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REPLACE THE
LAL ENZYME1

O

In patients with Lysosomal Acid Lipase Deficiency (LAL-D)

RESTORE
LYSOSOMAL
METABOLISM1

Introducing KANUMA™ (sebelipase alfa), a recombinant human
lysosomal acid lipase indicated for long-term enzyme replacement
therapy (ERT) in patients of all ages with LAL-D1

KANUMA improves survival, liver function, dyslipidemia, and growth1

For further information on KANUMA, please refer to
the summary of product characteristics.

MULTIORGAN
DAMAGE

LAL-D is a life-threatening genetic disease resulting in
multiorgan damage and premature death1

LAL-D is a progressive disease leading to serious
complications from an early age2

MECHANISM
OF ACTION

• Affects patients of all ages as clinical complications manifest from infancy through adulthood1
		 – LAL-D presenting in infants is rapid and typically fatal within 6 months of life1

Key clinical manifestations in a review of 48 patients with LAL-D2

INFANT SURVIVAL

• Caused by accumulation of cholesteryl esters (CEs) and triglycerides (TGs) in the lysosomes1
• Leads to cellular dysfunction across cell types, resulting in damage to multiple vital organs1

Liver manifestations: 86%

• Increased hepatic fat content
• Transaminase elevation signaling chronic liver injury
• Progression to fibrosis and cirrhosis
• Complications of end-stage liver disease
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Cardiovascular manifestations: 87%
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• Hepatomegaly
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SYMPTOMS MAY INCLUDE

80

ARISE TRIAL /
TOTAL IMPACT

ORGAN SYSTEM

Biopsied patients (%)

Multiorgan damage—a devastating consequence of LAL-D1

80

• Dyslipidemia
• Increased risk of cardiovascular disease

Gastrointestinal (GI) manifestations: 22%

• Growth failure

Patients with LAL-D have increased risk for liver and cardiovascular disease2
• 20 of 31 (65%) patients who had liver biopsies demonstrated histological evidence of fibrosis and/or cirrhosis2
		– 17 of 20 (85%) patients with biopsy evidence of fibrosis and/or cirrhosis were <18 years of age2

WASHOUT DATA /
CONTINUOUS TX

• Malabsorption

LONG-TERM
BENEFITS

• Increased risk of accelerated atherosclerosis

• 46 of 48 (96%) patients had dyslipidemia (mean age of onset, 15 years)2
• 6 of 48 (13%) patients had undergone liver transplants2
		– 4 of 6 (67%) patients had liver transplants during childhood (9 to 18 years of age)2

Spleen manifestations: 36%
SAFETY

• Splenomegaly
• Anemia

ADMINISTRATION /
LAL-D REGISTRY

• Thrombocytopenia

Cirrhosis and dyslipidemia often develop at an early age in patients with LAL-D.2

2
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LAL-D is associated with significant morbidity and early mortality.1

KANUMATM (sebelipase alfa) addresses the underlying cause of
LAL-D—deficient lysosomal acid lipase (LAL) enzyme activity1

KANUMA restores metabolism of CEs and TGs across
cells in multiple organs1
MECHANISM
OF ACTION

First-in-class KANUMA restores metabolism of accumulated CEs and TGs1

INFANT SURVIVAL

1
Targeted to bind to cell surface receptors
via glycans expressed on the protein1
1

ARISE TRIAL /
TOTAL IMPACT
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KANUMA then undergoes
internalization into the lysosomes1

1
2

LDL-c/HDL-c

3

3

GLYCAN

RECEPTOR

CEs AND TGs

FREE CHOLESTEROL

WASHOUT DATA /
CONTINUOUS TX

KANUMA

LONG-TERM
BENEFITS

Localized KANUMA catalyzes lysosomal
hydrolysis of CEs and TGs to free
cholesterol, glycerol, and free fatty acids1

FREE FATTY ACIDS

SAFETY

By reducing accumulation of CEs and TGs in the lysosomes, KANUMATM (sebelipase alfa) has been shown to1

For further information on KANUMA, please refer to the summary of product characteristics.
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• Reduce TGs
• Reduce non-HDL-c
• Improve growth as a result of substrate
reduction in the intestine

ADMINISTRATION /
LAL-D REGISTRY

• Reduce liver fat content and
transaminase levels
• Reduce LDL-c
• Increase HDL-c

