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Adakveo 10mg/ml, Concentrate for solution for infusion

MY NO™MN N1 ATIINN no'n L7 " 'n\a"n 10 IxagIX

A'WIONN 7w D71 RO D117V NNtV [1DTY 7V YATING NYRan n"ya YR 0'00a1n NNaN

Y ahih U hhy )] [ITIA Y'YdNN

ADAKVEDO is indicated to reduce the frequency of vasoocclusive crises (VOCs) in adults and
pediatric patients aged 16 years and older with sickle cell disease.
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8 WARNINGS AND PRECAUTIONS

8.2 Infusion-Related Reactions

In the SUSTAIN clinical trial, infusion-related reactions (IRRs) (defined as occurring during/within 24 hours of
infusion) were observed in 2 (3%) patients treated with ADAKVEO 5 mg/kg fseeAdverse Reactions{9-1H.

In the STAND clinical trial, IRRs were observed in 6 (7%) patients treated with ADAKVEQO 5 mg/ke.

IRRs presented most frequently as H-the R e c e 8 :

pain-events, nausea, vomiting, fatigue, dlzzmess prurltls dlarrhea and pyrexia. Some IRRs have been—repeﬁed—w%eh—
required hospltahzatlons The maJ onty of these IRRSi-Hf&SiGH—P%l—&%%d—P%&GHGﬁS—OCCUITCd durlng the ﬁrst and second
mfuswns he-ma m § aceta 3 3 aven

Discontinue ADAKVEO infusion for severe infusion-—relatedreactionsIRRs and institute appropriate medical care /see
Dosage and Administration (5.3)].

For management recommendations of a mild or moderate infusion-related reaction /see Dosage and Administration

(5.3)].

Exercise caution with corticosteroids in patients with sickle cell disease unless clinically indicated (e.g., treatment
of anaphylaxis)._Use of corticosteroids may increase the risk of complications such as acute chest syndrome and
fat embolism.

Infusion-Related Reactions and Vaso-occlusive Crises

Infusion-related reactions are sometimes indistinguishable from vaso-occlusive crisis (VOC) events. IRRs and
VOCs may occur concomitantly and/or VOCs may occur as a consequence of an IRR.

9 ADVERSE REACTIONS

9.1 Clinical Trials Experience
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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 practice.
Sickle Cell Disease
SUSTAIN Trial

The safety of ADAKVEQO was evaluated in the SUSTAIN trial [see Clinical Studies (15)]. Eligible patients were
diagnosed with sickle cell disease (any genotype, including HbSS, HbSC, HbS beta’-thalassemia, HbS beta’*-

thalassemia, and others). Patients received ADAKVEO 5 mg/kg (N = 66) or 2.5 mg/kg (N =

64) or placebo (N = 62)

administered by intravenous infusion on Week 0, Week 2, and every 4 weeks thereafter. The safety evaluation below is
limited to the patients who received the recommended dose of 5 mg/kg.

Among the 66 patients that received the recommended dose (5 mg/kg), 83% were exposed for 6 months or longer and
61% were exposed for approximately one year; forty-two (64%) patients were treated with ADAKVEQO in combination

with hydroxyurea.

Serious adverse reactions were reported in 2 patients (3%) treated with ADAKVEO 5 mg/kg; both reactions were pyrexia.

Two deaths (3%) occurred in the ADAKVEO 5 mg/kg treatment group. None of the deaths were considered to be

related to ADAKVEO.

The most common adverse reactlons = 10%) were ﬁaﬂsea—arthralgla, nausea, back pain, abdominal pain, and-

A-and dlarrhea may—beﬁgns—and-

Table 2 summarizes the adverse reactions in the SUSTAIN trial.

Table 2: Adverse Reactions (> 10%) in Patients Receiving ADAKVEO With a Difference Between Arms of > 3%

Compared to Placebo in SUSTAIN

ADAKVEO 5 mg/kg Placebo
N =66 N = 62
(%) #(%)
All Grades Grade >3 All Grades Grade >3
Adverse Reactions (%) (%) (%) (%)
Gastrointestinal Disorders Arthralgia 18 2 8 2
Nausea +2(18) 0 711y +€2)
Back pain 15 0 11 0
Abdominal pain? 8412y 0 3¢5) 0
Asthralgia 1248 ) 548) )
Back pain 19-45) 0 70h 0
Pyrexia Z€11 14€2) 47y 0
Diarrhea 11 0 3 2
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2Abdominal pain: abdominal pain, upper abdominal pain, lower abdominal pain, and abdominal tenderness.

