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1. Background information on the procedure

Pursuant to Article 16 of Commission Regulation (EC) No 1234/2008, Bristol-Myers Squibb / Pfizer EEIG
submitted to the European Medicines Agency on 11 November 2022 an application for a variation.

The following changes were proposed:

Variation requested Type Annexes
affected
C.l4 C.1.4 - Change(s) in the SPC, Labelling or PL due to new Type II I
quality, preclinical, clinical or pharmacovigilance data

Update of sections 4.2 and 5.1 of the SmPC in order to update efficacy and safety information in the
paediatric population based on results of the paediatric studies performed in compliance with the
paediatric investigation plan (PIP), including studies CV185155 and CV185362. In addition, the MAH took
the opportunity to introduce minor editorial changes to the PI.

The requested variation proposed amendments to the Summary of Product Characteristics.

Information on paediatric requirements

Pursuant to Article 8 of Regulation (EC) No 1901/2006, the application included an EMA Decision(s)
P/0198/2020 on the agreement of a paediatric investigation plan (PIP).

At the time of submission of the application, the PIP P/0198/2020 was completed.

The PDCO issued an opinion on compliance for the PIP P/0198/2020.

2. Overall conclusion and impact on the benefit/risk balance

The purpose of this Type II variation is to include paediatric information on venous thromboembolism
(VTE) prophylaxis including a summary of the available paediatric clinical data in section 5.1 of the SmPC,
but without seeking a paediatric indication for VTE prophylaxis, nor registering a paediatric formulation.

For this purpose, the MAH has submitted the results of the PIPO1 clinical studies CV185118, CV185155
and CV185362.

The purpose of Study CV185155 was to investigate the use of apixaban (median 25 days) for the
prevention of VTE in 512 subjects aged 1 up to 18 (mean 7 years) with acute lymphoblastic leukaemia
(ALL) or lymphoblastic lymphoma (LL) undergoing induction chemotherapy with asparaginase via a
central venous access device (CVAD). The study could not demonstrate a clear significant treatment
benefit with only a numerical improvement in the primary endpoint of non-fatal deep vein thrombosis
(asymptomatic or symptomatic), pulmonary embolism, and cerebral venous sinus thrombosis (CVST);
and VTE related death for apixaban versus no treatment (relative risk (RR) 0.69 (95% confidence interval
(CI) 0.45-1.05; p=0.08 (1 sided 0.04); 31 (12.1%) and 45 (17.6%) events). The effect was mainly
driven by asymptomatic deep venous thrombosis (DVT), including a slight reduction in the number of
CVAD related thrombi (n=17; 6.6% vs n=20; 7.8%), and a more substantial reduction of the number of
thromboembolism (TE) events not (locally) related to the CVAD (n=9; 3.5% vs n=16; 6.3%). Considering
that preventive anticoagulating treatment is currently not standard of care, it is difficult to justify any
indication in these patients based on the presented efficacy data. Therefore, it is agreed with the MAH not
to propose a preventive indication for these patients. Any indication for this setting has not been
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(explicitly) approved for adults either. In terms of safety, apixaban appeared to be poorly tolerated in
these patients with 13.7% vs 0.8% discontinuing treatment due to adverse events (AEs) (mainly
gastrointestinal (GI) AEs, n=7; 2.7% vs n=1; 0.4%, no bleeding disorders). Further, although major
bleedings were limited and balanced (2 in each arm), clinically relevant non-major bleedings were
observed with increased incidence (11 (4.3%) vs 3 (1.2%); RR 3.67 (1.04-13.0)) with increased need for
platelet transfusion (37.1% vs 32.8%), which may be regarded as a significant safety issue in such young
patients.

