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v This medicinal product is subject to additional monitoring. This will allow quick identification of
new safety information. Healthcare professionals are asked to report any suspected adverse reactions.
See section 4.8 for how to report adverse reactions.

1. NAME OF THE MEDICINAL PRODUCT

*

BEQVEZ 0.79 - 1.21 x 10" vector genomes/mL concentrate for solution for infusion @b
2.  QUALITATIVE AND QUANTITATIVE COMPOSITION (\:

2.1 General description O
Fidanacogene elaparvovec is a gene therapy medicinal product that consists ef’a fecombinant viral
capsid derived from a naturally occurring adeno-associated viral serotype % VRh74var)

packaging genome containing the human coagulation factor IX (FIX) tra modified to be a high
factor IX activity (Padua) variant known as FIX-R338L.

Fidanacogene elaparvovec is produced in human embryonic kidne ’(glls by recombinant DNA
technology. @

2.2 Qualitative and quantitative composition Q@

Each mL of fidanacogene elaparvovec contains 0.79 - ]@X 10" vector genomes (vg).
Each vial contains an extractable volume of 1 mL.

The quantitative information regarding actual entration, and patient dose calculation is provided in
the Lot Information Sheet (LIS) accompanying'he medicinal product for treatment.

The total number of vials in each pack éﬂonds to the dosing requirement for the individual
patient, depending on the patient’s b@ 1ght and actual concentration (see sections 4.2 and 6.5).

Excipient with known effect b

This medicinal product con{e .55 mg sodium per vial.
For the full list of excipib e section 6.1.

3. PHARMA!'%CAL FORM

Concentrate fo@tion for infusion (sterile concentrate).
A clear te s@ly opalescent, colourless to slightly brown solution with a pH of 6.8 - 7.8 and an
osmola \fapproximately 348 mOsm/L.
QLINICAL PARTICULARS
4. Therapeutic indications
BEQVEZ is indicated for the treatment of severe and moderately severe haemophilia B (congenital

factor IX deficiency) in adult patients without a history of factor IX inhibitors and without detectable
antibodies to variant AAV serotype Rh74.



4.2 Posology and method of administration

Treatment should be administered in a qualified treatment centre by a physician experienced in the
treatment of haemophilia. It is recommended that this medicinal product is administered in a setting
where personnel and equipment are available to treat possible infusion-related reactions (see
section 4.4).

A prophylactic dose of factor IX replacement should be given prior to fidanacogene elaparvc&b

infusion (see section 4.4).
L 4 q ’
Patient selection 0

Eligibility for treatment should be confirmed within 8 weeks prior to infusion by t lowing test

results: Q

° negative for AAVRh74var pre-existing antibodies should be assessed &E-marked in vitro
diagnostic (IVD) with the corresponding intended purpose. If the rked IVD is not
available, an alternative validated test should be used.

° absence of clinically significant liver disease (see sections d4.4).
. negative for factor IX inhibitors by history and test < 0% esda Units (BU).

J absence of active infections, either acute (such as a resplratory infections or acute hepatitis)
or uncontrolled chronic (such as active chron tls B, hepatitis C, or human
immunodeficiency virus infection [HIV]) (see 10n 4.3).

Posology O

The recommended dose of BEQVEZ is a s'ng&se of 5 x 10" vector genomes per kg (vg/kg) of
body weight. K/

To determine the patient’s dose, the @ ng calculation steps are needed:

Calculation of patient’s dose we
The dose of BEQVEZ is base@ patient’s body mass index (BMI) in kg/m?.

Table 1. Patient’s dose eight adjustment according to BMI
Patient’s BMI Patient’s dose weight (kg) adjustment
<30 kg/m? N, ose weight = Actual body weight
> 30 kg/m?b‘ Determine using the following calculation:
Q‘ Dose weight (kg) = 30 kg/m? x [Height (m)]?

Note ¢
e The integfnedtate calculation of height (m?) should NOT be rounded.
e Do e’& should be rounded to 1 decimal place.

Calc of patient’s dose volume in millilitres (mL)
tigrt’d dose weight in kilograms (kg) x target dose per kilogram (5 x 10'! vg/kg) = dose in vg to be
wpistered

Dose in vg to be administered + Actual concentration (vg/mL)* = patient’s dose volume in mL

*See the accompanying LIS for information pertaining to the actual concentration of vg per vial.



Special populations

Hepatic impairment

The safety and efficacy of fidanacogene elaparvovec in patients with severe hepatic impairment have
not been studied. Fidanacogene elaparvovec is contraindicated in patients with advanced hepatic
fibrosis or advanced hepatic cirrhosis (see section 4.3), and not recommended for use in patientgith

other significant hepatobiliary disorders (see section 4.4).

Patients who are HCV positive /HBV positive /HIV positive

No dose adjustment is needed in patients who are hepatitis C virus (HCV) positive, hepatiis"® virus
(HBV) positive and/or human immunodeficiency virus (HIV) positive. Limited data ar, able in
patients with controlled HIV infections and a past medical history of active HCV a V (see
sections 4.3 and 4.4).

Renal impairment &Q
No dose adjustment is needed in patients with renal impairment. The safety ficacy of BEQVEZ
have not been studied in patients with clinically relevant renal impairment tinine > 2.0 mg/dL).

Elderly
The safety and efficacy of fidanacogene elaparvovec in patients > 6&ears old have not been

established. No dose adjustment is needed in elderly patients.

Paediatric population
The safety and efficacy of fidanacogene elaparvovec in ck@ and adolescents under 18 years of age
have not yet been established. No data are available. O

O

For intravenous use after dilution. Q

Method of administration

BEQVEZ is administered as a single-dos®@ntravenous infusion over approximately 60 minutes in an
appropriate infusion volume (see sectioff 6.0

administration, the infusion rate shotild be slowed or stopped to ensure patient tolerability. If the
infusion is stopped, it may be ed at a slower rate when the infusion reaction is resolved (see

section 4.4). {

Before administration, i be confirmed that the patient’s identity matches the unique patient
information (i.e., IOane on the vials, inner cartons, outer cartons, and accompanying
documentation. T number of vials to be administered must also be confirmed with the

Do not infuse as an intravenous ? @olus. In the event of an infusion reaction during

patient-specific i tion on the LIS.
.
For detailed tions on preparation, administration, measures to take in case of accidental
r@hposal of medicinal product, see section 6.6.

cxXposure K

4.3 aindications
%sitivity to the active substance or to any of the excipients listed in section 6.1.
Active infections, either acute or uncontrolled chronic (see section 4.4).

Advanced hepatic fibrosis or advanced hepatic cirrhosis (see section 4.4).



4.4. Special warnings and precautions for use

Traceability

In order to improve the traceability of biological medicinal products, the name and the batch number
of the administered product should be clearly recorded.

Pre-existing immunity against AAVRh74var b

Anti-AAVRh74var antibody formation can take place after exposure to a virus very simil the
modified virus. Before administration, the absence of antibodies to AAVRh74var mus

demonstrated using an appropriately validated assay (see sections 4.1 and 4.2). It is mended that
patients should be dosed as close as possible (e.g., within 8 weeks) following antib esting
confirming the absence of anti-AAVRh74var antibodies. Q

Pre-treatment evaluation of hepatobiliary condition S’

Pre-treatment evaluation of hepatobiliary condition should confirm the @ce of clinically significant
hepatobiliary disease, as defined by any of the below:

. alanine transaminase (ALT), aspartate transaminase (AST Skaline phosphatase (ALP)
levels > 2 x upper limit of normal (ULN), bearing in mj at at least 2 readings may be
required to interpret variability over time (at most w& eeks)

. bilirubin > 1.5 x ULN (at most within 4 week

. current liver-related coagulopathy, hypoalbuminemia, persistent jaundice, cirrhosis, active viral
hepatitis 6

. history of portal hypertension, splen m&, or hepatic encephalopathy
. negative fibrosis assessment (at 1@3 months before infusion)

In case of radiological liver abnorpaaliti€s and/or sustained liver enzyme elevations, consideration of a
consultation with a hepatologist i % ommended to assess eligibility for BEQVEZ administration.

Patients with active infectio& er acute or uncontrolled chronic

There is no clinical expeQe with administration of fidanacogene elaparvovec in patients with acute
infections (such as acuge respiratory infections or acute hepatitis) or uncontrolled chronic infections
(such as active chr epatitis B). It is possible that such acute or uncontrolled infections may affect
the response to ogene elaparvovec and reduce its efficacy and/or cause adverse reactions. In
patients withe @fections, fidanacogene elaparvovec treatment is contraindicated (see section 4.3).
If there are gfgn$vor symptoms of acute or uncontrolled chronic active infections, fidanacogene
elapary, QJK tment must be postponed until the infection has resolved or is controlled.

Limj ical data are available in patients with controlled HIV infection treated with fidanacogene
ec.

usion-related reactions

Infusion reactions, including hypersensitivity reactions and anaphylaxis, are possible during or shortly
after fidanacogene elaparvovec infusion. Patients should be closely monitored for infusion reactions
throughout the infusion period and at least for 3 hours after end of infusion. The recommended
infusion rate should be closely adhered to, in order to ensure patient tolerability. Suspicion of an
infusion reaction requires slowing or immediate stopping of the infusion (see section 4.2). Based on
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clinical judgement, management of infusion reactions should be done according to guidelines for
management of allergic reactions, including the discontinuation and/or the administration of
appropriate treatment.

To minimise the risk of acute hypersensitivity reactions, patients should be closely monitored for
clinical signs and symptoms of infusion reactions and acute or delayed hypersensitivity reactions.
Patients should be informed of the early symptoms and signs of hypersensitivity reactions and d
be advised to contact their physician and/or seek immediate emergency care if they experien
infusion-related reaction.

L 4 q ,
Discontinuation of factor IX concentrates {\

Following fidanacogene elaparvovec infusion, patients should discontinue prophyl nce the
endogenous FIX:C activity levels are considered sufficient to prevent spontan eeding.
Monitoring of factor IX activity and hepatic function K/

Following administration of fidanacogene elaparvovec, patients can de transient and

asymptomatic elevation of transaminases (see section 4.8). Althoughythe Xact aetiology of elevations
has not yet been established, it is believed that immune-mediated eléyations in liver function tests
(LFTs) are the result of an AAV capsid triggered response with @quent hepatocyte lysis and
inflammation.

ALT/AST and factor IX activity levels should be monitor@lowing the administration of
fidanacogene elaparvovec (see Table 2). Monitoring of €réatine phosphokinase (CPK) is
recommended to evaluate for alternative causes for vations (including potentially hepatotoxic
medications or agents, alcohol consumption, or strenuous exercise). Corticosteroid treatment should be
instituted in response to aminotransferase elevati@o control hepatic reactions and prevent or
mitigate a potential reduction in transgene exg@on (see Table 3 and Table 4).

During the first six months after BEQVE# administration, the purpose of hepatic and factor IX
monitoring is to detect increases in tran ses which may be suggestive of or accompanied by
decreased factor IX activity and may { te the need to initiate corticosteroid treatment. Following
the first 6 months post-BEQVEZ instration, hepatic and factor IX monitoring is intended to assess
liver health and bleeding risk.

Table 2. Recommended h qunction (ALT and AST) and factor IX activity monitoring*

Tim Monitoring frequency®
Weeks 1t0 12 Once or twice weekly
Weeks 13 to 18 \ Weekly
Weeks 19to 5 %f year 1) At weeks 24, 32,42 and 52
Year 2 to eﬂd‘&rear 3P Quarterly
Year 4 to @'} year 6 Twice yearly
After }'6 Annually

* Tt is tecommended where possible to use the same laboratory for monitoring over time, particularly during
thedimeframe for corticosteroid treatment decision making, to minimise the impact of inter-laboratory

ibility.
&ekly monitoring is recommended, and as clinically indicated, during corticosteroid tapering. Adjustment
of the monitoring frequency may also be indicated depending on the individual patient situation.
b Starting at week 65

Variability of tests for factor IX activity

In regards to factor IX activity monitoring, results from a field study indicate inter-laboratory
variability across the different one-stage reagents used in the study, with more variability at the lower
levels (0.025 IU/mL). These results support prior data that demonstrated differences in factor IX
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activity from transgene-derived FIX-R338L variant in different one-stage assays and chromogenic
assays, with consistently higher factor IX activity observed for the silica-based one-stage assays.

It is recommended where possible to use the same laboratory (chromogenic or one-stage assays) for
factor IX activity monitoring over time, particularly during the timeframe for corticosteroid treatment
decision making, to minimise the impact of inter-laboratory variability.

