SOLIRIS® (ECULIZUMAB)

for the Treatment of Patients with Three Devastating or
Debilitating, Rare, Complement-Mediated Disorders

SOLIRIS® (ECULIZUMAB) OVERVIEW

The complement system is a part of the immune system
that, when activated in an uncontrolled and chronic manner,
can mediate debilitating and potentially life-threatening
rare diseases such as paroxysmal nocturnal hemoglobinuria
(PNH), atypical hemolytic uremic syndrome (aHUS) and
generalized myasthenia gravis (gMG).1–6 Soliris is a firstin-class complement inhibitor that targets the underlying
causes of these diseases by selectively and effectively
inhibiting the terminal complement cascade.7
Soliris has earned some of the pharmaceutical industry’s
highest honors, including the 2008 Prix Galien USA Award for
Best Biotechnology Product and the 2009 Prix Galien France
Award in the category of Drugs for Rare Diseases.

devastating consequence of chronic hemolysis is thrombosis (the
formation of blood clots), which can damage vital organs and cause
premature death.12
Soliris is the first and only approved treatment for patients with
PNH. By inhibiting the terminal complement cascade, it reduces
hemolysis in these patients (as measured by reduced lactate
dehydrogenase [LDH] levels), which can result in fewer thrombotic
events, reduced need for transfusions, and improvements in
fatigue and health-related quality of life.7,12–14 Soliris is approved in
nearly 50 countries worldwide for the treatment of patients with
PNH, including the United States (U.S.), the European Union (EU)
and Japan.
aHUS — COMPLEMENT-MEDIATED INFLAMMATION AND CLOTTING
IN SMALL BLOOD VESSELS3,4,15,16

PNH — COMPLEMENT-MEDIATED HEMOLYSIS1,2

In patients with aHUS, uncontrolled complement activation
due to the lack of certain regulatory proteins or the presence of
certain auto-antibodies causes thrombotic microangiopathy
(TMA)–the formation of blood clots and inflammation in small
blood vessels throughout the body.3,4,15,16 This can result in
potentially irreversible damage to the kidneys and other vital
organs, sudden or progressive kidney failure (requiring dialysis
or transplant) and premature death. TMA can also lead to reduced
platelet count (thrombocytopenia) and hemolysis (the destruction
of red blood cells).16-18

Patients with PNH have abnormal red blood cells that lack certain
proteins on their surface, which normally regulate or prevent
attacks by the complement system. The chronic, uncontrolled
complement attack in PNH leads to hemolysis (the destruction
of red blood cells)8, which in turn can result in progressive
anemia, fatigue, dark urine and shortness of breath.9-11 The most

Soliris is the first and only approved treatment for patients with
aHUS.7 By inhibiting the terminal complement cascade, it reduces
TMA in patients with aHUS (as measured through hematologic
markers of complement-mediated TMA, including platelet counts
and LDH levels) and can improve renal function (as measured
by estimated glomerular filtration rate [eGFR]).5,7,19–21 Soliris is

Please see Important Safety Information, including boxed
warning for meningococcal infections, on page 3.
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approved in more than 40 countries for the treatment of aHUS,
including the U.S., the EU and Japan.
COMPLEMENT-MEDIATED gMG — A DEBILITATING
NEUROMUSCULAR DISORDER6
Patients with gMG can have difficulties seeing, walking, talking,
chewing, swallowing and breathing normally due to profound
muscle weakness. Disease exacerbations and crises may require
hospitalization and intensive care and may be life-threatening.22-24
An estimated 5-10% of patients with MG have significant
unresolved disease symptoms despite existing therapies and also
have auto-antibodies against the acetylcholine receptor (AchR)
that plays an important role in the communication between nerves
and muscles.25-28 Chronic complement activation by anti-AchR
antibodies is an important underlying cause of the disease in
these patients.6
Soliris is the first and only complement inhibitor approved in the
U.S. for adult patients with gMG who are anti-AchR antibodypositive.7 By inhibiting the terminal complement cascade, it
improves muscle strength and the ability to carry out activities
of daily living (as measured by changes in MG-Activities of
Daily Living [MG-ADL] and Quantitative MG [QMG], which are
MG-specific assessment scales), signs and symptoms of MG
and MG-specific quality of life.7,29,30 Soliris is approved in the EU
as a treatment for refractory gMG in adults who are anti-AchR
antibody-positive.31 In addition, Alexion has submitted a new drug
application for Soliris as a treatment for patients with anti-AchR
antibody-positive refractory gMG in Japan.

The most frequently reported adverse reactions in the PNH
randomized trial (≥10% overall and greater than placebo) are:
headache, nasopharyngitis, back pain and nausea.7
The efficacy and safety of Soliris for the treatment of patients with
aHUS were demonstrated in four multinational prospective Phase
2 open-label clinical studies in pediatric, adolescent and adult
patients with aHUS (100 patients), and a fifth retrospective study
in children, adolescents and adults with aHUS (30 patients).5,7,19-21
The most frequently reported adverse reactions in aHUS
single arm prospective trials (≥20%) are: headache, diarrhea,
hypertension, upper respiratory infection, abdominal pain,
vomiting, nasopharyngitis, anemia, cough, peripheral edema,
nausea, urinary tract infections and pyrexia.7
The efficacy and safety of Soliris for the treatment of adult patients
with anti-AchR antibody-positive gMG was established in the
Phase 3, placebo-controlled multinational clinical REGAIN study
(125 patients) and is evaluated further in its ongoing open-label
extension study (117 patients). Treatment effects were measured
across four MG-specific assessment scales (MG-ADL, QMG,
MG Composite [MGC] and MG Quality of Life 15 [MG-QoL 15]).
Enrolled patients had previously failed treatment with two or more
immunosuppressive therapies (IST) (for at least one year), or failed
at least one IST and required chronic plasmapheresis or plasma
exchange (PE) or intravenous immunoglobulin (IVIg) to control
symptoms.7,29,30
The most frequently reported adverse reaction in the gMG
placebo-controlled clinical trial (≥10%) is: musculoskeletal pain.7

CLINICAL STUDIES

INDICATIONS AND USAGE

The efficacy and safety of Soliris for the treatment of patients with
PNH who were experiencing hemolysis were demonstrated in
three multi-national Phase 3 clinical studies:7,12–14,32

PNH
Soliris is indicated for the treatment of patients with paroxysmal
nocturnal hemoglobinuria (PNH) to reduce hemolysis.