The purpose of Study CV185362 was to investigate the safety of apixaban (median 358 days) for the
prevention of arterial and venous thromboembolism in 192 subjects (28 days to 18 years) with congenital
and/or acquired heart disease (CAHD) that require anticoagulation (apixaban vs vitamin K antagonist
(VKA)/ low molecular weight heparin (LMWH)). Additional data on population PK and laboratory
monitoring are provided from study CV185362, and from the formal PK/PD Study CV185118. Despite that
based on the mechanism of action, some effect may be expected, there were no adjudicated
thromboembolic events or thromboembolic event-related deaths in either treatment arm, which seriously
limits interpretation of efficacy. Therefore, based on the (secondary) efficacy data provided, it is difficult
to consider an indication statement. Further, a limited humber of the (descriptive) primary safety
endpoint of the composite adjudicated major or clinical relevant non-major (CRNM) bleeding events were
found (1/126 (0.8% vs 3/62 (4.8%) RR 0.16 (CI: 0.02-1.54)), which also limits interpretation, but could
be considered reassuring. Further, discontinuations due to bleedings was higher (7 (5.6%) vs 1 (1.6%),
which may indicate somewhat lower tolerability, although caution is warranted due to the open-label
design of the study.

Overall, it is agreed with the MAH that the data of both studies are too limited to justify a paediatric
indication for the prevention of VTE and arterial thromboembolism (ATE) in both populations.

In section 4.2 of the SmPC, based on the currently presented data, safety as well as efficacy in paediatric
subjects is not considered to be established. This has currently appropriately been addressed in section
4.2.

In section 5.1 of the SmPC, a summary of studies CV185155 and CV185362 is provided. The currently
proposed wording in this section is agreed upon.

The benefit-risk balance of Eliquis remains positive.

3. Recommendations

Based on the review of the submitted data, this application regarding the following change:

Variation requested Type Annexes
affected
C.l.4 C.I.4 - Change(s) in the SPC, Labelling or PL due to Type 11 I
new quality, preclinical, clinical or pharmacovigilance
data

Update of sections 4.2 and 5.1 of the SmPC in order to update efficacy and safety information in the
paediatric population based on results of the paediatric studies performed in compliance with the
paediatric investigation plan (PIP), including studies CV185155 and CV185362. In addition, the MAH took
the opportunity to introduce minor editorial changes to the PI.

Xis recommended for approval.
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Amendments to the marketing authorisation

In view of the data submitted with the variation, amendments to Annex(es) I are recommended.
Paediatric data

Furthermore, the CHMP reviewed the available paediatric data of studies subject to the agreed Paediatric

Investigation Plan P/0198/2020 and the results of these studies are reflected in the SmPC and, as
appropriate, the Package Leaflet.
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Annex: Rapporteur’s assessment comments on the type 11
variation
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4. Introduction

4.1. Background and rationale

Apixaban (BMS-562247) is a potent, oral, reversible, direct, and highly selective inhibitor of FXa. It does
not require antithrombin III for antithrombotic activity. Apixaban inhibits free and clot-bound FXa along
with prothrombinase activity. Activation of factor X to FXa via the intrinsic and extrinsic pathways plays a
central role in the cascade of blood coagulation. By inhibiting FXa, apixaban prevents thrombin generation
and thrombus development. Apixaban has no direct effects on platelet aggregation, but indirectly inhibits
platelet aggregation induced by thrombin.

Apixaban was first approved in the EU' on 18-May-2011 for the indication of prevention of venous
thromboembolism (VTE) following knee or hip replacement surgery in adults. Subsequent approvals in the
EU included the indications for prevention of stroke and systemic embolism in adult patients with
nonvalvular atrial fibrillation (NVAF) with one or more risk factors (19-Nov-2012), treatment of deep venous
thrombosis (DVT) or pulmonary embolism (PE), and prevention of recurrent DVT and PE in adults (28-Jul-
2014).

Apixaban is commercially available as 2.5-mg and 5-mg film-coated tablets.

Prophylactic anticoagulation in paediatric patients is currently indicated in only a small number of
conditions. In virtually every instance, there are no data from clinical trials in paediatric patients; but
rather, the dosing and regimens are taken from the adult literature. Further, no approved anticoagulants
are currently approved for children, highlighting the need for clinical studies in this population.

In paediatric patients in almost all cases VTE occurs as a complication of an underlying medical condition.
The main risk factor in paediatric patients to develop a VTE is the presence of a central venous catheter.
The highest risk to develop a VTE is seen in children with acute lymphoblastic leukemia (ALL), treated
with asparaginase, and having a Central Venous Access Device (CVAD.) Patients with ALL are at risk not
only of CVAD-related thrombosis, but also cerebral venous sinus thrombosis (CVST) possibly leading to
Pulmonary Embolism (PE), with the risk of stroke and death.