Based on an in vitro study, transgene FIX-R338L variant protein in fidanacogene elaparvove b
participants’ plasma samples did not interfere with the detection of FIX activity from plas @Ved,
recombinant, or recombinant extended-half-life FIX products which were spiked into the a
samples and assessed with two one-stage (OS) assays (Actin FSL and SynthASil) as w;

chromogenic assay using Rox FIX. Glycol-pegylated recombinant FIX products we assessed in
the study. It is suggested not to use silica-based activated partial thromboplastin ti TT) assay for
the measurement of FIX:C in presence of (recombinant) FIX products; the res product
information for monitoring guidance when using (recombinant) FIX productsghould be referred to.

Initiation and use of corticosteroids 0

Corticosteroid treatment should be initiated if aminotransferase elevatic@e observed or decrease in
the activity of factor IX is observed to maintain the transgene expression By transduced hepatocytes
(see Table 3 and Table 4). There is limited information with regardS%g the benefit of starting a new
corticosteroid course after the first 6 months of BEQVEZ admin@ion.

which will be the first consideration for suppression of hepaticaboratory abnormalities. Reference to
the corticosteroid product information for risks and req recautions is recommended. In the
absence of alternative aetiology, treatment with cort1 ids for vector induced hepatitis would be
highly recommended if any of the following criteria are met

Table 3 gives the recommended tapering course of oral ¢ % ids (i.e., prednisone/prednisolone)

Transaminase increase (ALT and AST) Q
° Transaminase value 2 x ULN or single 1fferease > 1.5-fold since the last value obtained prior to
infusion (see section 4.2).

° Consecutive increases. ‘ )

Factor IX activity decrease

. A single significant decrea t could trigger the risk of bleeding, not associated with a recent
infusion of external fac product or factor IX inhibitor.

. Consecutive decreasﬁ curring during the first 120 days post-infusion.

Table 3. RecommendeQatment regimen for oral corticosteroids
e

(oral cortico@x%l: ?rlzazftment regimen) Prednisolone/prednisone (mg/day)
eek 1 ~60 to 100 according to body weight
* N7 Week2 60*
S Week3 40
‘' Week 4 30
Q Week 5 30
nance dose until ALT/AST return to 20
(N baseline level
QJ)er dose after baseline level has been reached | Reduce by 5 mg/day until 10 mg/day is achieved
then reduce by 2.5 mg/week up to 5 mg daily.

* The subsequent prednisolone/prednisone taper should not be started until the ALT and/or AST have declined
for at least 2 consecutive lab draws or have returned to approximately baseline (pre administration) levels and
any decline in factor IX activity has plateaued.



If there is no evidence of resolution of transaminase elevation or in the decrease in activity of factor IX
after the first week of oral corticosteroid treatment, consider to use a combination of intravenous
methylprednisolone and oral corticosteroids and a hepatologist should be consulted as required (see
Table 4).

Table 4. Recommended treatment regimen for combination intravenous and oral corticosteroids
Schedule . . Intravenous
. . Oral prednisolone/prednisone .
(corticosteroid treatment (mg/day) methylprednisol
regimen) y (mg/day),_ @
Days 1*to 3 Not applicable (n/a) 1000 Lm

Days 4 to 7 20 n/ga N
Week 2 60
Week 3 60 /
Week 4 40 N

Week 5 30 ¥ n/a
Week 6 30 N &Y n/a
Week 7 20 n/a
Week 8 10 @‘ n/a
Week 9 5 ( n/a
* Day 1 of treatment escalation @
Monitoring for factor IX inhibitor development Q
No clinical data is available in patients with detectable f; inhibitors treated with
fidanacogene elaparvovec. BEQVEZ is not indicatedyfo in patients with a history of factor IX

inhibitors (see section 4.1).

development of inhibitors to factor IX after BEQWEZ administration. An assay that detects factor IX
inhibitors if bleeding is not controlled, or plasma factor IX activity levels decrease, should be
performed.

Patients should be monitored through appropriace@ical observations and laboratory tests for the

Risk of malignancy in relation to Ve@tegration in the DNA of body cells

As there is a theoretical risk of m ant transformation leading to cancer resulting from
AAV-mediated integration int host cell DNA, considerations should be given to regular long-term
follow-up monitoring (see 1@— rm follow-up).

It is recommended that patienits with pre-existing risk factors for hepatocellular carcinoma (such as
hepatic fibrosis, hepatitis C or B disease, non-alcoholic fatty liver disease) undergo regular liver
ultrasound screeni@d are regularly monitored for alpha-fetoprotein (AFP) elevations on a yearly
basis for at leas@ s after BEQVEZ administration (see section 4.3).

.

In the eventfhafta malignancy occurs, the marketing authorisation holder should be contacted by the
treatin ﬁx re professional to obtain instructions on collecting patient samples for potential vector
%e

integraj amination and integration site analysis.

in relation to transgene DNA shedding

le patients should be informed on the need for contraceptive measures for them or their female
partners of childbearing potential. BEQVEZ is not recommended in women of childbearing potential
(see section 4.6).

BEQVEZ may be transmitted to persons other than the patient receiving the treatment through patient
excretions and secretions (see section 5.2). Temporary vector shedding of intravenously administered
AAV-based gene therapies occurs primarily through urine, and to some extent saliva, and mucus.
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To minimise the risk of transmission to other persons, patients should be instructed regarding proper
hand hygiene when coming into direct contact with patient secretions or excretions.

These precautions should be followed for 6 months after BEQVEZ infusion, especially in the case of
pregnancy or immunodeficiency of close contacts.

Risk of thromboembolic events @b

In patients with haemophilia B with pre-existing risk factors for thromboembolic events, 6? asa
history of cardiovascular or cardiometabolic disease, arteriosclerosis, hypertension, di N 7advanced
age, the potential risk of thrombogenicity may be higher after treatment.

Patients should be evaluated before and after administration of fidanacogene a@ovec for risk
factors for thrombosis and general cardiovascular risk factors. Based on fact% ctivity levels
achieved, patients should be advised according to their individual condition. nts should seek
immediate medical attention if they observe signs or symptoms that ma;bﬁce a thrombotic event.

Immunocompromised patients

No immunocompromised patients, including patients undergoin@)unosuppressive treatment within
30 days before fidanacogene elaparvovec infusion, were enro clinical studies with fidanacogene
elaparvovec.

Safety and efficacy of this medicinal product in these p tS have not been established. Use in
immunocompromised patients is based on healthcare sional’s judgement, taking into account the
patient’s general health and potential for corticosteroid use post-fidanacogene elaparvovec treatment.

Use of factor IX concentrates or haemostatic @s after treatment with fidanacogene elaparvovec

Following administration of fidanacogen®&laparvovec:

. Factor IX concentrates/haemosta% nts may be used in the management of the perioperative
setting and in case of invasive ures, surgery, trauma, or bleeds, in accordance with current
treatment guidelines for th &emen‘[ of haemophilia and based on the patient’s current
factor IX activity levels. %

. If the patient’s factor

1vity levels are consistently < 2 [U/dL and the patient has
experienced recurr ntaneous bleeding episodes, physicians should consider the use of
factor IX concentr o minimise such episodes, consistent with current treatment guidelines
for the manag%t ofhaemophilia. Target joints should be treated in accordance with relevant

treatment gt@ .

When moniterifig a*patient’s haemostatic activity, please refer to section 4.4 for laboratory tests

following i@‘l of BEQVEZ.

L 4
Repeatmtment and impact to other AAV-mediated therapies

I is@et known whether or under what conditions fidanacogene elaparvovec therapy may be
r ed, and to what extent developed endogenous cross-reacting antibodies could interact with the
sids of AAV vectors used by other gene therapies, potentially impacting their treatment efficacy.

Blood, organ, tissue and cell donation

Patients treated with this medicinal product should not donate blood, organs, tissue and cells for
transplantation. This information is provided in the Patient Card which should be given to the patient
after treatment.



Long-term follow-up

Patients are expected to be enrolled in a registry to follow haemophilia patients for 15 years after
infusion, to better understand the long-term safety and efficacy of this gene therapy.

Sodium content b

This medicinal product contains less than 1 mmol sodium (23 mg) per vial, that is to say esseutidlly
‘sodium free’. .

BEQVEZ will be diluted with sodium-containing solutions (see section 6.6) and thi &ld be
considered in relation to the total sodium from all sources that will be administered e patient.

4.5 Interaction with other medicinal products and other forms of inte@

No interaction studies have been performed. 0

Hepatotoxic medicinal products or substances { t

Experience with use of fidanacogene elaparvovec in patients rec hepatotoxic medicinal product
or using hepatotoxic substances is limited. Care should be exerCised when administering potential
hepatotoxic medicinal substances, herbal supplements, and to patients treated with

fidanacogene elaparvovec, as the efficacy of fidanacogene¥glaparvovec may be reduced, and the risk of
serious hepatic reactions may increase following ﬁdanne elaparvovec administration.

Prior to fidanacogene elaparvovec administration, the patient’s existing concomitant medicinal products
should be reviewed to determine if they should b ified to prevent possible anticipated interactions.
After fidanacogene elaparvovec administratio ients’ concomitant medications should be monitored
particularly during the first year, and the nectyto change concomitant medicinal products based on
patients’ hepatic health status and risk shQuld be evaluated. When a new medication is started, close
monitoring of ALT and factor IX activify IgVels (e.g., weekly to every 2 weeks for the first month) is
recommended to assess potential effe oth levels.

Interactions with medicinal prod@a‘c may reduce or increase plasma concentrations of

corticosteroids O

Medicinal products that uce or increase the plasma concentration of corticosteroids (e.g.,
medicinal products that i ¢ or inhibit cytochrome P450 3A4) can decrease the efficacy of the
corticosteroid regi or increase their side effects (see section 4.4).

Vaccinations ,b

L 4
Prior to fida N&e elaparvovec infusion, the patient’s vaccinations should be confirmed to be up to
date. The ﬁ:}[’s vaccination schedule may need to be adjusted to accommodate concomitant
immun &ulatory therapy. Live vaccines should not be administered to patients while on

immun ulatory therapy.

ertility, pregnancy and lactation

men of childbearing potential

No dedicated animal fertility/embryofoetal studies have been conducted to substantiate whether the
use in women of childbearing potential and during pregnancy could be harmful for the newborn child
(theoretical risk of viral vector integration in foetal cells through vertical transmission). Moreover, no
data are available to recommend a specific duration of contraceptive measures in women of
childbearing potential. Therefore, BEQVEZ is not recommended in women of childbearing potential.
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Contraception after administration to males

For 6 months after administration of fidanacogene elaparvovec, treated patients of reproductive
potential and their female partners of childbearing potential must prevent or postpone pregnancy using
barrier contraception and avoid contact with semen. Males treated with fidanacogene elaparvovgc must
not donate semen to minimise the potential risk of paternal germline transmission (see section 4‘6

Pregnancy @

L 4
Experience regarding the use of this medicinal product during pregnancy is not availa \é 1mal
reproduction studies have not been conducted. Fidanacogene elaparvovec is not rec nded during
pregnancy. 6

Breast-feeding &

It is unknown whether fidanacogene elaparvovec is excreted in human m'l@risk to the
newborns/infants cannot be excluded. BEQVEZ should not be used dux@reas‘c-feeding.

Fertility {
No information is available on the effects of fidanacogene ela@%c on female or male fertility (see

section 5.3). Q

4.7 Effects on ability to drive and use machines O

Infusion of fidanacogene elaparvovec may have a minor influence on the ability to drive and use
machines. Because of potential adverse reactions as headaches and dizziness that have occurred
shortly after fidanacogene elaparvovec admin@on, patients should be advised to use caution when
driving and operating machinery until they are‘®grtain that this medicinal product does not adversely
affect them (see section 4.8). &

4.8 Undesirable effects

Summary of the safety profile b

The most frequently reported’adwerse reaction following administration was transaminases increased

(43.3%).
Tabulated list of ad\N{ reagtions

The safety of ﬁ;&@ene elaparvovec was evaluated in 60 patients who received the recommended

dose (5 x 104! vgctdr genomes/kg) in 2 open-label clinical studies. The adverse reactions identified
with fidana ¢’elaparvovec are presented in Table 5.

*
Advers Nions are classified according to MedDRA system organ classification and frequency.
Freq ategories are derived according to the following conventions: very common (> 1/10);
(= 1/100 to < 1/10); uncommon (> 1/1 000 to < 1/100); rare (= 1/10 000 to < 1/1 000); very
1/10 000); not known (cannot be estimated from the available data). Within each frequency
uping, adverse reactions are presented in order of decreasing seriousness.

1"



Table 5. Tabulated list of adverse reactions to fidanacogene elaparvovec

MedDRA system organ class Adverse reaction Frequency
Nervous system disorders Headache, Common
Dizziness
Gastrointestinal disorders Abdominal pain**, Common
Nausea
Hepatobiliary disorders Transaminases increased* Very common b;
General disorders and Pyrexia, Common
administration Asthenia PN @
Investigations Blood creatinine increased, Comme, ‘O
Blood lactate dehydrogenase increased &K
* Includes terms alanine transaminase (ALT) increased, aspartate transaminase (AST) inc hepatic
enzyme increased, hepatic function abnormal, liver function test abnormal, transaminas@reased.