Initiate KANUMA treatment as early as possible upon diagnosis of LAL-D to help restore
cellular metabolism and reduce the ongoing cause of multiorgan damage.1

LAL-D presenting in infants is an urgent medical emergency,
typically fatal within 6 months of life1

KANUMATM (sebelipase alfa) dramatically improves
survival in infants with rapidly progressive LAL-D1

• Patients experienced rapid, progressive decline characterized by malabsorption, growth failure, and liver failure3,4

• Of 9 infants with rapidly progressive LAL-D treated with KANUMA, 6 survived beyond 12 months of age
(67% 12-month survival, 95% CI: 30%-93%)1

0.0
0
(n=35)

6
(n=9)

12
(n=4)

A retrospective chart review and data extraction of 35 patients diagnosed with LAL-D before age 2 (26 with growth failure before 6 months of 			
life, 9 without).3
b
Although the protocol allowed for enrollment of living patients, all patients in the overall population were deceased.3
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KANUMA was
administered 0.35 mg/
kg once weekly for the first
2 weeks and then 1 mg/
kg once weekly. Dose
was increased to 3 mg/
kg once weekly based on
clinical response and one
subject received a further
dose increase to 5 mg/kg
once weekly.
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LONG-TERM
BENEFITS

Age in months

This graph shows survival
of infants with LAL-D.
This cohort included
untreated and treated
patients, as well as
patients with or without
early growth failure.
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ALT
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0.8

Multicenter, open-label,
single-arm study in 9
patients (age range at
study entry, 1 to 6 months)
with growth failure or
other evidence of rapidly
progressive LAL-D.

a

• Mean weight-for-age percentile improved from approximately 13% to 30%1

		– Of these 21 patients, none survived beyond 8 months of age (0% 12-month survival, 95% CI: 0%-16%)3

• 1 additional patient died at 15 months of age1

• Mean serum albumin levels increased from 26.7 g/L to 38.7 g/L1
SAFETY
ADMINISTRATION /
LAL-D REGISTRY

67% of infants with LAL-D treated with KANUMA survived beyond 12 months of age.1

Early growth failure was defined as fulfillment of > 1 of the following criteria before 6 months of age: (1) decreased body weight across > 2 of the 11 major 		
percentiles on a standard World Health Organization (WHO) weight-for-age chart; (2) body weight below the 10th percentile on a standard WHO weight-for-age
chart and no weight gain within the previous 2 weeks; (3) loss of > 5% of birth weight in children >2 weeks of age.3

For further information on KANUMA, please refer to the summary of product characteristics.
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• From baseline to week 48, the mean reductions for alanine aminotransferase (ALT) and aspartate aminotransferase
(AST) levels were -34 U/L and -44.5 U/L, respectively1

• 	 A subset of 21 untreated infants with early growth failurec was used as a comparative historical cohort in
a study evaluating KANUMA™ (sebelipase alfa) treatment in 9 patients with similar clinical characteristics1

Only 10% of infants presenting with LAL-D survived beyond 12 months of age.3
c

With continued treatment, clinically meaningful improvements were sustained over the long term1

WASHOUT DATA /
CONTINUOUS TX

• 	 The 4 patients living at 12 months all died by 48 months3

LDL-c/HDL-c
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Study design

ALT /
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1.0

INFANT SURVIVAL

Survival in infants treated with KANUMA5

Retrospective chart analysis in infants presenting with LAL-D3,a,b

KANUMATM (sebelipase alfa) demonstrated significant
improvements across disease parameters in pediatric
and adult patients with LAL-D1

The ARISE trial assessed a broad range of patients with
LAL-D with substantial disease burden6
ARISE study design

Total impact of KANUMA after 20-week double-blind study1,6

Multicenter, randomized, double-blind, placebo-controlled study of 66 pediatric and adult patients with LAL-D (age range at
randomization, 4 to 58 years).1

LIVER

Patients received either KANUMATM (sebelipase alfa) (1 mg/kg, n=36) or placebo (n=30) every other week for 20 weeks in the
double-blind period. Lipid-lowering medications were allowed before and during the study.1

ALT normalizationb, (%) (primary end point)

31 (11/36)

7 (2/30)

.0271

LIVER

ALT level, mean change from baseline (U/L)

-58

-7

<.001

Liver fat contentc, mean change from baseline (%)

-32

-4

<.0001

42 (15/36)

3 (1/29)