Thrombosis-related complications are increasingly recognized as important factors contributing to the
morbidity and mortality in children with heart disease. Information is limited about the safety and efficacy
of direct oral anticoagulants (DOACs) such as apixaban for the treatment and prevention of VTE in
children at high risk for these complications.

4.2. Information on the Paediatric program for apixaban

Development of apixaban for paediatric use was initiated in 2014 pursuant to the following 2 Paediatric
Investigation Plans (PIPs):

. PIPO1 (EMEA-000183-PIP01-08-M08) was last modified and approved on 20-May-2020 and
covers the VTE and arterial thromboembolism (ATE) prevention conditions in children from 28 days to <
18 years of age (Studies CV185155 and CV185362).

. PIP02 (EMEA-000183-PIP02-12-M03) was last modified and approved on 20-May-2020 and
covers the VTE treatment condition in children from birth to < 18 years of age (Study CV185325).

The purpose of the PIPO1 clinical studies was to investigate the use of apixaban for the prevention of VTE
in subjects with ALL or LL undergoing induction chemotherapy with asparaginase via a CVAD (Study
CV185155) and for the prevention of arterial and venous thromboembolism in subjects with Congenital
and/or acquired heart disease (CAHD) that require anticoagulation (Study CV185362). The strategy, as

Assessment report
EMA/CHMP/226986/2023 Page 10/112



agreed under PIP0O1, was to demonstrate efficacy as thromboprophylaxis in the ALL/LL population (Study
CV185155). The other PIPO1 measures would provide additional data from the safety study in the CAHD
population (Study CV185362), population PK and laboratory monitoring, and the formal PK/PD study
(Study CV185118).

All studies unde

r PIPO1 are now complete and are the subject of this application. The study under PIP02

(CV185325) is ongoing and will be submitted in a future application. A line listing of the studies included
in PIPO1 (EMEA-000183-PIP01-08-M08) are mentioned below:

Study 1
Study 2

Study 3

Study 4

Study 5

Study 6

Study 7

Study 8

Study 9

Table 1. Summ

Range-finding Juvenile toxicity study in rats, post-natal day 4-21
Definitive Juvenile toxicity study in rats, post-natal day 4-90

Bioavailability of Apixaban Solution Formulation Relative to Apixaban Tablets in Healthy
Subjects

CV185118: Single-Dose, Study to Evaluate the Pharmacokinetics, Pharmacodynamics,
Safety and Tolerability of Apixaban in Paediatric Subjects;

CV185155: Multicentre, randomized, open-label, parallel-group phase 3 trial in paediatric
subjects to evaluate safety and efficacy of apixaban in children from 1 year to less than
18 years of age with a newly diagnosed acute lymphoblastic leukaemia (ALL) or
lymphoma, (T or B cell), a functioning central venous access device (CVAD) and receiving
asparaginase;

CV185362: Prospective, randomized, open label, non-comparative safety trial to evaluate
prevention of thromboembolism in children (from 28 days to <18 years) with cardiac
disease, with a reference comparison of VKA and low molecular weight heparin (LMWH).

Extrapolation study Model-based analysis of pharmacokinetic data accrued from Study 4)
Paediatric Pharmacokinetics Study (CV185118), and Study 5) Safety and Efficacy Study
(CV185155)

Development of an age appropriate formulation of Apixaban

Development of an age appropriate formulation of Apixaban for children < 5 years old

ary of PIPO1 and Supporting Clinical Studies
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Subject Type

Study Randomized
PIP Study Study Design Study Drug and Apixaban
Identifier Age Range Primary Objective(s) Endpoints Dosage Regimens Treated