**Includes abdominal pain and epigastric pain. Q

Description of selected adverse reactions 0

Hepatic laboratory abnormalities IQ

Forty-three of the 60 (71.7%) patients had ALT elevations and 44 ofjthe 60 (73.3%) patients had AST
elevations. Thirty-seven of the 60 (61.7%) patients with ALT eleva&s also experienced AST
elevations. The median onset time of first ALT elevation was 39 (range: 2 to 2186 days) and the
median time to resolution of the first ALT elevation was 13 d range: 4 to 1373 days). All ALT
elevation episodes (52/52) from all participants (36/36) tha within 120 days of fidanacogene
elaparvovec infusion resolved. Thirty-one participants had@L elevation episodes post day 120,
and 83% of the episodes had resolved at the time of dat@. Of those unresolved only 3 patients

remained > ULN. \

Thirty-one out of 60 (51.7%) patients received C(@)steroids. The mean time to corticosteroid
initiation was 46 days. The mean duration of ¢éfticosteroid treatment was 112 days (range: 41 to
276 days). Among those who received corticosteroids (n=31), no patients experienced Grade 3 or
above ALT or bilirubin elevations as sho@ Table 6 below.

&’Q
@)
Q
>
S
>

%Qj
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Table 6. Number (%) of patients with ALT or bilirubin elevation and shift in elevation grade
between before corticosteroid initiation and post-cessation of corticosteroid treatment

treatment®

N=31*

n (%)
> Grade 3 ALT elevation 0 (0%)
prior to corticosteroid treatment”
> Grade 3 ALT elevation 0 (0%) b
post-cessation of corticosteroid
treatment® . Q 2
> Grade 3 bilirubin elevation 0 (0%) . (O
prior to corticosteroid treatment” \
> Grade 3 bilirubin elevation 0 (0%) k
post-cessation of corticosteroid O

N

Post-cessation of cortico@ treatment®

Prior to corticosteroid treatment Normal Gra(khv Grade 2
ALT elevation Nl
Normal 16 (51.6%) 4 (129%) 0
Grade 1 8 (25.8%) L R(6.5%) 0
Grade 2 1(3.2%) 0 0
Bilirubin elevation
Normal 28 (90.3% 7 3(9.7%) 0
Grade 1 0N 0 0

o

* Participants who received corticosteroids.
" The last ALT and bilirubin ALT liver enzyme results prior to the initiation of corticosteroid treatment.
& The peak ALT and bilirubin ALT liver enzyme re@os‘c—cessaﬁon of corticosteroid treatment.

CTCAE grades for ALT elevation: Grade 1: > UL, 0 x ULN if baseline was normal; 1.5 to 3.0 x baseline
if baseline was abnormal. Grade 2: > 3.0 to 5.0 ><@if baseline was normal; > 3.0 to 5.0 x baseline if baseline
was abnormal. Grade 3: > 5.0 to 20.0 x ULN if baseline was normal; > 5.0 to 20.0 X baseline if baseline was
abnormal. Grade 4: > 20.0 x ULN if baseli ormal; > 20.0 X baseline if baseline was abnormal.

CTCAE grades for bilirubin elevation: Gr@ > ULN to 1.5 x ULN if baseline was normal; 1.0 to 1.5 x
baseline if baseline was abnormal; Gra%> 1.5 to 3.0 x ULN if baseline was normal; > 1.5 to 3.0 x baseline if
baseline was abnormal; Grade 3: > 3%.t .0 x ULN if baseline was normal; > 3.0 to 10.0 x baseline if
baseline was abnormal; Grade 4: > @) ULN if baseline was normal; > 10.0 x baseline if baseline was

abnormal. O

Immunogenicity
The administration of ﬁ@ogene elaparvovec has the potential to generate immunity in the form of

neutralising antibodfeg against the vector capsid, the transgene (viral-derived factor IX) and as a
cellular response a’fb the transduced cells producing factor I1X.

No patients developed factor IX inhibitors during the clinical studies using fidanacogene elaparvovec.
There are ¢ N no data regarding the efficacy of fidanacogene elaparvovec when used in patients
with hisw@actor IX inhibitors.

A sustd @ increase in neutralising anti-AAVRh74var antibodies has been observed after

spration of fidanacogene elaparvovec in all subjects who participated in clinical studies and had
1sing antibody assessment. In the Phase 3 clinical study, the mean neutralising

VRh74var antibodies titre value at week 52 was 28 531.10 and remained generally elevated at
week 156 assessment.

Fidanacogene elaparvovec-treated patients were tested for cellular immune responses to overall capsid
pool and overall factor IX pool using an IFN-y ELISpot assay. ELISpot results did not show a trend of
presumed T-cell response (based on positive ELISpot) as a function of time during the 1-year
post-infusion period in either the Phase 3 or Phase 1/2 clinical studies.
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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. Healthcare
professionals are asked to report any suspected adverse reactions via the national reporting syst:m

listed in Appendix V.

4.9 Overdose . \@

No data from clinical studies are available regarding overdose of fidanacogene elap ec. Close
clinical observation and monitoring of laboratory parameters (including clinical ch ry and
haematology) for systemic immune response are recommended (see section 4.@1ptomaﬁc and
supportive treatment, as deemed necessary by the treating physician, is advi& e case of

overdose. 0

5. PHARMACOLOGICAL PROPERTIES {

5.1 Pharmacodynamic properties @
Pharmacotherapeutic group: Blood coagulation factors, AT, not yet assigned
Mechanism of action O

Fidanacogene elaparvovec is a gene therapy designed to introduce a functional copy of the high
activity Padua variant of the factor IX gene (FIX@SL) in the transduced cells to address the
monogenic root cause of haemophilia B. Q

ing recombinant AAV vector that utilises AAVRh74var
sgene. AAVRh74var capsid is able to transduce
thesis. The factor IX gene present in

fidanacogene elaparvovec is desi reside predominately as episomal DNA within transduced
cells and expression of the transg%s driven by a liver specific promoter, which results in tissue
specific, continuous and susta'@ ctor [X protein expression.

Fidanacogene elaparvovec is a non-repli
capsid to deliver a stable human factor
hepatocytes, the natural site of factor

Fidanacogene elaparvove py results in measurable vector-derived coagulation factor IX activity.

Clinical efficacy an%etv

The efficacy of @ogene elaparvovec was evaluated in an open-label, multi-site Phase 3 study
(C0371002, N=45)NThe study enrolled adult male patients aged 18 - 62 years with moderately severe

to severe ha ilia B (factor IX activity < 2%) that were negative for neutralising antibody (nAb) to
AAVRhZ% d who received a single intravenous infusion dose of fidanacogene elaparvovec at

5% 10 of body weight. The patients will continue follow-up post-infusion for a total of 6 years
per pat All patients completed a lead-in study of at least 6 months to capture baseline bleed and
infu ata, where the patients were receiving prophylaxis as usual care. These data served as the

c for comparison with post-fidanacogene elaparvovec infusion efficacy data.

The study excluded patients with active hepatitis B or C infection, ALT/AST/ALP > 2 x ULN,
bilirubin > 1.5 x ULN, unstable liver or biliary disease, and significant liver fibrosis. Thirty-three of
45 (73.3%) patients were White, 7 (15.6%) were Asian, 1 (2.2%) was Black or African American and
4 (8.9%) were not reported.
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The primary efficacy endpoint was annualised bleeding rate (ABR) for total bleeds (treated and
untreated) from week 12 to month 15 versus usual care factor IX prophylaxis replacement regimen,
comparing pre- and post-fidanacogene elaparvovec infusion.

The secondary endpoints included ABR for treated bleeds, annualised infusion rate (AIR) of
exogenous factor IX, and annualised FIX consumption, all from week 12 to month 15. Vector-derived
factor IX activity level is presented up to 36 months.

ABR and annualised use of exogenous factor IX @
ABRyoal collected in the lead-in period prior to vector infusion while receiving routine g¢a phylaxis
regimen was 4.50 (95% CI: 1.84, 7.16) and ABR i from week 12 to month 15 \
post-fidanacogene elaparvovec infusion was 1.44 (95% CI: 0.57, 2.31). Fidanacoge {Qparvovec
resulted in statistically significant decrease of ABRoti (treatment difference and 9 @ I: -3.06 [-5.34,
-0.78], two-sided p = 0.0084) compared with factor IX prophylaxis.

Six out of 45 (13.3%) patients have resumed factor IX prophylaxis post-fid Xéene elaparvovec
infusion (primary reason: 5 due to low FIX:C and 1 due to bleed frequen th time to resumption
ranging from 5.1 months to 20.5 months.

The efficacy results of fidanacogene elaparvovec with respect to A%m, ABRireat, ABRorar 0f specific
types (spontaneous, joint, target joint), AIR and annualised FIX @mption are shown in Table 7.

Table 7. C0371002 study: annualised bleed rate, annuali Qtor infusions and annualised
factor IX consumption

Factor IX prophylaxis BEQVEZ
5) (N=45)
ABRtotal*
Model based estimate (95% CI) @ (1.84,7.16) 1.44 (0.57,2.31)
Treatment difference (95% CI) . —3.06 (=5.34, —0.78)
p-value for treatment difference . 0.0084
Percent reduction (95% CI) . 68.0% (44.3%, 81.7%)
n (%) of patients without any bleedsQJv 13 (28.9) 28 (62.2)
ABRtreat -~
Model based estimate (95% (ib 3.34(1.70, 4.98) 0.73 (0.23,1.23)
Treatment difference (95% CI -2.61 (4.27, -0.96)
p-value for treatment diffefen 0.0020
Percent reduction (95% % 78.2% (51.6%, 90.1%)
n (%) of patients witfjoiyahy bleeds 16 (35.6) 33 (73.3)
ABRyotal Of sponta ous%eding
Model based esti (95% CI) 3.23 (0.91, 5.56) 0.68 (0.19, 1.18)
p-value for treatificht difference 0.0191
Percent reduction (95% CI) 78.9% (56.0%, 89.9%)
n (%) of m s without any bleeds 18 (40.0) 35 (77.8)
ABRw1 0fijoint bleeding
ﬁigesﬁmate (95% CI) 3.73 (1.32, 6.14) 0.85 (0.33, 1.38)
or treatment difference 0.0100
cent reduction (95% CI) 77.2% (57.4%, 87.8%)
o) of patients without any bleeds 20 (44.4) 31 (68.9)
Riotal Of target joint bleeding
“Model based estimate (95% CI) 2.54 (0.28, 4.80) 0.39 (0.02, 0.75)
p-value for treatment difference 0.0372
Percent reduction (95% CI) 84.8% (68.8%, 92.6%)
n (%) of patients without any bleeds 37 (82.2) 39 (86.7)
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Factor IX prophylaxis BEQVEZ
(N=45) (N=45)
AIR
Mean (SD) 58.83 (29.056) 4.54 (10.026)
Median (Q1, Q3) 52.58 (46.81,71.22) 0.00 (0.00, 3.77)
Percent reduction 92.3%

n (%) of patients without any 0 29 (64.4)
infusions >
Annualised factor IX consumption (IU/kg) s </
Mean (SD) 3 168.56 (1 635.545) 239.39«:%@17}
Median (Q1, Q3) 2 350.07 (2 010.78, 0.00 (0,00,%77.09)

4 353.49) Pa
Percent reduction \92.4%

* Bleeding events that occurred post-resumption of prophylaxis were included in the agaly$is from week 12 to

month 15. &

Analysis period was from week 12 to month 15 post-infusion of BEQVEZ. No p@ant withdrew from the

study prior to month 15.

Model based ABR estimates and two-sided p-value for treatment difference f@repeated measures
generalised linear model (GLM) with negative binomial distribution and identity*link function.

Percent reduction for ABR from a repeated measures GLM with negativc&omial distribution and log link
function.

ABRoial = Annualised Bleed Rate for all bleeds (treated and untreat; it factor IX, excluding procedural
bleeds). %}(

ABRg.at = Annualised Bleed Rate for treated bleeds (treated wi 0

bleeds).CI = confidence interval.

AIR = Annualised Infusion Rate (for any reason, includi@)erative infusions).

, excluding procedural

Factor IX activity
From week 12 onward, the levels of factor IX rer@d stable. Factor IX activity level over time by
assay is presented in Table 8.