.0003

KANUMA
n=36

PLACEBO
n=30

P VALUE

LDL-c, mean change from baseline (%)

-28

-6

<.0001

HDL-c, mean change from baseline (%)

20

-0.3

<.0001

Non-HDL-c, mean change from baseline (%)

-28

-7

<.0001

TGs, mean change from baseline (%)

-25

-11

.0375

Parameter

Baseline measure

Liver disease

• Observed in 32 patients who had a liver biopsy at study entry:
		 – Fibrosis: 100%
		 – Cirrhosis: 31%
• Hepatomegaly: 67%
• Splenomegaly: 21%

Mean liver fat content

• 8.5%

Median
aminotransferase levels

• ALT: 87 U/L (50-237)
• AST: 73.5 U/L (39-220)

LIPIDS
END POINT

LDL-c levels

• >190 mg/dL in 38 of 66 (58%) of patients, 24% of whom were on

P values are from Fisher’s exact test for normalization end points and Wilcoxon rank-sum test for all other end points.1
Proportion of patients who achieved normalization defined as 34 or 43 U/L, depending on age and gender.1
c
Evaluated in patients with multi-echo gradient-echo magnetic resonance imaging (MEGE-MRI) assessments performed (n=32 for KANUMA, n=25 for placebo).1
d
	Proportion of patients who achieved normalization defined as 34 to 59 U/L, depending on age and gender. Evaluated in patients with abnormal baseline values
(n=36 for KANUMA, n=29 for placebo).1
a

b

WASHOUT DATA /
CONTINUOUS TX

lipid-lowering medications

LONG-TERM
BENEFITS

LIPIDS

LDL-c/HDL-c

Enlargement of
multiple organs

AST normalizationd (%)

ALT /
TRANSAMINASES

PLACEBO
n=30

P VALUEa

The phase 3 ARISE trial evaluated KANUMA in pediatric and adult patients
with LAL-D1,5,6

KANUMA
n=36

ARISE TRIAL /
TOTAL IMPACT

END POINT

• 	63% (10/16) of KANUMA-treated patients saw improvement in hepatic steatosis (at least >5% reduction)
as measured by morphometry compared with 40% (4/10) of patients taking a placebo (P=0.42)6,e

SAFETY

• KANUMA reduced liver volume by 10.3% compared with 2.7% in patients taking a placebo6,f

ADMINISTRATION /
LAL-D REGISTRY

Statistical significance was established for the primary end point and 6 consecutive
secondary end points.1

Due to multiorgan involvement seen with LAL-D, patients exhibited systemic complications
at baseline.1

8

For further information on KANUMA, please refer to the summary of product characteristics.
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Improvement in steatosis was defined as an absolute decrease of 5 percentage points or more from baseline
in the morphometric assessment of the hepatic fat content.6
f
	 The P value for liver volume could not be interpreted as significant owing to lack of statistical significance,
according to prespecified fixed-sequence hypothesis-testing method.6

e

KANUMATM (sebelipase alfa) produced significant
improvement in liver end points compared with placebo1

KANUMA showed rapid and sustained reductions in
transaminase levels1

In the KANUMA-treated group, 31% of patients achieved ALT normalization1

Benefits were observed within 2 to 4 weeks after KANUMA administration
and were sustained over the long term6

ALT normalization with KANUMA compared with placebo at week 201

KANUMA (n=36)
Placebo (n=30)

40

31
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35

P=.0271

30
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20
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• Similarly, 42% of KANUMA-treated
patients achieved AST normalization
compared with 3% in the placebo 		
group (P=.0003)1
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KANUMA (n=32)
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P<.0001

In a separate study, KANUMA resulted in sustained improvement in serum transaminase levels
through 104 weeks of treatment.1
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For further information on KANUMA, please refer to the summary of product characteristics.
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KANUMA treatment improved ALT—with approximately one-third of patients achieving ALT
normalization—and significantly reduced hepatic fat content.1

10

0

SAFETY

Liver fat content (%)

-4

-10

KANUMA (n=36)

− 50

WASHOUT DATA /
CONTINUOUS TX

-5

KANUMA

− 40

− 70

• The significant reductions in hepatic
fat content, as assessed by MEGE-MRI,
were consistent with the mechanism
of action of KANUMA in decreasing
accumulated tissue lipid levels1

P <.001

− 20

LONG-TERM
BENEFITS

Hepatic fat reduction with KANUMA compared with placebo at week 20

1

0

Placebo (n=30)