The randomized, double-blind, multi-center placebo-controlled
26-week TRIUMPH Study, which comprised 87 transfusiondependent patients with PNH receiving Soliris (43 patients) or
placebo (44 patients).

aHUS
Soliris is indicated for the treatment of patients with atypical
hemolytic uremic syndrome (aHUS) to inhibit complementmediated thrombotic microangiopathy.

The single-arm SHEPHERD Study comprising 97 patients with
PNH treated with Soliris for 52 weeks.

Limitation of Use
Soliris is not indicated for the treatment of patients with Shiga
toxin E. coli related hemolytic uremic syndrome (STEC-HUS).

A long-term extension study that included 187 patients with
PNH initially enrolled in one of three parent trials (195 patients)
who continued to receive Soliris for a range of 10 to 54 months.
The majority of patients (63%) received concomitant anticoagulant
therapy. The effect of anticoagulant withdrawal during Soliris
treatment has not been studied.

Anti-AchR antibody-positive gMG
Soliris is indicated as a treatment for adult patients with
generalized myasthenia gravis (gMG) who are anti-acetylcholine
receptor (AchR) antibody-positive.
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IMPORTANT SAFETY INFORMATION
WARNING: SERIOUS MENINGOCOCCAL INFECTIONS
Life-threatening and fatal meningococcal infections have occurred in patients treated with Soliris.
Meningococcal infection may become rapidly life-threatening or fatal if not recognized and treated early.
Comply with the most current Advisory Committee on Immunization Practices (ACIP) recommendations for meningococcal
vaccination in patients with complement deficiencies.
Immunize patients with meningococcal vaccines at least 2 weeks prior to administering the first dose of Soliris, unless the risks of
delaying Soliris therapy outweigh the risk of developing a meningococcal infection.
Monitor patients for early signs of meningococcal infections and evaluate immediately if infection is suspected.
Soliris is available only through a restricted program under a Risk Evaluation and Mitigation Strategy (REMS). Under the Soliris REMS,
prescribers must enroll in the program. Enrollment in the Soliris REMS program and additional information are available by telephone:
1-888-SOLIRIS (1-888-765-4747) or at www.solirisrems.com.

CONTRAINDICATIONS
Soliris is contraindicated in:
Patients with unresolved serious Neisseria meningitidis
infection
Patients who are not currently vaccinated against Neisseria
meningitidis, unless the risks of delaying Soliris treatment
outweigh the risks of developing a meningococcal infection
WARNINGS AND PRECAUTIONS
Other Infections
Soliris blocks terminal complement activation; therefore patients
may have increased susceptibility to infections, especially with
encapsulated bacteria. Additionally, Aspergillus infections have
occurred in immunocompromised and neutropenic patients.
Children treated with Soliris may be at increased risk of
developing serious infections due to Streptococcus pneumoniae
and Haemophilus influenza type b (Hib). Administer vaccinations
for the prevention of Streptococcus pneumoniae and Haemophilus
influenza type b (Hib) infections according to ACIP guidelines.
Use caution when administering Soliris to patients with any
systemic infection.
Monitoring Disease Manifestations After Soliris Discontinuation
Treatment Discontinuation for PNH
Monitor patients after discontinuing Soliris for at least 8 weeks to
detect hemolysis.
Treatment Discontinuation for aHUS
After discontinuing Soliris, monitor patients with aHUS for
signs and symptoms of thrombotic microangiopathy (TMA)
complications for at least 12 weeks. In aHUS clinical trials,
18 patients (5 in the prospective studies) discontinued Soliris

treatment. TMA complications occurred following a missed dose
in 5 patients, and Soliris was reinitiated in 4 of these 5 patients.
Clinical signs and symptoms of TMA include changes in mental
status, seizures, angina, dyspnea, or thrombosis. In addition,
the following changes in laboratory parameters may identify a
TMA complication: occurrence of two, or repeated measurement
of any one of the following: a decrease in platelet count by 25%
or more compared to baseline or the peak platelet count during
Soliris treatment; an increase in serum creatinine by 25% or
more compared to baseline or nadir during Soliris treatment; or,
an increase in serum LDH by 25% or more over baseline or nadir
during Soliris treatment.
If TMA complications occur after Soliris discontinuation, consider
reinstitution of Soliris treatment, plasma therapy [plasmapheresis,
plasma exchange, or fresh frozen plasma infusion (PE/PI)], or
appropriate organ-specific supportive measures.
Thrombosis Prevention and Management
The effect of withdrawal of anticoagulant therapy during Soliris
treatment has not been established. Therefore, treatment with
Soliris should not alter anticoagulant management.
Infusion Reactions
As with all protein products, administration of Soliris may
result in infusion reactions, including anaphylaxis or other
hypersensitivity reactions. In clinical trials, no patients
experienced an infusion reaction which required discontinuation
of Soliris. Interrupt Soliris infusion and institute appropriate
supportive measures if signs of cardiovascular instability or
respiratory compromise occur.
Please see full prescribing information for Soliris, including
boxed WARNING regarding serious meningococcal infection.
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