Table 8. C0371002 study: factor IX actixity over time by assay
Change from baseline®

- Mea , Median LS mean o N One-sided
Visit n SDIAN (min, max) (SE)" 95% CI p-value’
One-stage assay (SynthASil t)"

Week 12 2645 26.63
44 ﬁtzz 0| aese | oerny | (2139.318) | <0000

Month 6 64 23.20 26.25
39, 527373) 05.907) | (e | @1L00.315D | <0.0001

Month 15 N 2617 22.50 24.70
R (251000 | (0.9,119.0) | (2678 | (1944:29.95) | <0.0001

Month 24 Q 26.47 22.90 24.66
PN (25.092) | (09,123.4) | (2688 | (19382993 <0.0001

Month36(_)" 23.83 21.80 25.47
SN B 916s) | 09,748 | o021y | (19943140 1 <0.0001

One-s assay (Actin FSL reagent)

é ;2 13.58 13.58 12.53
§ 4 (g0a7) (1.7.35.1) | (1.806) | (899-16.08) | <0.0001

onth 6 13.08 10.10 11.93

Al q1170) | 06,5500 | .80sy | (8381547 1 <0.0001
Month 15 13.96 10.20 12.57

391 (15403) | 09,698 | (1.810) | ©0216.12) | <0.0001
Month 24 15.70 12.85 13.81

B 1 16392 | 09.873) | asigy | (10241737 <0.0001
Month36 | 13 1457 12.50 1688 | (12.86,20.90) | <0.0001
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Change from baseline®
v | e [ e S || Ol
(12473) | (09,47.6) | (2.049)

Chromogenic assay

VR T o | ok | s [omss [ <oy
Mondh 6 40 (112%‘98818) (0.19(,)'53;).7) (}.35'23) 6961612 o
Month 15 | .o (1165.61497) (0‘19")-;)2‘2) (}?53(1)) (10.52, 16.69)2\:/0.0001
Month 21 3 (11;66418) (0.3,'2(()).3) (}.35'2,;) (9'96&%@ <0001
vonth36 1 (1101.56459) (0.19(,)21(()).8) (}99'45‘2) (6 QNF29) | <00001

Any samples taken within 7 days (14 days if extended half-life product was used ogeneous FIX
replacement therapy were not eligible.

If a participant withdrew consent, dropped out early from the study or resumed prophylaxis, then the
assessments at the visits following withdrawal/dropout/resumption were ighputed as 1.9% based on their

baseline disease severity (0.9% if severe and 1.9% if moderately sever

* Silica-based one-stage assay

$ Baseline FIX:C was imputed based on the reported baseline erity level. If the participant was in
severe category (FIX:C < 1%), the baseline FIX:C was impu @ 0.9%. If the participant was in the
moderately severe category (FIX:C 1 to < 2%), the bagelif C was imputed as 1.9%.

" Least square (LS) mean, standard error (SE), 95% CI, 4 -s1ded p-value were from repeated measures
linear mixed effect model (MMRM) with participant as the random effect, and study visit as a fixed effect.
Study visits with n > 10 were included in the mod

The proportions of Study C0371002 participa@achieving specific factor IX activity level thresholds
over time by assay are presented in Tabl%

At month 15, 85% (33 out of 39) patl
one-stage SynthASil assay, and
assay, respectively. At month 2
activity > 5%) based on one-st;
assay and chromogenic ass

re in or above mild range (FIX activity > 5%) based on
71% based on one-stage Actin FSL assay and chromogenic
2 out of 39) patients were in or above mild range (FIX

0,
6@'{hASll assay, and 71% and 69% based on one-stage Actin FSL
ect1ve1y

Table 9. Participants

anng factor IX activity category in study C0371002 over time

BEQVEZ
\ (N=45)
Visit '1 IX:C category | One-stage assay | One-stage assay Chromogenic
Q (SynthASil (Actin FSL assay
\ reagent)* reagent)
* ) n (%) n (%) n (%)
Wee%\' Total 44 44 44
0-<5% 1(2.3) 8 (18.2) 9 (20.5)
&' 5-<15% 8 (18.2) 19 (43.2) 19 (43.2)
15 - <40% 25 (56.8) 17 (38.6) 16 (36.4)
? M 40 - <150% 10 (22.7) 0 0
- >150% 0 0 0
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BEQVEZ
(N=45)
Visit FIX:C category | One-stage assay | One-stage assay Chromogenic
(SynthASil (Actin FSL assay
reagent)* reagent)
n (%) n (%) n (%)
Month 6 Total 39 41 40 é
0-<5% 4 (10.3) 9 (22.0) 8(2
5-<15% 4(10.3) 22 (53.7) 19 z@l
15 - <40% 25 (64.1) 8 (19.5) ol@)
40 - < 150% 6 (15.4) 2 (4.9) ,CN 5)
> 150% 0 0 ~N 0
Month 15 Total 39 39 \.J 38
0-<5% 6 (15.4) 13 (33.3) }@ 11 (28.9)
5-<15% 9 (23.1) 12 (30.8)_ 14 (36.8)
15 - < 40% 15 (38.5) 12(30.8) % 10 (26.3)
40 - < 150% 9 (23.1) 2 (5 3(7.9)
> 150% 0 (% 0
Month 24 Total 39 38 39
0-<5% 7(17.9) 731%28.9) 12 (30.8)
5-<15% 7(17.9) 4 (31.6) 14 (35.9)
15 - <40% 18 (46.2) 3(34.2) 10 (25.6)
40 - < 150% 7(17.9) N 7253 3(71.7)
> 150% 0 /<N 0 0
Month 36 Total 13NN/ 13 13
0-<5% 2(15.4) 4 (30.8)
5-<15% 6 (46.2) 6 (46.2)
15 - <40% 4 (30.8) 2(15.4)
40 - < 150% . 1(7.7) 1(7.7)
> 150% M 0 0 0

Any samples taken within 7 days (14 days i
therapy were not eligible.

If a participant withdrew consent, d
assessments at the visits following
severity (0.9% if severe and 1.9%.
* Silica-based one-stage assay,

Long-term effect

In Study C0371002,effica

infusion (Table 10).

A

(S

ded half-life product is used) of exogeneous FIX replacement

t early from the study or resumed FIX prophylaxis, then the

remained stable during year 2 to year 4 post-fidanacogene elaparvovec

Table 10. Su of ABRowai, AIR, and annualised factor IX consumption over time*
’\ " | Year2 (month 15 | Year 3 (month 24 | Year 4 (month 36 Overall follow-up
N (J to month 24) to month 36) to month 48) (N=45) P
\ (N=44) (N=40) (N=15)
%) of
s without 33 (84.6) 27 (79.4) 13 (86.7) 27 (60.0)
y bleeds
ean (SD) 0.39 (1.110) 0.61 (1.624) 0.29 (0.776) 1.09 (2.208)
Median (min, max) 0.00 (0.0, 5.6) 0.00 (0.0, 8.2) 0.00 (0.0, 2.6) 0.00 (0.0, 9.9)

18




Year 2 (month 15 | Year 3 (month 24 | Year 4 (month 36 Overall follow-up?
to month 24) to month 36) to month 48) (N=45)
(N=44) (N=40) (N=15)
AIR
Number (%) of
patients without 33 (75.0) 29 (72.5) 12 (80.0) (55.6)
any infusions
Mean (SD) 6.52 (18.697) 4.90 (14.871) 1.40 (4.691) B4¢11.085)

Median (min, max)

0.00 (0.0, 92.4)

0.00 (0.0, 81.2)

0.00 (0.0, 18.3)

Annualised FIX consumption (IU/kg)

&

N

20%070.0, 53.3)
~

56.28 (186.122)

Mean (SD) 301.34 (852.206) 219.01 (570.946) 230.51 (498.669)
Median (min, max) | 0.00 (0.0, 4402.7) | 0.00 (0.0, 2752.5) 0.00 (0.0, 724@ 7 0.00 (0.0, 2304.8)
Number of Q"

participants s
resumed FIX ! 0 &/ 6
prophylaxis (n)

* Patients had varying length of follow-up post-infusion of fidanacogene elagafVvec, and bleeding and
infusion rates were annualised within each time period.
# From Week 12 to 30 Aug 2023 gﬂ
$ Five (5) participants resumed FIX prophylaxis between month 5 an 15.
following the resumption of the
prophylaxis regimen was excluded from ABR endpoint calculation @ till included in the AIR calculation.

If prophylaxis FIX regimen was resumed for a patient, then the tim‘ P

The European Medicines Agency has deferred the olhtion to submit the results of studies with
BEQVEZ in one or more subsets of the paediatri ulation in the treatment of congenital factor IX
deficiency (haemophilia B). See section 4.2 ford ation on paediatric use.

Xy

This medicinal product has been authfr@under a so-called ‘conditional approval’ scheme. This

Paediatric population

Conditional approval

means that further evidence on this medi¢inal product is awaited.

The European Medicines Agen review new information on this medicinal product at least every

year and this SmPC will be @

5.2 Pharmacokinetic
Fidanacogene elapaMc vector DNA levels were measured and quantified in blood and various
shedding matrices a quantitative polymerase chain reaction (qQPCR) assay. This assay is sensitive
and specific to @ ogene elaparvovec vector DNA, but could also detect DNA fragments.

.
Clinical phﬁna kinetics and shedding
N

Vector \mg after infusion with fidanacogene elaparvovec was assessed in 60 patients at multiple
timeyppifits in clinical studies (C0371005/C0371003 and C0371002). Vector DNA was shed in

i 1 blood mononuclear cells (PBMC), saliva, urine, semen, and serum/plasma. In general, peak
el$ of vector DNA occurred within the first two weeks after infusion. Highest peak vector DNA
centrations were found in serum/plasma compared to the other liquid matrices (saliva, urine,
semen). In plasma (measured only in C0371002), mean peak vector DNA concentration of

2.008 x 10° vg/mL was observed. The mean peak vector DNA concentration in any shedding matrix
was 6.261 x 10° vg/mL.

Full clearance of vector DNA was defined as having 3 consecutive negative results (i.c., below
quantification limit; BQL). Vector DNA fully cleared in serum, plasma, saliva, and semen within a
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mean of 1-4 months after infusion and PBMC was slowest fluid to full clearance within a mean of

12 months. In urine, the peak vector DNA concentration was very low relative to plasma and declined
to full clearance within a mean of 4 weeks after infusion. Across studies, the maximum observed time
for vector DNA full clearance in saliva, urine and semen were 105 days, 87 days and 154 days,
respectively.

To further characterise the shed material, saliva, semen, and urine samples from a subset of 17 ﬁnts
in Study C0371002 were tested using nuclease treatment (MNase) prior to DNA extraction. e
treatment digests the free floating vector DNA so it cannot be quantified, ensuring the mat r&wing
quantified following digestion is only encapsulated viral DNA. After nuclease treatment

subsequent DNA extraction, the amount of fidanacogene elaparvovec was measured

saliva, mean concentrations were similar up to week 2 between the MNase treatmen w1thout
MNase treatment subgroups, while all participants had concentrations BQL by wee In semen,
mean concentrations were approximately 33% lower in the MNase treatment p until week 3,

and BQL for all participants by week 11. In urine, mean concentrations wer p ximately 30%
lower in the MNase treatment subgroup until 72 h post-infusion and were & r all participants by
week 2.

5.3 Preclinical safety data {

General toxicity

cynomolgus monkeys at doses up to 5 x 10! vg/kg (10 ti e recommended human dose). In a
monkey biodistribution study, 22 tissues were collecte d 92 days following treatment. The
highest levels of vector DNA were found in liver wit appr0x1mately 20-fold higher than spleen,
the organ with second most abundant levels of ge 6110 NA. There was very little biodistribution to

No adverse findings were observed in a 90-day single-dose r&\ous general toxicity study in

testes.

Genotoxicity

In a 2-year vector integration study in c@ﬁlgus monkeys administered 5 x 10'2 vg/kg (10 times the
recommended human dose), there wa iidication that integration of vector DNA into host cell DNA
resulted in altered liver function, @ roellular hyperplasia and carcinoma up to 2 years. The
integration profile was cons1derelgn as the integrations were generally random with a low
frequency that was below pub spontaneous mutation rate estimates for the liver and due to the
absence of significant clon {mswn Nonclinical safety data available beyond 2 years has not been

established Q

Carcinogenicity \

Carcinogenicity @have not been conducted. The results of the integration site analysis conducted
in cynomolgu nkeys and haemophilia B dogs indicated a benign profile and there was no evidence

of clonal ¢ n There was no evidence of hepatocellular hyperplasia in monkeys at the 92-day or
2-year n icd, nor in mice in the 1-year study.
Repr e and developmental toxicity

icated reproductive and developmental toxicity studies, including embryofoetal and fertility
sessments, were performed with fidanacogene elaparvovec, as males comprise the majority of the
patient population to be treated with fidanacogene elaparvovec. The potential for germline
transmission has been evaluated in male rabbits and vector was no longer detectable in semen at
5 months post-administration.
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6. PHARMACEUTICAL PARTICULARS
6.1 List of excipients
Sodium dihydrogen phosphate monohydrate (E339)

Disodium hydrogen phosphate heptahydrate (E339)
Sodium chloride

Poloxamer 188 b
Water for injections @
. 0)
6.2 Incompatibilities \

In the absence of compatibility studies, this medicinal product must not be mixed v@)ther medicinal

products except those mentioned in section 6.6. Q
6.3  Shelf life 0&

Unopened frozen vials ,b

3 years {
<

Unopened thawed vials q

Frozen vials in the inner carton will take up to 1-hour to t room temperature (up to 30 °C). The
total time at room temperature between removing vials @) rozen storage until the beginning of dose
preparation should be no more than 3 hours. \

Once thawed, the medicinal product should not bfrozen and may be stored refrigerated at 2 °C to
8 °C in the inner carton for 24 hours. Q

Diluted solution for infusion &

Following dilution in sodium chlorid /mL (0.9%) solution for injection with 0.25% human
serum albumin (HSA), chemical %ﬁsical in-use stability has been demonstrated for 24 hours at
2 °Cto 30 °C. The administratiodanacogene elaparvovec dose to the patient should be
completed within 24 hours aft@ C preparation.