LDL-c/HDL-c

In the KANUMA-treated group, there was a 32% mean reduction in liver
fat content1

Open-label period

0
− 10

5

Hepatic fat reduction

Double-blind period

ALT /
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7

10

Mean change in ALT with KANUMA compared with placebo6

Mean change (U/L)

45

• The absolute reduction in mean ALT
was -58 U/L (-53%) in the group treated
with KANUMATM (sebelipase alfa) and
-7 U/L (-6%) in the placebo group1

KANUMATM (sebelipase alfa) produced rapid and significant
improvement in LDL-c—a key parameter associated with LAL-D1

Mean change in HDL-c with KANUMA compared with placebo1,6

Mean change in LDL-c with KANUMA compared with placebo1,6

Double-blind period

30

KANUMA treatment resulted in significant improvement
in HDL-c levels1
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LONG-TERM
BENEFITS

• 	 KANUMA treatment resulted in a 20% mean increase in HDL-c levels at 20 weeks with sustained 		
improvements up to 36 weeks1,6

WASHOUT DATA /
CONTINUOUS TX

• 	 Following initiation, KANUMATM (sebelipase alfa) works rapidly to release cholesterol by breaking
down CEs and TGs that accumulate in the lysosomes1

− 10

LDL-c/HDL-c

− 40
− 50

KANUMA (n=36)

Transient cholesterol increase is consistent with KANUMA mechanism of action1
• Self-resolving increases in cholesterol and TGs were seen in the first 2 to 4 weeks of treatment1

SAFETY

		 – These increases result from successful lysosomal hydrolyzation of accumulated CEs and TGs1
• Improvements in dyslipidemia were seen within 8 weeks of treatment initiation1

For further information on KANUMA, please refer to the summary of product characteristics.

In a separate study, KANUMA resulted in sustained improvement in dyslipidemia through 104
weeks of treatment.1
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KANUMA treatment resulted in a 28% mean reduction in LDL-c at week 20 with sustained
improvements up to 36 weeks.1,6

Pediatric and adult patients with LAL-D in clinical
trials achieved long-term benefits from sustained
KANUMA therapy1

Infant patients with LAL-D in clinical trials achieved long-term
benefits from sustained KANUMATM (sebelipase alfa) therapy1

Clinical benefits observed from the pivotal trial and continued over time1

Clinical benefits observed from the pivotal trial and continued over time1,5-7

INFANT PATIENTS

PEDIATRIC AND ADULT PATIENTS

First several weeks of
treatment

Between 1 and 20 weeks

•	Dose up to 1 mg/kg once weekly—improvements in ALT and AST levels
and weight gain were seen

• Normalization of ALT and AST levels
• Improvements in dyslipidemia, including LDL-c and HDL-c levels
• Reductions in TGs
• Reductions in liver fat content

Baseline to week 48

• Mean weight-for-age percentile improved from ~13% to ~30%
• Mean reductions for ALT and AST were -34 U/L and -44.5 U/L, respectively

Between 1 and 52 weeks

• Survival beyond 12 months of age, compared with historical cohort of
untreated infants with no survivors beyond 8 months of age
• Improvements in ALT and AST levels and serum albumin levels

• Further reductions were observed in LDL-c and non-HDL-c levels

Between 38 and 52 weeks

• Sustained improvements in serum transaminase and lipid levels,
with additional improvements in LDL-c and HDL-c levels

Up to 104 weeksa

• Sustained improvements in serum transaminase and lipid levels

• Improvement in weight gain

LONG-TERM
BENEFITS

Between 20 and 36 weeks

Dose escalation to 3 mg/kg once weekly1
a

Separate, open-label continuation study in adult patients (N=8) with LAL-D.5
WASHOUT DATA /
CONTINUOUS TX

• Additional improvements in weight gain, lymphadenopathy, and serum albumin1

SAFETY

For further information on KANUMA, please refer to the summary of product characteristics.