CV1850202 Open label, randomized, To assess the oral bioavailability of  PK and safety Apixaban solution Adult
2 period, 2 treatment, apixaban oral solution formulation (10 mg as
) pertog, s P! g 14
Study 3 crossover Phase 1 studyin  relative to apixaban Phase 3 tablets 25 mL x 0.4 mg/mL) 14
healthy subjects. Subjects in healthy subjects. Apixaban tablets
_were admitted to the (10 mg as 2 x 5 mg)
clinical facility on Day -1.
On Day 1, Period 1,
subjects were randomized,
in a 1:1 ratio, to receive a
single oral dose of apixaban
10 mg as either 2 x 5 mg
tablets or apixaban as
25 mL x 0.4 mg/mL
solution. After a 4-day
washout period (from the
first dose), subjects began
Period 2 on Day 5 and
recerved the alternate
treatment.
=18 to <45 years
CV185687° Open-label, Phase 1, To assess the bioavailability of PK, safety, Apixaban mini-tablet Adult
randomuzed study to apixaban 0.1-mg sprinkle capsules and (2.5mg as 5 x 0.5 mg) 30
NA? evaluaterthe bioa\-'a;’.labﬂity relative to apmabap 0.5 mg mim- tolerability Apixaban sprirkle capsule 30
of apixaban sprinkle tablets, both adnunistered orally 1n (2.5mg as 25 * 0.1 mg)
capsules relative to healthy subjects
apixaban mini-tablets
18 to =45 years
cvigsiig? Open-label, Phase 1, multi-  To assess the PK of a single dose of PE.FD, Apixaban oral solution Paediatric
site, single-dose study of apixaban in paediatric subjects. safety, and (0.4 mg/mL) NA
Study 4 apixaban in paediatric tolerability Apixaban sprinkle capsule 49
subjects at risk for venous (0.1 mg capsule)
or aﬂeglaiorﬂg:flbotlc Admunistered by mouth or via
an NGT or GT single dose
Neonates to <18 years Group 1: 0.1 mg
Group 2a: 1.08 - 2.43 mg/m?
Group 2b: 1.08 mg/m?
Group 3: 1.17 mg/m?
Group 4: 1.80 mg/m?
Group 5: 2.19 mg/m?
Subject Type

Study Randomized

PIP Study Study Design Study Drug and Apixaban
Identifier Age Range Primary Objective(s) Endpoints Dosage Regimens Treated
CV185155° Randomized, open-label, To compare the effect of PK. PD, Apixaban oral solution Paediatric

multi-center, Phase 3 prophylactic oral or enteric apixaban efficacy. (0.4 mg/mL) 512
Study 5 clinical trial in which versus no systemic anticoagulant safety Apixaban tablet 250
paediatric subjects were during ~28 days of induction (2.5 mg)
randomized 1:1 to chemotherapy, including . -
P . J S Apixaban mini-tablet
prophylactic apixaban for asparaginase, on the composite 0.5
thromboembolism endpoint of adjudicated non-fatal ( - mg)
prevention versus no DVT (including symptomatic and or no systemic anticoagulant
systemic anticoagulant asymptomatic), PE, and CVST; and Apixaban tablet or apixaban
during induction VTE-related-death oral solution administered by
mouth or via an NGT or GT

chemotherapy
> 1to <18 years

To assess the effect of prophylactic
oral or enteric apixaban versus no
systemic anticoagulant during ~28
days of induction chemotherapy
including asparaginase on
adjudicated major bleeding events

as fixed-dose by weight-tier:
=35 kg- 2.5 mg BID
25 to < 35 kg: 2 mg BID
18 to < 25 kg 1.5 mg BID
10.5 to < 18 kg: 1 mg BID
6 to < 10.5 kg: 0.5 mg BID
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CV185362° Prospective, randomized, To assess the safety of aprxaban PK,FPD, Apixaban oral solution Paediatric

] open-label, Phase 2, multi-  compared to VKA or subcutanecus  safety, QOL, (0.4 mg/mL), 192
Study 6 center clinical trial of LMWH (SOC) in paediatric subjects and Apixaban tablet 126
apixaban versus VKA or with CAHD requiring chronic exploratory (5 mg)
LMWH in paediatric anticoagulation for efficacy and Anixaban mini.tablet
subjects with CAHD thromboprophylaxis. biomarker P (0.5 mg) "
requiring chronic To evaluate apixaban PK in data . T
anticoagulation for paediatric subjects with CAHD Apixaban sprinkle capsule
thromboembohsm requiring chronic anticoagulation for (0.1 mg)
prevention thromboprophylaxis. or SOC
> 28 days to < 18 years Apixaban oral solution, tablet
or sprinkle capsule

administered by mouth or via
an NGT or GT ag fixed-dose
by weight-tier
>35keg: 5 mg BID
25 to <25 kg: 4 mg BID
18 to <25 kg: 3 mg BID
12 to < 18 kg: 2 mg BID
9to <12 kg: 1.5 mg BID
6to<9kg- 1 mg BID
5to<6kg: 0.5mgBID
4to < 5kg: 0.3 mgBID
3 to<4kg: 0.2 mg BID