6.4 Special precautio storage

Store at =90 °C to {K:C: and transport at —100 °C to —60 °C. Original packages removed from frozen
) may be kept at room temperature (up to 30 °C) for up to 5 minutes for

storage (—90 °C to
transfer betweenulttaslow temperature environments.
1§;

*

Store uprig
*

For sto Nnditions after thawing and dilution of the medicinal product, see section 6.3.

original package in order to protect from light.

6.5 %ture and contents of container and special equipment for use, administration or
plantation

BEQVEZ is supplied in a 2 mL cyclic olefin copolymer vial with an elastomeric stopper and plastic
snapfit cap. Each vial contains sufficient volume to ensure 1 mL of extractable volume.

The total number of vials in each finished pack corresponds to the dosing requirement of the individual
patient, depending on the body weight and actual concentration, and is provided on the package and
LIS. The finished pack will consist of vials, which are included in the inner carton, and placed in the
outer carton (patient-specific pack).
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6.6 Special precautions for disposal and other handling

Precautions to be taken before handling or administering the medicinal product

BEQVEZ should be transported within the facility in closed, break-proof, and leak-proof containers.
This medicinal product contains genetically modified organisms. ®6
BEQVEZ should be handled aseptically under sterile conditions. @

L 4 \
Personal protective equipment (including gloves, safety goggles, laboratory coat an &VCS) should
be worn while handling or administering BEQVEZ.

Thawing &

. Store in the original package to avoid direct sunlight and ultraviol @exposure.

. Store BEQVEZ upright in the original package. {
. Remove inner carton from the outer carton. @
. Thaw BEQVEZ vials in the upright orientation in thg= arton for 1-hour at room

temperature (15 °C to 30 °C).
. Vials may be gently swirled but not shaken or iftvgrted.

. The total time at room temperature betw e@noving vials from frozen storage until the
beginning of dose preparation should b@\nore than 3 hours.

o Visually inspect vials for particul d discolouration before use. Ensure that visible ice
crystals are not present in the solditiop. Do not use vials that contain visible particulates. The
thawed solution in the vial shoul&appear clear to slightly opalescent, colourless to slightly
brown solution.

. Vials should not be re-

Preparation prior to admjfistration

This medicinal prodN; prepared for intravenous infusion by diluting in sodium chloride 9 mg/mL
(0.9%) solution fo@ction with 0.25% human serum albumin (HSA).

Preparation GQ@H solution (sodium chloride 9 mg/mL (0.9%) solution for injection with 0.25%
HSA)

. %used for preparation of this medicinal product must be commercially available. Either 20%
or 25% w/v HSA is recommended.

é Calculate the volume of HSA required to achieve a final concentration of 0.25% w/v HSA in a
200 mL final infusion volume.

. Calculate the volume of medicinal product required for the patient-specific treatment.

o See the accompanying LIS for information pertaining to the concentration of vector
genomes per vial, and for the medicinal product calculation steps.
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o Note: The vector genomes concentration on the LIS is the actual concentration of each
vial which should be used for dose preparation calculations.

. Calculate the volume of sodium chloride 9 mg/mL (0.9%) solution for injection required to
achieve a final infusion volume of 200 mL when combined with the medicinal product and
HSA.

. Combine the calculated volume of HSA with the calculated volume of sodium chlorid, b
9 mg/mL (0.9%) solution for injection in an appropriate intravenous infusion contai e@

.
. Mix the diluent solution gently. Do not shake. Incubate the diluent solution in t leion
container at room temperature (15 °C to 30 °C) for at least 10 minutes prior t ing BEQVEZ.

Preparation of solution for infusion Q

° Visually inspect thawed product for particulate matter prior to administiation. Do not use vials
that contain visible particulates. ,b
. Each vial is for single use only. {

. Extract the calculated volume of BEQVEZ from the vial %@ aseptic technique and sterile
componentry. Q

. Combine the extracted volume of BEQVEZ with ent solution (0.9% sodium chloride
with 0.25% HSA) for a total infusion volume @ L.
o Gently mix the solution for infusion. Do n@ake.

o The solution for infusion should be equilibrated to ambient temperature before administration to

the patient. &

Administration of solution for infusion

° For intravenous use. bo

o Do not infuse as an in us push or bolus.

. An in-line 0.2 um@venous filter may be used for administration.
. The solutio% fusion should be administered to the patient over approximately 60 minutes.

. In the .ev@f an infusion reaction during administration, the infusion rate should be slowed or

stoppée section 4.4).

*

Measun&‘a e in case of accidental exposure

Acc@a exposure to BEQVEZ must be avoided. In the event of exposure to skin, the affected area
thoroughly cleaned with soap and water according to local procedures. In the event of

osure to eyes, the affected area must be thoroughly flushed with water for at least 15 minutes.

Precautions to be taken for the disposal of the medicinal product

Unused medicinal product and disposable materials that may have come in contact with BEQVEZ
(e.g., vials, all materials used for injection, including needles and any unused product) must be
disposed of in compliance with the local guidance for pharmaceutical waste.
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All spills of BEQVEZ must be wiped with absorbent gauze pad and the spill area must be disinfected
using a bleach solution followed by alcohol wipes. All clean-up materials must be double bagged and
disposed of per local guidelines for handling of pharmaceutical waste.

7. MARKETING AUTHORISATION HOLDER

Boulevard de la Plaine 17
1050 Bruxelles . %
Belgium

Pfizer Europe MA EEIG @b

8. MARKETING AUTHORISATION NUMBER(S) Q

EU/1/24/1838/001 0

9. DATE OF FIRST AUTHORISATION/RENEWAL OF Tf A; THORISATION

Detailed information on this medicinal product is available on the website of the European Medicines

Agency https://www.ema.europa.eu. O

Date of first authorisation: 24 July 2024

10. DATE OF REVISION OF THE TEXT
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ANNEX II Q

MANUFACTURER(S) OF TH@‘OGICAL ACTIVE
SUBSTANCE AND MANUFACTURER(S) RESPONSIBLE
FOR BATCH RELEASE

CONDITIONS OR RESQCTIONS REGARDING SUPPLY

AND USE &S&

OTHER CONDI AND REQUIREMENTS OF THE
MARKETI ORISATION

CONDIT R RESTRICTIONS WITH REGARD TO
THE S% D EFFECTIVE USE OF THE MEDICINAL
PRO

CII:;f OBLIGATION TO COMPLETE POST-
ORISATION MEASURES FOR THE CONDITIONAL
Q ETING AUTHORISATION
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A.  MANUFACTURER(S) OF THE BIOLOGICAL ACTIVE SUBSTANCE AND
MANUFACTURER(S) RESPONSIBLE FOR BATCH RELEASE

Name and address of the manufacturer(s) of the biological active substance

Wyeth Holdings LLC
4300 Oak Park Road
Sanford NC 27330-9550

O
USA 79
&

Name and address of the manufacturer(s) responsible for batch release

Wyeth Farma S.A. O

Autovia del Norte A-1 Km. 23. Desvio Algete Km. 1

28700 San Sebastian de los Reyes Q
Madrid é/

Spain

B. CONDITIONS OR RESTRICTIONS REGARDING SUlﬁY AND USE

Medicinal product subject to restricted medical prescription ( nex I: Summary of Product

Characteristics, section 4.2). Q

C. OTHER CONDITIONS AND REQUIRE OF THE MARKETING
AUTHORISATION

O

The requirements for submission of Pswr this medicinal product are set out in Article 9 of
&

. Periodic safety update reports (PSU

Regulation (EC) No 507/2006 and, acc y, the marketing authorisation holder (MAH) shall
submit PSURs every 6 months. 0

The requirements for submission URs for this medicinal product are set out in the list of
Union reference dates (EURD rovided for under Article 107¢c(7) of Directive 2001/83/EC
and any subsequent updates ed on the European medicines web-portal.

The marketing authorisa%older (MAH) shall submit the first PSUR for this product within
6 months following @thorisation.

o

D. CONDI'@NS OR RESTRICTIONS WITH REGARD TO THE SAFE AND
EFF E USE OF THE MEDICINAL PRODUCT

*
° @\mnagement plan (RMP)

e eting authorisation holder (MAH) shall perform the required pharmacovigilance
a 1es and interventions detailed in the agreed RMP presented in Module 1.8.2 of the
ar

keting authorisation and any agreed subsequent updates of the RMP.

An updated RMP should be submitted:
o At the request of the European Medicines Agency;
e Whenever the risk management system is modified, especially as the result of new information
being received that may lead to a significant change to the benefit/risk profile or as the result of
an important (pharmacovigilance or risk minimisation) milestone being reached.
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° Additional risk minimisation measures

Prior to the launch of BEQVEZ in each Member State the Marketing Authorisation Holder (MAH)
must agree about the content and format of the educational programme, including communication
media, distribution modalities, and any other aspects of the programme, with the National Competent
Authority. n‘b

The educational programme is aimed at providing information on the safe use of BEQVE a@)
inform about important risks associated with BEQVEZ. .

The MAH shall ensure that in each Member State where BEQVEZ is marketed, all %care
professionals and patients/carers who are expected to prescribe, use or oversee the nistration of
BEQVEZ have access to/are provided with the following educational package? documents will
be translated in the local language to ensure understanding of proposed miti% easures by

physicians and patients: 0

e Physician Educational Material ,b

e Patient Information Pack é
The Physician Educational Material consists of: q

e The Summary of Product Characteristics
e The Guide for Healthcare Professionals

e The Patient Guide O

e The Patient Card K/Q

The Guide for Healthcare Profession(sy

e Patients should be selected fo Qent with BEQVEZ based on the absence of pre-existing
antibodies to AAVRh74var a validated assay and status of liver health based on laboratory
and imaging data. 6

e To inform of the im gidentiﬁed risks of hepatotoxicity and the important potential risks of
development of factor ¥X inhibitors, thromboembolic events, risk of malignancy in relation to
vector integrati(&the DNA of body cells, transmission to third parties (horizontal transmission)
and germline t ission, and missing information of long-term safety and details on how these

risks can b@ ised.
L 4

° Befo.re @ment decision is made, the healthcare professional should discuss the risks, benefits,
anzi& inties of BEQVEZ with the patient when presenting BEQVEZ as a treatment option,
in g:

@o That no predictive factors for no or low responders have been identified. Patients who do
not respond are still exposed to long-term risks.
o That the long-term treatment effects cannot be predicted.

o That there would be no plans to re-administer the medicinal product for patients who do
not respond or have lost the response.
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o Reminding patients about the importance to enrol in a registry for follow-up of long-term
effects.

o That BEQVEZ use will require in some cases co-administration of corticosteroids to
manage the liver damage that this medicinal product might induce. This requires adequate
monitoring of patients and careful consideration of other co-medications, herbal
supplements, and/or alcohol to minimise the risk of hepatoxicity and a potential rec@
therapeutic effect of BEQVEZ. @

o That the patient should be routinely tested for factor IX inhibitors developme@ter
BEQVEZ treatment.

o That the patient will be provided the patient guide and the patient card @1@ healthcare
professional.

e The Patient Information Leaflet

The Patient Information Pack consists of é’

e The Patient Guide

e The Patient Card Q
The Patient Guide: Q

e Importance of fully understanding the benefits aMs;s of BEQVEZ treatment, what is known
and not yet known about the long-term effect@lated to safety and efficacy.

e Therefore, before a decision is made abm@ting on the therapy the doctor will discuss with the
patient the following:

o That BEQVEZ will, in sow%}es, require co-treatment with corticosteroids to overcome
icine may produce, and that the doctor will ensure that

the liver damage that this
patients are available @ ular blood tests to check responses to BEQVEZ and assess
liver health. Patients Shotld inform the healthcare professional about current use of

corticosteroids or immunosuppressants. If the patient cannot take corticosteroids, the
doctor may rec d alternative medicines to manage problems with the liver.

o That not all &nts may benefit from treatment with BEQVEZ and the reasons for this
have not'bgen established. Patients not responding to treatment will still be exposed to

long-th) ks of BEQVEZ.

o P %ow the important potential risks of development of factor IX inhibitors,
@l oembolic events, risk of malignancy in relation to vector integration in the DNA of
¢ y cells, transmission to third parties (horizontal transmission) and germline
b\ansmission can be recognised and minimised by regular monitoring as recommended by
@ doctors.