Ongoing KANUMA treatment is recommended to maintain improvements in serum
transaminase levels and dyslipidemia.1,7
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In infants with LAL-D, early intervention with KANUMATM (sebelipase alfa) can achieve clinically
meaningful improvements, including weight gain.1

Ongoing ERT with KANUMATM (sebelipase alfa) sustains
clinically beneficial liver outcomes7

Changes in transaminase levels observed during KANUMA treatment washout period7

Prevent lysosomal reaccumulation of CEs and TGs—
maintain dyslipidemia outcomes with KANUMA7

Changes in LDL-c and HDL-c levels observed during KANUMA treatment washout period7
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Study design
Adult patients (N=9; LAL-CL01) received 4 weekly infusions (0.35, 1, or 3 mg/kg) of KANUMA to assess clinical effects and
safety. After a washout period (mean interval between dosing, 9 to 28 weeks), 8 of these patients enrolled in an extension
study (LAL-CL04), again receiving 4 weekly infusions (0.35, 1, or 3 mg/kg), before transitioning to every-other-week infusions
(1 or 3 mg/kg) over the long term. Seven of 8 subjects were treated through week 52.5,7

Cholesterol levels varied between the 2 studies and the intervening washout period7:
7
1 Initiation of treatment with KANUMA produced rapid increases in LDL-c levels
			– These transient increases represent mobilization of accumulated substrates (CEs and TGs) in lysosomes1,7

Transaminase levels varied between the 2 studies and the intervening washout period7:
1 Initiation of treatment with KANUMATM (sebelipase alfa) produced rapid declines in transaminase levels7

WASHOUT DATA /
CONTINUOUS TX

2 Treatment discontinuation between studies caused LDL-c and HDL-c levels to approximate those at baseline7
3 Resumption of KANUMA administration produced transient increases in LDL-c levels, followed by lipid-profile
benefits from week 12 through week 527

7
2 Treatment discontinuation between studies caused transaminase levels to increase beyond respective
upper limit of normal values

For further information on KANUMA, please refer to the summary of product characteristics.

Off-treatment changes highlight the necessity for continuous treatment with KANUMA.7

17
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Discontinuation of KANUMA led to increased transaminase and LDL-c levels.7

SAFETY

3 Resumption of KANUMA administration produced rapid declines in transaminase levels, with
improvements relative to baseline generally maintained through week 527

The safety profile of KANUMATM (sebelipase alfa) is well
characterized with over 2 years of experience across
106 patients of all ages1
Adverse reactions reported in infant patientsa receiving KANUMA1
MedDRA system organ class

Frequencyb

MedDRA preferred term

Immune system disorders

Very
common

Eyelid edema

Psychiatric disorders

Very
common

Agitation , irritability

Nervous system disorders

Very
common

Hypotonia

Cardiac disorders

Very
common

Tachycardiac

Vascular disorders

Very
common

Hypertension, pallorc

Respiratory, thoracic, and mediastinal
disorders

Very
common

Respiratory distress, wheezing, cough, rhinitis,
nasal congestion, sneezing

GI disorders

Very
common

Diarrhea, gastro-esophageal reflux disease,
retching, vomitingc

Very
common

Urticariac, rashc, eczemac, pruritus, rash
maculopapular

General disorders and administration
site conditions

Very
common

Chills, hyperthermia, pyrexiac, edema

Investigations

Very
common

Body temperature increase, oxygen saturation
decrease, blood pressure increase, heart rate
increase, respiratory rate increase

Skin and subcutaneous tissue disorders

c

Adverse reactions reported in pediatric and adult patientsd receiving KANUMA1
MedDRA system organ class

Frequencye

MedDRA preferred term

Infections and infestations

Common

Urinary tract infection

Immune system disorders

Common

Anaphylactic reaction, eyelid edema

Metabolic and nutrition disorders

Common

Transient hypercholesterolemia, transient
hypertriglyceridemia

Psychiatric disorders

Common

Anxietyf, insomnia

Nervous system disorders

Common

Dizziness

Cardiac disorders

Common

Tachycardia

Vascular disorders

Common

Hyperemiag, hypotension

Respiratory, thoracic, and mediastinal
disorders

Common

Laryngeal edemag, dyspneaf,g,h

GI disorders

Common

Diarrheag,h, abdominal paing,h, abdominal
distension, nauseag,h

Skin and subcutaneous tissue disorders

Common

Urticaria, rashf,g (including rash papular and
rash pruritic), pruritusg, eczemag