Clinically relevant adverse reactions (all Grades) that were reported in less than 10% of patients treated with ADAKVEO
included: oropharyngeal pain, diarrhea; vomiting, pruritus (pruritus and vulvovaginal pruritus), musculoskeletal chest
pain, myalgia, infusion-site reaction (infusion-site extravasation, infusion-site pain, and infusion-site swelling), and
infusion-related reaction.

STAND Trial

The safety of ADAKVEQO was also evaluated in the STAND trial [see Clinical Studies (14.1)]. Eligible patients were
diagnosed with sickle cell disease (any genotype, including HbSS, HbSC, HbS beta’-thalassemia, HbS beta -thalassemia,
and others). Patients received ADAKVEQO 5 mg/kg (N = 84) or 7.5 mg/kg (N = 83) or placebo (N = 85) administered by
intravenous infusion on Week 0, Week 2, and every 4 weeks thereafter. The safety evaluation below is limited to the
patients who received the recommended dose of 5 mg/kg.

Among the 84 patients that received the recommended dose (5 mg/ke), 93% were exposed for approximately 6 months or
longer and 88% were exposed for approximately one year; sixty-two (74%) patients were treated with ADAKVEOQ in
combination with hydroxyurea.

Serious adverse reactions were reported in 2 patients (2%) treated with ADAKVEO 5 mg/ke and this reaction was pain. The

most common adverse reactions (> 10%) were headache, nausea, fatigue, vomiting, and oropharyngeal pain.

Table 3: Adverse Reactions (> 10%) in Patients Receiving ADAKVEQO With a Difference Between Arms of > 3%
Compared to Placebo in STAND
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ADAKVEOQO 5 mg/kg Placebo
N=84 N=385
% %
All Grades Grade >3 All Grades Grade >3
Adverse Reactions Y% % % Y%
Headache 25 1 19 0
Nausea 17 9
Fatigue® 13 0 8 0
Vomiting 10 0 5 0
Oropharyngeal pain 10 0 4 0
*Fatigue includes asthenia and malaise.

Clinically relevant adverse reactions (all Grades) that were reported in less than 10% of patients treated with ADAKVEOQO or

events having a difference of less than 3% between ADAKVEOQO treatment arms and placebo included: diarrhea, pruritus,
dizziness, infusion-related reaction, infusion-site reaction.

Reporting of suspected adverse reactions

Reporting suspected adverse reactions after authorisation of the medicinal product is important. It allows
continued monitoring of the benefit/risk balance of the medicinal product.

Any suspected adverse events should be reported to the Ministry of Health according to the National Regulation
by using an online form

https://sideeffects.health.gov.il/
And to Novartis using the following email address: Safetydest.israel@novaris.com

11 USE IN SPECIFIC POPULATIONS

= 11.4 Geriatric Use

There were no ADAKVEO-treated patients 65 years of age and older in the clinical studies for sickle cell disease /see
Clinical Studies (15)]. Clinical studies of ADAKVEO did not include sufficient numbers of subjects aged 65 and over to
determine whether they respond differently from younger subjects.

2 13 CLINICAL PHARMACOLOGY

13.4 Immunogenicity

The observed incidence of anti-drug antibodies is highly dependent on the sensitivity and specificity of the assay.
Differences in assay methods preclude meaningful comparisons of the incidence of anti-drug antibodies in the studies
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described below with the incidence of anti-drug antibodies in other studies, including those of ADAKVEOQO or of other

crizanlizumab products.

The immunogenicity of ADAKVEQ was evaluated using a validated bridging immunoassay for the detection of bindin

anti-crizanlizumab antibodies. In a single arm, open label multiple dose study, 0 of the 45 patients with sickle cell disease

treated with ADAKVEQO 5 mg/kg tested positive for treatment-induced anti-crizanlizumab antibodies.