=  The patient should seek immediate medical advice for any symptoms suggestive
of a thromboembolic event.

= Male patients or their female partners should use barrier contraception for six
months after administration of BEQVEZ.

= That BEQVEZ has a viral vector component, and it may be associated with an
increased risk of malignant tumour. Regular liver monitoring for at least 5 years
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after BEQVEZ treatment is needed in patients with pre-existing risk factors for
hepatocellular carcinoma.

= Patients must not donate blood, semen, or organs, tissues, and cells for
transplantation.

o That the Patient Card should be carried by the patient at any time and shared with arb
doctor or nurse whenever the patient has a medical appointment. @

o The importance to participate in the patients’ registry for long-term surveil]an@ 15

years. (\

The Patient Card: O

e This card is to inform healthcare professionals that the patient has receiv@VEZ for

haemophilia B. 0

o The patient should show the patient card to a doctor or a nurse whe@ they have an
appointment.

e The patient should seek medical advice for any symptoms su@tive of a thromboembolic event.
e That the patient should have regular blood tests and e@ ions as directed by their doctor.

e The card should warn healthcare professionals that atient may undergo treatment with
corticosteroids for minimising the risk of hepatotoXicity with BEQVEZ.

e The patient must not donate blood, semen@, tissues and cells for transplantation.

e Male patients should ensure that they use a
receiving BEQVEZ.

rrier method of contraception for 6 months after

e Obligations to conduct post-a@isation measures

The MAH shall complete, withﬁ@tated timeframe, the below measures:

Description ,() Due date
Post-authorisation efficacy¥study (PAES): In order to further characterise the 31 December
long-term efficacy and of BEQVEZ in adults with severe and moderately 2045

severe haemophilia B (congenital factor IX deficiency) without a history of factor
IX inhibitors and ut detectable antibodies to variant AAV serotype Rh74,
the MAH should ct and submit the final results of registry-based Study
C0371007, ac ing to an agreed protocol.

Post—authoﬁsg efficacy study (PAES): In order to further characterise the 31 March
long-term €ffigdcy and safety of BEQVEZ in adults with severe and moderately 2040
severay philia B, the MAH should submit the final results of Study
C037101%, which includes patients who have been treated with BEQVEZ in all
M AM-sponsored clinical trials.

K
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E. SPECIFIC OBLIGATION TO COMPLETE POST-AUTHORISATION MEASURES

FOR THE CONDITIONAL MARKETING AUTHORISATION

This being a conditional marketing authorisation and pursuant to Article 14-a of Regulation (EC)
No 726/2004, the MAH shall complete, within the stated timeframe, the following measures:

Description

&
Due dat

In order to confirm the efficacy and safety of BEQVEZ in adults with severe and
moderately severe haemophilia B (congenital factor IX deficiency) without a
history of factor IX inhibitors and without detectable antibodies to variant AAV
serotype Rh74, the MAH should submit interim results (6 years of data) of pivotal
Study C0371002 with 45 subjects who received a dose calculated using actual
batch concentration and at least 34-month data of patients who received a dose (

31 De

R
D

based on nominal concentration dosing. ?
In order to confirm the efficacy and safety of BEQVEZ in adults with seve%
moderately severe haemophilia B (congenital factor IX deficiency) Witho&bv
history of factor IX inhibitors and without detectable antibodies to vari

serotype Rh74, the MAH should submit the final results (5 years of d

long-term follow-up Study C0371003 with 14 subjects who received 5 x 10!}

31 January
2025

vector genomes per kg (vg/kg) of body weight.
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LABELLING AND PA\@‘.

E LEAFLET






PARTICULARS TO APPEAR ON THE OUTER PACKAGING

OUTER CARTON
| 1. NAME OF THE MEDICINAL PRODUCT ?\ ‘
7
BEQVEZ 0.79 - 1.21 x 10" vector genomes/mL concentrate for solution for infusion @
fidanacogene elaparvovec ’\@
N
| 2. STATEMENT OF ACTIVE SUBSTANCE(S) %Q\J |
v

Each vial contains 0.79 - 1.21 x 10" vector genomes of fidanacogene elapa &e& in 1 mL.

3. LIST OF EXCIPIENTS ,b

y 2

Also contains sodium dihydrogen phosphate monohydrate (E339@odium hydrogen phosphate
heptahydrate (E339), sodium chloride, poloxamer 188, and w injections. See leaflet for further
information.

O

4. PHARMACEUTICAL FORM AND CONTEY'TPS

Concentrate for solution for infusion O

See actual concentration and Lot Infom&@ for patient dose calculation.

Number of vials vials. Each vial § 1 mL deliverable volume.
1

Actual concentration vg/mL

Patient-specific pack containh@ cient amount of vials to dose each patient.

N

5. METHOD AND @TE(S) OF ADMINISTRATION

h

Read the package @t before use.
Intravenous use ilution.

Single use ofily.

L 4

N
6. AL WARNING THAT THE MEDICINAL PRODUCT MUST BE STORED OUT
FTHE SIGHT AND REACH OF CHILDREN

\4
out of the sight and reach of children.

| 7. OTHER SPECIAL WARNING(S), IF NECESSARY

33



8. EXPIRY DATE

EXP

9. SPECIAL STORAGE CONDITIONS 2
Store at =90 °C to —60 °C and transport at —100 °C to —60 °C. @
Store upright in the original package in order to protect from light. ’\@

After thawing, do not refreeze. See the package leaflet for additional storage infom@&

10. SPECIAL PRECAUTIONS FOR DISPOSAL OF UNUSED ME VAL PRODUCTS
OR WASTE MATERIALS DERIVED FROM SUCH MEDICI PRODUCTS, IF

APPROPRIATE /b

This medicine contains genetically modified organisms. g
Dispose of in compliance with the local guidance for pharrnaceu@ aste.

O

11. NAME AND ADDRESS OF THE MARKETIN(@TI{ORISATION HOLDER

Pfizer Europe MA EEIG \O

Boulevard de la Plaine 17

1050 Bruxelles < >
Belgium Q

12. MARKETING AUTHORISATC%%IUMBER(S)
N

EU/1/24/1838/001 to

‘o)

13. BATCH NUMBER J ™~

)
Lot Q

| 14. GENER@ASSIFICATION FOR SUPPLY |
0\

P )
CTIONS ON USE |
FORMATION IN BRAILLE |

Justification for not including Braille accepted.

| 17. UNIQUE IDENTIFIER - 2D BARCODE

2D barcode carrying the unique identifier included.
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| 18. UNIQUE IDENTIFIER - HUMAN READABLE DATA

PC
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&
O
\O
&QO
&’Q
{O

R

)
)
>



PARTICULARS TO APPEAR ON THE OUTER PACKAGING

INNER CARTON
| 1. NAME OF THE MEDICINAL PRODUCT ?\ ‘
7
BEQVEZ 0.79 - 1.21 x 10" vector genomes/mL concentrate for solution for infusion @
fidanacogene elaparvovec ’\@
N
| 2. STATEMENT OF ACTIVE SUBSTANCE(S) %Q\J |
v

Each vial contains 0.79 - 1.21 x 10" vector genomes of fidanacogene elapa &e& in 1 mL.

3. LIST OF EXCIPIENTS ,b

y 2

Also contains sodium dihydrogen phosphate monohydrate (E339@odium hydrogen phosphate
heptahydrate (E339), sodium chloride, poloxamer 188, and w injections. See leaflet for further
information.

O
4. PHARMACEUTICAL FORM AND CONTEY'TPS

Concentrate for solution for infusion O

See actual concentration and Lot Infom&@ for patient dose calculation.

Number of vials vials. Each vial § 1 mL deliverable volume.
1

Actual concentration vg/mL

Patient-specific pack containh@ cient amount of vials to dose each patient.

N

5. METHOD AND @TE(S) OF ADMINISTRATION

h

Read the package @t before use.
Intravenous use ilution.

Single use ofily.

L 4

N
6. AL WARNING THAT THE MEDICINAL PRODUCT MUST BE STORED OUT
FTHE SIGHT AND REACH OF CHILDREN

\4
out of the sight and reach of children.

| 7. OTHER SPECIAL WARNING(S), IF NECESSARY
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8. EXPIRY DATE

EXP

9. SPECIAL STORAGE CONDITIONS 2
Store at =90 °C to —60 °C and transport at —100 °C to —60 °C. @
Store upright in the original package in order to protect from light. ’\@

After thawing, do not refreeze. See the package leaflet for additional storage infom@&

10. SPECIAL PRECAUTIONS FOR DISPOSAL OF UNUSED ME VAL PRODUCTS
OR WASTE MATERIALS DERIVED FROM SUCH MEDICI PRODUCTS, IF

APPROPRIATE /b

This medicine contains genetically modified organisms. g
Dispose of in compliance with the local guidance for pharrnaceu@ aste.

O

11. NAME AND ADDRESS OF THE MARKETINC@TI{ORISATION HOLDER

Pfizer Europe MA EEIG \O

Boulevard de la Plaine 17

1050 Bruxelles < >
Belgium Q

12. MARKETING AUTHORISATC%%IUMBER(S)
N

EU/1/24/1838/001 to

‘o)

13. BATCH NUMBER J ™~

)
Lot Q

| 14. GENER@ASSIFICATION FOR SUPPLY |
0\

P )
CTIONS ON USE |
FORMATION IN BRAILLE |

Justification for not including Braille accepted.

| 17. UNIQUE IDENTIFIER - 2D BARCODE
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| 18. UNIQUE IDENTIFIER - HUMAN READABLE DATA




MINIMUM PARTICULARS TO APPEAR ON SMALL IMMEDIATE PACKAGING UNITS

VIAL LABEL (CONCENTRATE)

| 1. NAME OF THE MEDICINAL PRODUCT AND ROUTE(S) OF ADMINISTRATI%,E

BEQVEZ 0.79 - 1.21 x 10" vector genomes/mL sterile concentrate @
fidanacogene elaparvovec
IV after dilution . \@
~
[2. METHOD OF ADMINISTRATION \UJ |

| 3. EXPIRY DATE

N
EXP ,b

4. BATCH NUMBER Q

Lot

5. CONTENTS BY WEIGHT, BY VOLUl\mOR‘BY UNIT

1 mL QU
X

Ob\}
g

R

&
N
>

%Qj
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PARTICULARS TO APPEAR ON THE LOT INFORMATION SHEET (LIS) INCLUDED
WITH EACH SHIPMENT FOR ONE PATIENT

| 1. NAME OF THE MEDICINAL PRODUCT ?\
N 4
BEQVEZ 0.79 - 1.21 x 10" vector genomes/mL concentrate for solution for infusion @
fidanacogene elaparvovec ’\%
A
| 2. STATEMENT OF ACTIVE SUBSTANCE(S) \ 4
‘

Each vial contains 0.79 - 1.21 x 10" vector genomes of fidanacogene elap@e& in 1 mL.
0

The actual concentration noted below should be used to calculate the p se

3. CONTENTS BY WEIGHT, BY VOLUME OR BY UN@\ID DOSE OF THE

MEDICINAL PRODUCT Q
PATIENT DOSE CALCULATION Q

Each vial contains 1 mL deliverable volume. \O

The recommended dose of BEQVEZ is a single—@of 5 x 10" vector genomes per kg (vg/kg) of
body weight, administered as an intravenous @ after dilution

Patient weight (kg): ~ Height (mM BMI (kg/m?):

To determine the patient’s dose, the ft ng calculation steps are needed:

1. Calculation of patient’s dose v@
The dosing of BEQVEZ is ba@ he patient body mass index (BMI) in kg/m?.

Patient’s dose weight adj ent according to BMI

Patient’s BMI N tient’s dose weight adjustment

< 30 kg/m? _~  Dose Weight = Actual body weight

> 30 kg/m? !b Determine using the following calculation:
no Dose Weight (kg) = 30 kg/m? x [Height (m)]?

Note

. ’X dlate calculation of height (m?) should NOT be rounded.

. ght should be rounded to 1 decimal place.

ation of patient’s dose volume in millilitres (mL)

@qg s dose weight in kg x dose per kilogram (5 x 10!! vg/kg) = dose in vg to be administered

kg x5 x 10" vg/kg = vg

Dose in vg to be administered + Actual concentration (vg/mL) = patient’s dose volume in mL

vg = (vg/mL) = mL
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| 4. METHOD AND ROUTE(S) OF ADMINISTRATION

Read the package leaflet before use.