Reproductive system and breast disorders

Common

Menorrhagia

General disorders and administration
site conditions

Common

Chills, chest discomfortf,g, edema, fatigue,
infusion site induration, pyrexia

Investigations

Common

Body temperature increasef,h

Injury, poisoning, and procedural
complications

Common

Infusion-related reactionf

c

Age at first dose: 1 to 6 months.
Very common = reported in 1 patient receiving KANUMA.
c
Reported in 2 patients receiving KANUMA.
a

b

Age at first dose: 4 to 58 years.
Common = reported in >1 patient receiving KANUMA.
f
Reported as part of an adverse reaction in a single patient receiving KANUMA in LAL-CL02.
g
Reported in > 2 patients receiving KANUMA.
h
Reported at the same frequency in patients receiving KANUMA or placebo or more frequently in patients receiving placebo during the double-blind period of LAL-CL02.
d

Undesirable effects and precautions for use
Hypersensitivity

For further information on KANUMA, please refer to the summary of product characteristics.

Two of 92 (2%) children and adults in clinical studies experienced signs and symptoms consistent with anaphylaxis.
Anaphylaxis occurred during the infusion as late as 1 year after treatment initiation.1
Twelve of 92 (13%) children and adults experienced signs and symptoms either consistent with or that may be
related to a hypersensitivity reaction.1 See page 18 for signs and symptoms.
Transient hyperlipidemia
Consistent with its known mechanism of action, asymptomatic increases in
circulating cholesterol and TGs have been observed following initiation of
treatment. These increases have generally occurred within the first 2 to 4
weeks and improved within a further 8 weeks of treatment.1

19
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Hypersensitivity
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Nine of 14 (64%) infants experienced signs and symptoms either consistent with or that may be related to
a hypersensitivity reaction. These reported signs and symptoms occurring in 2 or more patients included
abdominal pain, agitation, chills, diarrhea, eczema, hypertension, irritability, laryngeal edema, nausea,
edema, pallor, pruritus, pyrexia/body temperature increase, rash, tachycardia, urticaria, and vomiting.
The majority of reactions occurred during or within 4 hours of the completion of the infusion. 1

Undesirable effects and precautions for use

SAFETY

One of 14 (7%) infants in clinical studies experienced signs and symptoms consistent with anaphylaxis.
Anaphylaxis occurred during the infusion as late as 1 year after treatment initiation.1

e

KANUMATM (sebelipase alfa) is intravenously administered
under the care of infusion center professionals1
Administer KANUMA intravenous infusion to patients immediately
following a LAL-D diagnosis1

Every patient matters—make sure to enroll them in
the LAL Deficiency registry
Alexion Pharmaceuticals is committed to serving
patients and families facing LAL-D

KANUMATM (sebelipase alfa) treatment should be supervised by a healthcare professional experienced in the
management of patients with LAL-D, other metabolic disorders, or chronic liver diseases.1

The LAL Deficiency registry is an observational, multicenter, international registry designed to collect longitudinal data,
creating a knowledge base to

• The total volume of infusion should be administered over approximately 2 hours1

• Enhance understanding of LAL-D, its progression, and any associated complications

• A 1-hour infusion may be considered after patient tolerability is established

• Evaluate the long-term effectiveness of various management options

• The infusion period may be extended in the event of dose escalation1

• Improve care through evidence-based patient management

1

• Understand the relationship between LAL-D and access to care

Dose once weekly in infant patients

• Connect patients, families, and clinicians confronting LAL-D

• The recommended starting dose is 1 mg/kg administered as an intravenous infusion once weekly 1
• Dose escalation to 3 mg/kg once weekly should be considered based on clinical response

Registry enrollment is open to any patient (living or deceased) with a diagnosis of LAL-D, or determined to be a carrier
(heterozygote) of the disorder—irrespective of treatment status.

Dose once every other week in pediatric and adult patients

Enrolled patients must have either

• The recommended dose is 1 mg/kg administered as an intravenous infusion once every other week1

• A diagnosis of LAL-D (by enzyme activity and/or DNA sequencing)

1

• Evidence of at least one mutation in the LIPA gene
• An affected parent or child diagnosed with LAL-D

Recommended infusion volumes (1 mg/kg dose)1,a

a

TOTAL INFUSION VOLUME (mL)

1-10

10

11-24

25

25-49

50

50-99

100

100-120

250

To learn more, call 855-344-4463, email help@laldeficiencyregistry.com,
or visit laldeficiencyregistry.com.