Ina single-dose study of healthy subjects, 1 of the 61 (1.6%) evaluable subjects tested positive for a treatment-induced

anti- crizanlizumab antibodies.

No treatment induced anti-crizanlizumab antibodies were detected (0 of 84 patients) in a Phase 3 study at 5 mg/kg over

the 52 week time period (samples collected at baseline, Weeks 3. 15, 19, 27. and 51). Therefore, no significant effect on

pharmacokinetics or pharmacodynamics has been observed or is expected.

15 CLINICAL STUDIES

STAND

The efficacy of two doses of ADAKVEOQO, with or without HU/HC, was evaluated, but not established, in the STAND trial

[NCT03814746], a randomized, placebo-controlled, double-blind, multicenter clinical study in adolescent and adult sickle

cell disease patients with a history of VOCs. The efficacy results of STAND study are summarized in Table 7 below.

In this study, VOC was defined as a pain crisis (acute onset of pain for which there is no other medically determined

explanation other than vaso-occlusion) which requires therapy with oral or parenteral opioids or parenteral NSAID. Acute

chest syndrome (ACS), priapism and hepatic or splenic sequestration were considered VOCs in this study.

A total of 252 sickle cell disease patients were randomized to the study, 85 in placebo arm, 84 in ADAKVEO 5 mg/ke arm

and 83 in ADAKVEO 7.5 mg/kg arm. The 7.5 mg/ke ADAKVEOQO dose is not approved and is not recommended for use.

Demographic and other baseline characteristics were similar among the treatment groups (see Table 6).

Table 6: Demographics and Baseline Characteristics in STAND Study

ADAKVEO 5 mg/kg Placebo
(N=84) (N=285)
Age (years)
Median 24 25
Range 12,64 12,68
Gender, n (%)
Female 45 (54%) 49 (58%)
Male 39 (46%) 36 (42%)
Race, n (%)
Black or African American 46 (55%) 43 (51%)
White 27 (32%) 26 (31%)
Asian 6 (7%) 6 (7%)
Other 5 (6%) 10 (12%)
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ADAKVEO 5 mg/kg Placebo
(N=284) N=85
Genotype, n (%)
HbSS 58 (69%) 58 (68%)
HbSC 11 (13%) 12 (14%)
HbS/beta” - thalassemia 8 (10%) 8 (9%)
HbS/beta’ - thalassemia 5 (6% 6 (7%
Other 2 (2% 1 (1%
Ethnicity. n (%)
Not Hispanic or Latino 54 (64%) 57 (67%)
Hispanic or Latino 22 (26%) 18 (21%)
Other (not reported/unknown) 8 (10%) 10 (12%)
Hydroxyurea use, n (%)

_Yes 62 (74%) 61 (72%)
_No 20 (24%) 23 (27%)
Missing 2 (2%) 1(0%)

Number of VOC leading to healthcare visit in

the last 12 months, n (%)

_ <5 62 (74%) 58 (68%)

_>5 21 (25%) 27 (32%)
Missing 1(1%) 0

The percentages for subgroups of race and genotype do not add up to 100% due to rounding to 1 decimal place. The results
of the efficacy analysis did not confirm the statistical superiority of ADAKVEOQO over placebo in reducing VOCs leading to a

healthcare visit over the first-year post randomization.

Table 7: Efficacy Results From STAND Trial in Sickle Cell Disease

Between-Treatment Comparison

Treatment _n Adjusted (95% CI) Comparison Rates Ratio (95% CI)
Annualized
Rate of VOC
ADAKVEO 5 84 2.49 (1.90, 3.26) vs Placebo 1.08 (0.76, 1.55)*
mg/kg
Placebo 85 2.30 (1.75,3.01)

n: Total number of participants included in the analysis.
Obtained from fitting a negative binomial regression model with treatment and randomization stratification factors
(baseline VOC and HU/HC) as covariates. The natural log of the observation period was used as offset.

*The 95% ClI includes 1, which indicates that the result is not statistically significant.

oooooo

| Revised in_July 2024-Nev2022-aceording-to-MOHsguidelines.
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