of the study was durable tumor and symptomatic response, defined as tumor 
response (PR and CR based on modified International Working Group response criteria for malignant lymphoma) 
assessed by independent review and complete resolution or stabilization of MCD symptoms. Thirty-four MCD 
related signs and symptoms prospectively identified were collected and graded according to the NCI-CTCAE v 4, by 
investigators. A durable response was defined as tumor and symptomatic response that persisted for a minimum 
of 18 weeks without treatment failure. The durable tumor and symptomatic response in the SYLVANT arm was 
34% compared to 0% in the placebo arm (95% CI: 11.1, 54.8; p=0.0012).

Other analyses included tumor response, time to treatment failure and an increase in hemoglobin of 1.5 g/dL or 
more, in patients who were anemic at time of study entry, at week 13. The results are summarized in Table 4.

Table 4: Efficacy Endpoints From Study 1

Efficacy 
Endpoint

SYLVANT
n=53

Placebo
n=26 p-valuea

Durable tumor and symptomatic response (independent review) 34% 0 0.0012

Tumor response 38% 4% <0.05

Median time to treatment failure (days) NRb 134 <0.05

≥1.5 g/dL increase in hemoglobin 61% (19/31) 0% (0/11) <0.05

a Adjusted for corticosteroid use at randomization
b NR=“Not Reached” 

A consistent treatment effect was confirmed on subgroup analysis for all parameters evaluated with the 
exception of the hyaline vascular histological subtype. There were no patients with hyaline vascular histology who 

demonstrated a durable tumor and symptomatic response. However, activity was suggested in this subtype based 
on change in hemoglobin and median time to treatment failure.

At the time of the analysis, overall survival data were not mature. One year survival rate was 100% in the SYLVANT 
arm and 92% in the placebo arm.

16 HOW SUPPLIED/STORAGE AND HANDLING
16.1 How Supplied
SYLVANT (siltuximab) for injection is supplied as a sterile, white, preservative free, lyophilized powder in single-
dose vials. 

Each SYLVANT vial is individually packaged in a carton:

• NDC: 73090-420-01 contains one 100 mg vial

• NDC: 73090-421-01 contains one 400 mg vial

16.2 Storage and Stability
SYLVANT must be refrigerated at 2ºC to 8ºC (36ºF to 46ºF) in the original carton to protect from light. Do not freeze. 
Do not use SYLVANT beyond the expiration date (EXP) located on the carton and the vial.

17 PATIENT COUNSELING INFORMATION
Advise the patient to read the FDA-approved patient labeling (Patient Information).

Instruct the patient of the risks of SYLVANT treatment. 

Infections
Inform patients that SYLVANT may lower their resistance to infections. Instruct the patient of the importance 
of contacting their doctor immediately when symptoms suggesting infection appear in order to assure rapid 
evaluation and appropriate treatment.

Vaccination
Inform the patient that they should discuss the recommended vaccinations prior to treatment with SYLVANT. Advise 
females with infants exposed to SYLVANT in utero to inform the pediatrician of the exposure [see Use in Specific 
Populations (8.1)].

Allergic Reactions
Advise patients to seek immediate medical attention if they experience any symptoms of serious allergic reactions 
during the infusion. Signs include: difficulty breathing, chest tightness, wheezing, severe dizziness or light-
headedness, swelling of the lips or skin rash.

Pregnancy
Advise patients of childbearing potential to avoid pregnancy and to use contraception during treatment and for 3 
months after the last dose of SYLVANT.

Lactation
Advise females not to breastfeed during treatment with SYLVANT and for 3 months after the final dose [see Use in 
Specific Populations (8.2)].

Manufactured by:  EUSA Pharma (UK), Ltd.
Breakspear Park, Breakspear Way
Hemel Hempstead, Hertfordshire,
U.K., HP2 4TZ
U.S. License: 2145
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PATIENT INFORMATION
SYLVANT® (Sil-vant) 
(siltuximab) for injection

What is SYLVANT?
SYLVANT is a prescription medicine used to treat people with multicentric Castleman’s disease (MCD) who do 
not have human immunodeficiency virus (HIV) and human herpesvirus-8 (HHV-8) infection.

It is not known if SYLVANT is safe and effective in children.

Who should not receive SYLVANT?
Do not receive SYLVANT if you have had a severe allergic reaction to siltuximab or any of the ingredients in 
SYLVANT. See the end of this leaflet for a complete list of ingredients in SYLVANT. 

Before you receive SYLVANT, tell your healthcare provider about all of your medical conditions, 
including if you:
• have an infection. You should not receive SYLVANT if you have a severe infection.
• have had a recent vaccination or are scheduled to receive any vaccinations. You should not receive a live 

vaccine during your treatment with SYLVANT.
• have or have had any stomach or bowel (intestine) problems, such as diverticulitis or ulcers. Tell your 

healthcare provider if you have pain in your stomach area.
• are pregnant or plan to become pregnant. It is not known if SYLVANT will harm your unborn baby. You 

should not become pregnant while receiving treatment with SYLVANT. Females who are able to become 
pregnant should use effective birth control during treatment with SYLVANT and for 3 months after   
stopping treatment.

• are breastfeeding or plan to breastfeed. It is not known if SYLVANT passes into your breast milk. You and 
your healthcare provider should decide if you will take SYLVANT or breastfeed. You should not do both.

Tell your healthcare provider about all the medicines you take, including prescription and over-the-counter 
medicines, vitamins, and herbal supplements.

How will I receive SYLVANT?
• SYLVANT is given by an intravenous (IV) infusion into a vein over 1 hour.
• SYLVANT is given every 3 weeks.

What are the possible side effects of SYLVANT?
SYLVANT may cause serious side effects, including:
• Infections. SYLVANT may lower your ability to fight infections. Tell your healthcare provider right away if 

you have any signs or symptoms of an infection during treatment with SYLVANT.
• Infusion and allergic reactions. If you have an infusion or allergic reaction while receiving SYLVANT, your 

healthcare provider will stop your infusion and treat your reaction. If you have a severe infusion or allergic 
reaction, your healthcare provider may stop your treatment completely. Tell your healthcare provider or get 
medical help right away if you have any of these symptoms during or after your infusion of SYLVANT:

• back pain
• chest pain or tightness
• nausea and vomiting
• flushing
• redness
• irregular heart beat 

(palpitations)

• trouble breathing 
• wheezing
• dizziness or light-headedness
• swelling of the lips
• skin rash
• headache
• itching

The most common side effects of SYLVANT include: rash, itching, upper respiratory tract infection, 
swelling, weight gain, and increased blood level of uric acid.

These are not all the possible side effects of SYLVANT. Call your doctor for medical advice about side effects. 
You may report side effects to FDA at 1-800-FDA-1088.

General information about the safe and effective use of SYLVANT
Medicines are sometimes prescribed for purposes other than those listed in a Patient Information leaflet. 
You can ask your healthcare provider or pharmacist for information about SYLVANT that is written for    
health professionals.

What are the ingredients in SYLVANT?
Active ingredient: siltuximab
Inactive ingredients: L-histidine and L-histidine monohydrochloride monohydrate, polysorbate 80, and sucrose

Manufactured by: EUSA Pharma (UK), Ltd. 
Breakspear Park, Breakspear Way
Hemel Hempstead, Hertfordshire,
U.K., HP2 4TZ
U.S. License 2145

For more information, call 1-888-255-9029 or go to www.Sylvant.com.

This Patient Patient Information has been approved by the U.S. Food and Drug Administration.                            

Revised: 12/2019

©2020 EUSA Pharma. All rights reserved.
US-SIL-2000022 02/20 Printed in USA.
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