2 Study CV185687 was not included as a separate PIP measure, but was part of the formulation development for the capsules

Abbreviations: BID, twice daily; CADH, congenital or acquired heart disease; CVST, cerebral venous sinus thrombosis; DVT, deep vein thrombosis; GT, gastric
tube; LMWH, low molecular weight heparin; NGT, nasogastric tube; PD, pharmacodynamic; PE, pulmonary embolism; PK, pharmacokinetic; QOL, quality of
life; SOC, standard of care; VKA, vitamin K antagonists; VTE, venous thromboembolism

The paediatric clinical studies CV185118, CV185155 and CV185362 were previously assessed by the
CHMP in the context of Article 46 procedures (EMEA/H/C/002148/P46/037, EMEA/H/C/002148/P46/038,
EMEA/H/C/002148/P46/039). This Type II variation application covers the totality of the PIPO1 clinical
and extrapolation measures. The purpose of this Type II variation is to include a summary of the
available paediatric clinical data in the SmPC for the prescriber’s information, without seeking a paediatric
indication for VTE prophylaxis, nor registering a paediatric formulation.

The following updates are being proposed to the apixaban SmPC:
. Section 5.1 to reflect clinical outcomes from PIPO1 Studies CV185155 and CV185362

. Section 4.2 to reflect the content of this variation application

5. Description and objectives of the studies

All studies included in this Type II variation were conducted in accordance with the principles of Good
Clinical Practice as defined by the International Council on Harmonisation and were conducted to meet
the ethical requirement of European Directive 2001/20/EC. For each study, the protocol, amendments,
administrative letters, and subject informed consent form received Institutional Review
Board/Independent Ethics Committee approval prior to implementation. Compliance audits were
performed as part of implementing quality assurance, and audit certificates are provided as applicable in
the individual study reports. The quality of data collected and analysed was monitored according to
Bristol-Myers Squibb (BMS) standard operating procedures.

The clinical outcome of studies CV185155 and CV185362 is proposed to be added to section 5.1 of the
SmPC (Table 2).

Table 2. Apixaban Paediatric Studies Conducted under PIPO1 Providing Efficacy Data
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Protocol Study Design Primary Study Population Dose/Schedule

No. Objective(s) (Planned/Analyzed)

CWV183133 A Phaze 3, randomized, (1) To compare the Subjects (1 to Apixaban arm:
open-label, multi-center  effect of apixaban vs <18 years) with newly fixed-doze by
study of the safety and S0C on the diagnosed ALL/LL weight-tier regimen
efficacy of apixaban for  composite endpoint with a CVAD who PO or via a NGT or
thromboembolizm of VTE and VTE- were undergoing GT BID for 20=3
prevention vs no related-death and (2]  induction days;
systemic anticoagulant To assess the effect chemotherapy S0C arm: No
prophylaxis; randomized  of apixaban vs S0C including asparaginase  systemic
1:1; stratified by age on major bleeding (3005123 anticoagulant
group events

CWV1283362 A Phaze 2, prospective, (1) To azzess the Subjects (28 days to Apixaban arm:
randomized, open-label,  safety of zpixaban, < 18 years) and fixed-dose by

multi-center study of the
safety vz VEATLMWH
and PE of apixaban;
randomized 2:1;
stratified by age group
and clinical diagnosis

compared to
VEALMWH and
(2) to evaluate
apixaban PK

weighing = 3 kg, with
congenital or acquired
heart dizease requiring
chronic anticoagulation
for thromboprophylaxis
(~200/192)

weight-tier regimen
PO orviaa NGT or
GT BID for up to
12 months;
VEATLMWH arm:
per local 30C