The infusion volume should be based on the prescribed dose and should be prepared to a final KANUMA 		
concentration of 0.1 to 1.5 mg/mL.1
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ADMINISTRATION /
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WEIGHT RANGE (kg)

Important Safety Information

INDICATION
KANUMATM (sebelipase alpha) is indicated for long-term enzyme replacement therapy (ERT) in patients of all
ages with lysosomal acid lipase (LAL) deficiency.

CONTRAINDICATIONS
Life-threatening hypersensitivity (anaphylactic reaction) to the active substance when attempts to rechallenge are
unsuccessful, or to egg or any of the excipients listed in section 6.1.

SPECIAL WARNINGS AND PRECAUTIONS FOR USE
Hypersensitivity reactions including anaphylaxis
Hypersensitivity reactions, including anaphylaxis, have been reported in patients treated with sebelipase alfa.
Therefore, appropriate medical support must be readily available when sebelipase alfa is administered. If severe
reactions occur, the sebelipase alfa infusion should be immediately stopped and appropriate medical treatment
should be initiated. The risks and benefits of re-administering sebelipase alfa following a severe reaction should
be considered.

FPO

Following the first sebelipase alfa infusion, including the first infusion after a dose escalation, patients
should be observed for 1 hour in order to monitor for any signs or symptoms of anaphylaxis or a severe
hypersensitivity reaction.
The management of hypersensitivity reactions may include temporarily interrupting the infusion, lowering the
infusion rate, and/or treatment with antihistamines, antipyretics, and/or corticosteroids. For patients who
have experienced allergic reactions during infusion, caution should be exercised upon re-administration.
If interrupted, the infusion may be resumed at a slower rate with increases as tolerated. Pre-treatment with
antipyretics and/or antihistamines may prevent subsequent reactions in those cases where symptomatic
treatment was required.
In cases of severe infusion reactions and in cases of lack or loss of effect, patients should be tested for the
presence of antibodies.
This medicinal product may contain traces of egg proteins. Patients with known egg allergies were excluded
from clinical studies.
Excipients
This medicinal product contains 33 mg sodium per vial and is administered in sodium chloride 9 mg/ml (0.9%)
solution for infusion. This should be taken into consideration by patients on a controlled sodium diet.

23

ISI / REFERENCES

22

References: 1. KANUMA [summary of product characteristics]. Watford, Hertfordshire, United Kingdom: Synageva BioPharma
Ltd; 2015. 2. Burton BK, et al. Clinical features of lysosomal acid lipase deficiency: a longitudinal assessment of 48 children and
adults [published online August 6, 2015]. J Pediatr Gastroenterol Nutr. doi:10.1097/MPG.0000000000000935. 3. Jones SA, et
al. Rapid progression and mortality of lysosomal acid lipase deficiency presenting in infants [published online August 27, 2015].
Genet Med. doi:10.1038/gim.2015.108. 4. Bernstein DL, et al. Cholesteryl ester storage disease: review of the findings in 135
reported patients with an underdiagnosed disease. J Hepatol. 2013;58:1230-43. doi:10.1016/j.jhep.2013.02.014. 5. Data on
file, Alexion Pharmaceuticals. 6. Burton BK, et al. A phase 3 trial of sebelipase alfa in lysosomal acid lipase deficiency. N Engl J Med.
2015;373:1010-20. doi:10.1056/NEJMoa1501365. 7. Valayannopoulos V, et al. Sebelipase alfa over 52 weeks reduces serum
transaminases, liver volume and improves serum lipids in patients with lysosomal acid lipase deficiency. J Hepatol. 2014;61:113542. doi:10.1016/j.jhep.2014.06.022.

KANUMATM (sebelipase alfa): INDICATED FOR
LONG-TERM USE IN PATIENTS OF ALL AGES WITH LAL-D1
KANUMA resulted in a survival benefit in patients with the most rapidly
progressive LAL-D1
• 67% of infants treated with KANUMATM (sebelipase alfa) survived beyond 12 months

of age vs zero of 21 patients in the historical cohort1

KANUMA improved liver end points and dyslipidemia parameters1
• Significant improvement in primary end point (ALT normalization: 31% vs 7%; P=.0271)1
• Significant improvement in 6 consecutive secondary efficacy end points (liver 				

and dyslipidemia)1

KANUMA initiation resulted in rapid improvements in ALT, LDL-c,
and HDL-c levels1
KANUMA produced sustained improvements in serum transaminase levels
and dyslipidemia through 104 weeks of treatment1

For further information on KANUMA, please refer to the summary of product characteristics.
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