5. OTHER SPECIAL WARNING(S), IF NECESSARY 2 ‘
Save this document and have it available when preparing for administration of BEQVEZ. @
‘o
| 6.  SPECIAL STORAGE CONDITIONS L |

o)
20 N

| 7. EXPIRY DATE AND OTHER BATCH SPECIFIC INFORMAT]%‘ |

INFORMATION ON SUPPLIED LOT 0
The following lot was manufactured and included in this shipment: {,b
Lot Number @

Number of Vials

Actual Concentration (vector genomes/mL)

Expiry Date Q

O

8. SPECIAL PRECAUTIONS FOR DISPOSAL OF UNUSED MEDICINAL PRODUCTS
OR WASTE MATERIALS DERIVED @M SUCH MEDICINAL PRODUCTS, IF

APPROPRIATE Q

This medicine contains genetically mo@rganisms.

Dispose of in compliance with the localfguidance for pharmaceutical waste.

9, BATCH NUMBER, DO N AND PRODUCT CODES
| Qo |
(O

| 10.  NAME AND ADDRESS OF THE MARKETING AUTHORISATION HOLDER |

Pfizer Europe MA
Boulevard de la Plaindpl 7
1050 BruxellesQ
Belgium ’\

L 4

N
11. f{KETING AUTHORISATION NUMBER(S)

/1838/001
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Package leaflet: Information for the user

BEQVEZ 0.79 - 1.21 x 10" vector genomes/mL concentrate for solution for infusion
fidanacogene elaparvovec

vThis medicine is subject to additional monitoring. This will allow quick identification of ne
safety information. You can help by reporting any side effects you may get. See the end of sect@

for how to report side effects.

Read all of this leaflet carefully before you start using this medicine because it co Gg

important information for you. (OK

- Keep this leaflet. You may need to read it again.

- If you have any further questions, ask your doctor. O

- If you get any side effects, talk to your doctor. This includes any possible§id&effects not listed
in this leaflet. See section 4.

- Your doctor will give you a Patient Card. Read it carefully and follow #he instructions on it.

What is in this leaflet ,b
1. What BEQVEZ is and what it is used for

2. What you need to know before you are given BEQVEZ

3. How BEQVEZ is given

4. Possible side effects

5. How BEQVEZ is stored Q

6. Contents of the pack and other information O

1. What BEQVEZ is and what it is used foo

BEQVEZ is a gene therapy product that cont&e active substance fidanacogene elaparvovec. A
gene therapy product works by deliverin e into the body to correct a genetic defect.

BEQVEZ is used for the treatment of Seyere and moderately severe haemophilia B (congenital
factor IX deficiency) in adults wh t have current or past inhibitors to factor IX and who do not
have antibodies to the virus vect V serotype Rh74var.

People with haemophilia B dre B6rn with an altered form of a gene needed to make factor IX, an
essential protein require ood to clot and stop any bleeding. People with haemophilia B have
insufficient levels of fact and are prone to internal or external bleeding episodes.

How BEQVEZ w

The active subs BEQVEZ, fidanacogene elaparvovec, delivers a working version of the
factor IX ge o the body to correct the genetic defect that causes the bleeding problems. The gene
is integratemng?a virus that has been modified so that it cannot spread in the body but can deliver a
copy o ﬂ‘xl r IX gene into your liver cells. This enables liver cells to produce factor IX protein
and raiﬁ evels of working factor IX in the blood. This helps the blood to clot better and prevents

or ra@ leeding episodes.

é What you need to know before you are given BEQVEZ
You must not be given BEQVEZ

- if you are allergic to fidanacogene elaparvovec or any of the other ingredients of this medicine
(listed in section 6).
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- if you suffer from an active infection which is either an acute (short-term) infection, or chronic
(long-term) infection that is not controlled by medicines (see section 2 Warnings and
precautions).

- if you have advanced hepatic fibrosis (liver tissue scarring and thickening) or advanced hepatic
cirrhosis (scarring due to long-term liver damage) (see section 2 Warnings and precautions).

If any of the above applies to you, or if you are unsure of any of the above, please talk to your @r
before you receive BEQVEZ. @

Warnings and precautions . %

Antibody blood tests Q

Your doctor will conduct a blood test beforehand to see if you have antibod'ﬁfoteins) directed
against the type of virus used to make this medicine. These antibodies cai ent the medicine from

Your doctor will perform several tests before you are given BEQVEZ treatment.

working properly.
Tests to check liver health {

Factor IX is produced in liver cells after treatment with BEQ%: alk to your doctor if you have or

had any liver problems. Q

This medicine may lead to an increase in certain enz roteins found in the body) that the liver
normally produces when it is damaged.

In order to decide if this medicine is suitable for @ your doctor will perform tests to check your liver

health before you start treatment. This includeg?

- Blood tests to check your level of livergmes and bilirubin (a breakdown product of red
blood cells);

- Tests to check for fibrosis (tissuee:aj ng and thickening) in your liver.

aware of how other medicines yo ake may affect the liver (see section 2 Other medicines and

Talk to your doctor about what y o to improve and maintain your liver’s health including being
z §y t
BEQVEZ).

After treatment with BEQ

Infusion-related sidégffects

after you are,given the BEQVEZ infusion (drip). Your doctor will monitor you during and for at least

Infusion-related si ects including hypersensitivity (allergic) reactions can occur during or shortly
3 hours afte ;r

¢ given the infusion.

*
Sympto \finfusion-related side effects may include low blood pressure, fever, palpitation, nausea,
vomiti ills or headache. Tell your doctor immediately if you experience these or any other
s m@s during or shortly after the treatment infusion.

ending on your symptoms, your infusion may be slowed down or interrupted. If the infusion is
inferrupted, it can be restarted at a slower rate when the infusion reaction is resolved. Your doctor may
also consider if you should be given medicines to help manage the infusion reaction.

Regular blood tests

After treatment with BEQVEZ, your doctor will continue to check your health. It is important that you
discuss the schedule for these blood tests with your doctor so that they can be carried out as necessary.
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During the first year, your doctor will repeat liver enzyme testing and factor IX testing once or twice
weekly for the first 12 weeks, weekly from weeks 13 to 18, and at weeks 24, 32, 42, and 52. Then,
from year 2 to end of year 3 testing will be performed quarterly, moving to twice yearly from year 4 to
the end of year 6, and annually after year 6.

BEQVEZ will trigger a response within your immune system (the body’s natural defences). ThigeQuld
lead to an increased blood level of certain liver enzymes called transaminases. Your doctor wj
regularly monitor your liver enzyme levels to ensure that the medicine is working as it Shoifl

Liver enzymes i

e Ifyou experience an increase in liver enzymes, you may have more frequent blo ts to
check the levels of your liver enzymes, until they return to normal.

e Ifneeded, your doctor may also perform additional tests to rule out other ¢ or an
increase in your liver enzymes, in consultation with a specialist in liver dis .

e Additional medicine: You may need to take another medicine (corticoSt€roids) for
2 months or longer after starting treatment to manage transaminase i&? S ora
reduction in factor IX activity seen in laboratory tests. Your doctor djust the

dose of this medicine depending on your blood test results and % e.

Factor IX levels
Your doctor will regularly check your factor IX levels to see if tr t with BEQVEZ was
successful. If you experience an increase in liver enzymes or willigfegd to take another medicine (e.g.

corticosteroids), you will have more frequent blood tests to ¢ our factor IX levels until your liver
enzymes return to normal or you stop taking the other medieine®

Neutralising antibodies against factor IX proteins (fe ct@’ inhibitors)

After you are given BEQVEZ, there is a risk of ygug body developing neutralising antibodies against
factor IX, which may prevent factor IX from wo properly. Your doctor may check your blood for
these antibodies, if bleeding episodes cannot trolled.

Risk of malignancy potentially associatedwith BEQVEZ

Treatment with BEQVEZ will insert n NA into your liver cells. Although there is no evidence
from the clinical studies with BE this DNA can in theory integrate into the liver cell DNA or
the DNA of other body cells. Thi 1d contribute to a risk of cancer, such as liver cancer
(hepatocellular carcinoma). Y@ould therefore discuss this with your physician.

After treatment with BE S, you will be expected to enrol in a follow-up study to help study the
long-term effect of the tiQent for 15 years, how well it continues to work and any side effects that
may be linked to theXﬁtme t. In the event of cancer, your doctor may take a sample of your cancer
(biopsy) to check 1[5 VEZ has inserted into the cell DNA.

If you are a patfent with pre-existing risk factors for hepatocellular carcinoma (e.g. you have liver
l’&tls B, hepatitis C, or fatty liver (non-alcoholic fatty liver disease)), your doctor will

fibrosis, or
regular, % ch year) monitor your long-term liver health for at least 5 years after you are given
BEQV perform the following tests:

D) ual liver ultrasound and

é nnual blood test to check for increases in alpha-fetoprotein.

k of abnormal blood clots
Factor IX is the protein necessary to form stable clots in your blood. After treatment with BEQVEZ,

your factor IX protein level should increase. In some patients, it may increase to levels above the
normal range for a period of time.
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Unusually elevated factor IX levels may cause your blood to clot abnormally, increasing the risk of
blood clots, such as in the lung (pulmonary thromboembolism) or in a blood vessel of the leg (venous
or arterial thrombosis). You may be at risk of abnormal blood clotting if you have pre-existing
problems with your heart and blood vessels (e.g. a history of a heart disease (cardiovascular disease),
thick and stiff arteries (arteriosclerosis), high blood pressure (hypertension), or if you are diabetic or
older than 50 years).

Consult your doctor immediately if you notice signs of abnormal clotting, such as sudden ch Q,
shortness of breath, sudden onset of muscle weakness, loss of sensation and/or balance, de S
alertness, difficulty in speaking, or swelling of one or both legs. . é

Immunocompromised patients or patients with HIV or other infection {

If you are immunocompromised (when your immune system is weakened, res
ability to fight infections), are undergoing or will undergo a treatment suppreggi
system, or have an HIV or other new or recent infection, your doctor will dei
receive BEQVEZ. The use of BEQVEZ is contraindicated in patients witE i

you will be able to
e infections which are

either acute (short-term) infections, or chronic (long-term) infections t not controlled by
medicines (see section 2 You must not be given BEQVEZ). {
Use of other haemophilia treatments @

treatments and develop a treatment plan of what to do in surgery, trauma, bleeds, or any
procedures that could potentially increase the risk of bl@ t is very important to continue your
monitoring and doctor visits to determine if you nee e other treatments to manage haemophilia.
Talk to your doctor immediately in case of recurrent or uncontrolled bleeding episodes.

After BEQVEZ use, talk to your doctor about if or when y stop your other haemophilia
C‘Ze of
L

Receiving gene therapy again in the future Q

After receiving BEQVEZ, your immune
shell of the adeno-associated virus (AA
conditions therapy with BEQVEZ ma

stem will produce antibodies to the proteins found on the

in" BEQVEZ. It is not yet known whether or under which
epeated. If your body is exposed to the medicine a second
time, it is not known if these anti ill recognise the virus and keep the medicine from working.
It is also not yet known whether (@der which conditions subsequent use of another AAV gene
therapy may be possible. O

Avoiding blood donations, %onations for transplantations

The active substanc&in BEQVEZ may temporarily be excreted through your blood, semen or bodily
waste, a process ¢ edding (see also section 2 Use of contraception).

To ensure that @e without haemophilia B are not exposed to BEQVEZ DNA, you must not donate
blood, seme \ gans, tissues and cells for transplantation after you have been treated with
BEQVEZ\CJ

Child d adolescents

BE should not be used in children or adolescents under 18 years of age because it has not yet
% died in this population.

Other medicines and BEQVEZ

Tell your doctor if you are using, have recently used or might use any other medicines and/or herbal

supplements as they may affect the proper function of this medicine.

Some medicines, herbal supplements or alcohol affect the liver, which may impact the response to this
medicine and may increase the risk of liver damage. You should inform your doctor about new
medicines started after treatment as these medicines may affect your liver.
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After treatment with BEQVEZ, you may need corticosteroid treatment (see section 2 Warnings and
precautions). As corticosteroids can affect the body’s immune system, vaccinations may not work
properly. It is important that you have received your vaccinations before you are given BEQVEZ.
Your doctor may adjust the timing of vaccinations and may recommend that you do not receive certain
vaccinations while on corticosteroid treatment. Corticosteroid treatment may also be affected by other
medicines. Talk to your doctor if you have any questions. 6

Pregnancy, breast-feeding and fertility @
If you are pregnant or breast-feeding, think you may be pregnant or plan to become pregnastyask your
doctor for advice prior to being given BEQVEZ. {

e BEQVEZ is not recommended in women who are able to become pregnan ho are

pregnant. It is not known whether BEQVEZ can be used safely in the@ems as the effects
on pregnancy and the unborn child are not known.

e BEQVEZ is not recommended during pregnancy. It is not known w 1 this medicinal
product can cause harm to your unborn baby when administered during your
pregnancy.

o BEQVEZ should not be used during breast-feeding. It is unknown whether this medicine is
excreted in human milk. A risk to the newborns/infants c be excluded.

Use of contraception

Male patients should ensure that they use a barrier method ception for 6 months after
receiving treatment with BEQVEZ and partners must avoithcontact with semen during this period.
They should also not donate sperm after receiving tr at@.

This is to prevent the theoretical risk that the factorlX gene from a father’s BEQVEZ treatment is
transmitted to a child or the patient’s sexual part ith unknown consequences. Discuss with your
doctor which methods of contraception are suifa

Driving and using machines

People given BEQVEZ have experiencéd side effects, such as temporary headaches and dizziness that
may affect the ability to drive or use % nes. If you are experiencing such side effects, you should
use caution until you are certain t do not adversely affect your ability to drive or use machines.
Talk to your doctor if you have a&esﬁons.

BEQVEZ contains sodiu O
This medicine contains | 1 mmol sodium (23 mg) per vial, that is to say essentially ‘sodium

free’.
3. How BE %s given

.
Your treatle 1 be given at a hospital or haemophilia treatment centre by a doctor who is
experient\' e treatment of blood clotting disorders.

The will work out the amount of treatment you will receive according to your weight
x(0') vg/kg). Treatment with BEQVEZ consists of a single infusion (drip) into a vein. The infusion
e given over | hour. Your infusion may be slowed if you experience symptoms of an infusion
action (see section 2 Warnings and precautions).

Additional medicine you may need

You doctor may give you another medicine (corticosteroids) to modulate the body’s immune response
against the virus. Take this medicine according to the doctor’s direction. They may also give some
factor IX treatment prior to your infusion.
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Discontinuation of exogenous factor IX treatment
It may take several weeks before improved bleeding control is achieved after BEQVEZ infusion.

Your doctor will regularly monitor your blood for the factor IX activity levels, i.e., once or twice
weekly for the first 12 weeks, and at regular intervals thereafter, and decide if and when you should
receive, reduce, or stop your exogenous factor IX therapy (see section 2 Warnings and precautiins).

If you have any questions on the use of BEQVEZ ask your doctor. @

If you are given more BEQVEZ than you should . 9

It is unlikely that you will be given too much of this medicine since the dose is admini ag in the
hospital. However, if you are given too much BEQVEZ, your doctor may need to p blood tests

and treat you as needed.

4. Possible side effects 0

Like all medicines, this medicine can cause side effects, although not e@ody gets them.

Very common: may affect more than 1 in 10 people
e Increased levels of transaminases (liver enzymes) seen il@)d tests.

Common: may affect up to 1 in 10 people
e Headache Q
e Belly (Abdominal) pain O
e Dizziness \
o Feeling sick (Nausea)
e Fever (Pyrexia) O
e  Weakness (Asthenia) Q
e Increased levels of creatinine (a brgakdown product of muscle) seen in blood tests
J %ase (a marker for tissue damage) seen in blood tests

Increased levels of lactate dehy@
Talk to your doctor or nurse if yo:i velop any other side effects.

Reporting of side effects

If you get any side effects, ta @ our doctor or nurse. This includes any possible side effects not
listed in this leaflet. You cafialso report side effects directly via the national reporting system listed in
Appendix V. By reporti e effects you can help provide more information on the safety of this
medicine.

5. Howto &ZQVEZ

The follgwi(gji‘l ormation is for healthcare professionals who will prepare and give the medicine.
Keep t@edicine out of the sight and reach of children.

se this medicine after the expiry date which is stated on the vial label and carton after EXP.
piry date refers to the last day of that month.

BEQVEZ must be stored upright and in its original package in order to protect it from light.
Store at -90 °C to -60 °C and transport at -100 °C to -60 °C. Packages removed from frozen storage

(-90 °C to -60 °C) may be kept at room temperature (up to 30 °C) for up to 5 minutes for transfer
between ultra-low temperature environments.
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After thawing, do not refreeze.
Frozen vials in the inner carton will take up to 1 hour to thaw at room temperature (up to 30 °C). The
total time at room temperature between removing vials from frozen storage until the beginning of dose

preparation should be no more than 3 hours.

Once thawed, the medicinal product should not be re-frozen and may be stored refrigerated at 2@0

8 °C in the inner carton for 24 hours. The shelf-life after dilution is 24 hours. @
. Q,

6. Contents of the pack and other information C

What BEQVEZ contains O

- The active substance is fidanacogene elaparvovec. Each 1 mL vial conta@ approximate
concentration of 0.79 - 1.21 x 10" vector genomes/mL.

- The other ingredients are sodium dihydrogen phosphate monohydrate ), disodium
hydrogen phosphate heptahydrate (E339), sodium chloride, poloxa 8 and water for

injections (see section 2 BEQVEZ contains sodium).
This medicine contains genetically modified organisms. {

What BEQVEZ looks like and contents of the pack Z
BEQVEZ is a concentrate for solution for infusion (sterile ate).

BEQVEZ is supplied in a plastic 2 mL vial with an extt@b e volume of 1 mL.
When thawed, BEQVEZ is a clear to slightly opalescent, colourless to slightly brown solution.
BEQVEZ is supplied in a carton containing tl@n er of vials required for a single patient dose.

Marketing Authorisation Holder &
Pfizer Europe MA EEIG

Boulevard de la Plaine 17 (J

1050 Bruxelles 0

Belgium b

Manufacturer O

Wyeth Farma S.A. {

Autovia del Norte A-1 [&: 23. Desvio Algete Km. 1
e los

28700 San Sebastia& eyes
Madrid

Spain ,b

L 4
For any info, Qabout this medicine, please contact the local representative of the Marketing
Authorisati older:

Beléielgié/Belgien Lietuva

u ourg/Luxemburg Pfizer Luxembourg SARL filialas Lietuvoje
/SA Tel: + 370 52 51 4000
1/Tel: +32 (0)2 554 62 11
Bbbarapus Magyarorszag
[aiizep JlrokcemOypr CAPJIL, Kinon bearapus Pfizer Kft.
Ten.: +359 2 970 4333 Tel: +36-1-488-37-00
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Ceska republika
Pfizer, spol. s r.0.
Tel: +420 283 004 111

Danmark
Pfizer ApS
TIf.: +45 44 20 11 00

Deutschland
Pfizer Pharma GmbH
Tel: +49 (0)30 550055 51000

Eesti
Pfizer Luxembourg SARL Eesti filiaal
Tel: +372 666 7500

EA0LGoa
Pfizer EAMGG ALE.
TnA: +30 210 6785 800

Espaiia
Pfizer, S.L.
Tel: +34 91 490 99 00

France
Pfizer
Tel: +33 (0)1 58 07 34 40

Hrvatska
Pfizer Croatia d.o.o.
Tel: +385 13908 777

&
Ireland

Pfizer Healthcare Ireland Ob
Tel: 1800 633 363 (toll fre{

+44 (0)1304 616161 c
Island
Icepharma hf. \
Simi: +354 540 @

L 4
Italia

Pfizer &Q

Tel: + 31821

Oitpo
.@Mag A.E. (Cyprus Branch)
A:+357 22 817690

This leaflet was last revised in
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Malta
Vivian Corporation Ltd.
Tel: +356 21344610

Nederland
Pfizer bv
Tel: +31 (0)800 63 34 636

Norge

Pfizer AS . %

TIf: +47 67 52 61 00 £\
Osterreich O

Pfizer Corporation Austsi .m.b.H.

Tel: +43 (0)1 521 15-%

Polska
Pfizer Polska Sp. .

Tel: +48 22 3{61

Portugal

Laboratg '@ﬁzer, Lda.

Tel: 423 5500

ania
Romania S.R.L.
Tel: +40 (0) 21 207 28 00

Slovenija

Pfizer Luxembourg SARL

Pfizer, podruznica za svetovanje s podrocja
farmacevtske dejavnosti, Ljubljana

Tel: +386 (0)1 52 11 400

Slovenska republika
Pfizer Luxembourg SARL, organizacna zlozka
Tel: + 421 2 3355 5500

Suomi/Finland
Pfizer Oy
Puh/Tel: +358 (0)9 43 00 40

Sverige
Pfizer AB
Tel: +46 (0)8 550-520 00

United Kingdom (Northern Ireland)
Pfizer Limited
Tel: +44 (0) 1304 616161



This medicine has been given ‘conditional approval’. This means that there is more evidence to come
about this medicine.

The European Medicines Agency will review new information on this medicine at least every year and
this leaflet will be updated as necessary.

Other sources of information

Detailed information on this medicine is available on the European Medicines Agency web sj b
https://www.ema.europa.eu.

L 4
This leaflet is available in all EU/EEA languages on the European Medicines Agency @? c.
O

N4
The following information is intended for healthcare professionals only:$

Important: Please refer to the Summary of Product Characteristics (SmP re using.
Precautions to be taken before handling or administering the medicinal préduct

BEQVEZ should be transported within the facility in closed, bre@oof, leak-proof containers.
This medicinal product contains genetically modified organi

BEQVEZ should be handled aseptically under sterile c@i ns.

Personal protective equipment (including gloves, sat%oggles, laboratory coat and sleeves) should
be worn while handling or administering BEQV

Thawing Q

. Store in the original package to av@rect sunlight and ultraviolet light exposure.
. Store BEQVEZ upright in the @q{l package.
. Remove inner carton from@uter carton.

. Thaw BEQVEZ vial nQupright orientation in the inner carton for 1-hour at room
temperature (15 °© °C).

. Vials may be Ny swirled but not shaken or inverted.

° The total pi room temperature between removing vials from frozen storage until the
begini ose preparation should be no more than 3 hours.

fs& inspect vials for particulates and discolouration before use. Ensure that visible ice
s are not present in the solution. Do not use vials that contain visible particulates. The
ed solution in the vial should appear clear to slightly opalescent, colourless to slightly
wh.

s Vials should not be re-frozen.

Preparation prior to administration

This medicinal product is prepared for intravenous infusion by diluting in sodium chloride 9 mg/mL
(0.9%) solution for injection with 0.25% human serum albumin (HSA).
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Preparation of diluent solution (sodium chloride 9 mg/mL (0.9%) solution for injection with 0.25%

HSA)

° HSA used for preparation of this medicinal product must be commercially available. Either 20%
w/v or 25% w/v HSA is recommended.

. Calculate the volume of HSA required to achieve a final concentration of 0.25% w/v HSA in a
200 mL final infusion volume.

. Calculate the volume of medicinal product required for the patient-specific treatme @

.
o See the accompanying Lot Information Sheet (LIS) for information perta@ o the
concentration of vector genomes per vial, and for the medicinal produ@ lation steps.

o Note: The vector genomes concentration on the LIS is the actual Sehcentration of each
vial which should be used for dose preparation calculations. &

. Calculate the volume of sodium chloride 9 mg/mL (0.9%) solutiop=fomifijection required to
achieve a final infusion volume of 200 mL when combined with edicinal product and

HSA. {

J Combine the calculated volume of HSA with the calcula e@ume of sodium chloride
9 mg/mL (0.9%) solution for injection in an appropriat@venous infusion container.

o Mix the diluent solution gently. Do not shake. Inc the diluent solution in the infusion
container at room temperature (15 °C to 30 OC\ least 10 minutes prior to adding BEQVEZ.

Preparation of solution for infusion
° Visually inspect thawed product for part'&@ matter prior to administration. Do not use vials

that contain visible particulates.

. Each vial is for single use only. [&/

° Extract the calculated volu e@EQVEZ from the vials using aseptic technique and sterile
componentry. %

. Combine the extracte @ne of BEQVEZ with the diluent solution (0.9% sodium chloride
with 0.25% HSA) for'a,total infusion volume of 200 mL.
° Gently mix thxolu for infusion. Do not shake.

o The solutim@nfusion should be equilibrated to ambient temperature before administration to
the pagie :

Adminis;gaioh solution for infusion
[ ]

l@travenous use.
0\&@0 not infuse as an intravenous push or bolus.
[ ]

An in-line 0.2 pm intravenous filter may be used for administration.
. The solution for infusion should be administered to the patient over approximately 60 minutes.

. In the event of an infusion reaction during administration, the infusion rate should be slowed or
stopped (see section 4.4).
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Measures to take in case of accidental exposure

Accidental exposure to BEQVEZ must be avoided. In the event of exposure to skin, the affected area
must be thoroughly cleaned with soap and water according to local procedures. In the event of
exposure to eyes, the affected area must be thoroughly flushed with water for at least 15 minutes.

Precautions to be taken for the disposal of the medicinal product b

Unused medicinal product and disposable materials that may have come in contact with B
(e.g., vials, all materials used for injection, including needles and any unused product) m
disposed of in compliance with the local guidance for pharmaceutical waste.

All spills of BEQVEZ must be wiped with absorbent gauze pad and the spill area n@ae disinfected
using a bleach solution followed by alcohol wipes. All clean-up materials mus@u le bagged and
disposed of per local guidelines for handling of pharmaceutical waste. &

’b\}
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