Abbreviations: ALL = acute lymphoblastic leukemsia; BID = twice daily; CVAD = central venous access device; GT
= gastric tube; LL = Iymphoblastic lymphoma; LMWH = low molecular weight heparin; NGT = nasogastric tube;
PK = pharmacokinetics; PO = by mouth; SOC = standard of care; VKA = vitamin K antagonist; VIE = venoys

thromboembolizm

6. Clinical Pharmacology aspects

6.1. Background

The pharmacokinetics (PK) and pharmacodynamics (PD) of apixaban have been characterized in healthy
adults and adult patients. Apixaban oral bioavailability is approximately 50% and exposure increases are
dose-proportional throughout the therapeutic dose range (2.5 mg to 10 mg). Apixaban has a total
clearance of approximately 3.3 L/h and an apparent half-life of approximately 12 hours following oral
administration.™ Apixaban PK in adult subjects was characterized by a 2-compartment population PK
(PPK) model with first-order absorption and elimination. Covariates predictive of apparent

clearance (CL/F) included age, sex, Asian race, renal function, and concomitant strong/moderate
cytochrome P450 (CYP)3A4 and P-glycoprotein (P-gp) inhibitors. The magnitude of individual covariate
effects was generally < 25% compared to a reference NVAF subject (non-Asian, male, aged 65 years,
weighing 70 kg without concomitant CYP3A4 and P-gp inhibitors), except in severe renal impairment,
which resulted in 55% higher exposure compared to the reference subject. i

The PK/PD model of anti-FXa activity (AXA) has been developed using data from healthy adults and adult
subjects treated for VTE.V The relationship between apixaban concentration and AXA in adult subjects

was described using a linear model with a fixed intercept of zero. The slope of the linear relationship was
estimated to be 0.0159 IU/ng with negligible between-subject variability.

In summary, the adult PK and PD data described above was used as a starting point to guide the
development of the paediatric program. Information from apixaban clinical pharmacology studies
conducted by BMS and Pfizer, characterizing the human PK, PPK, and PK/PD relationship of paediatric
patients treated with apixaban, is outlined below.
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6.2. PPK model and data from Study CvV185118

Apixaban 2.5 mg BID was shown to be safe and effective in adults for the prevention of VTE following
elective knee and hip surgery (ADVANCE-2 and -3 studies), and the prevention of recurrent DVT and PE
in a Phase 3 study (AMPLIFY-EXT study). In addition, apixaban, 5 mg BID was shown to be safe and
effective for the prevention of stroke and systemic embolism in patients with NVAF and one or more risk
factors (ARISTOTLE). PPK modeling was used to establish the steady-state median area under the
concentration-time curve in one dosing interval (AUC[TAU]) in each of these adult populations; these
values were then used to guide target AUCs in the apixaban paediatric studies.

The median AUC(TAU), 800 ngehr/mL, in adult patients treated with apixaban 2.5 mg for the prevention
of VTE in the ADVANCE-2 and -3 trials served as the target exposure for the CV185118 study. An
iterative model-based approach was used to identify the initial paediatric doses for this study and served
to guide dose adjustments over the course of the study to help ensure the predicted median AUC from
time zero extrapolated to infinity (AUC[INF]) was similar to the 800 ngehr/mL target. Apixaban was
administered using a body surface area-based dosing approach for all groups except for neonates in this
study, who were administered a flat 0.1 mg dose of apixaban.

Dose selection for Study CV185155 was based on the PK simulations performed using the paediatric PPK
model and data from Study CV185118 (1 to < 18 years) with predefined criteria to achieve median
steady state AUC(TAU) in paediatric patients following BID administration of apixaban. The target
exposure for the Study CV185155, 620 ngehr/mL, was based on the median AUC(TAU) in adult patients
treated with apixaban 2.5 mg for the prevention of recurrent VTE in adult patients in the AMPLIFY-EXT.
Using the apixaban paediatric PPK model the program shifted to a tiered body weight-based dosing
strategy at the beginning of the study and subsequently instituted a fixed-dose, body weight-tiered
dosing approach during the study.

Similarly, dose selection for the CV186362 study was based on the PK simulations performed using the
paediatric PPK model and data from Study CV185118. The target AUC(TAU) for the CV185362 study, 1,200
ng ¢ h/mL, was based on the model-estimated median daily steady state apixaban AUC(TAU) from subjects
treated with apixaban 5 mg BID for VTE treatment (AMPLIFY, AMPLIFY-EXT) or prevention of VTE associated
with NVAF (ARISTOTLE trial). Using the paediatric PK model, a fixed-dose by weight tier dosing approach
was used in the CV185362 study.

This model-based approach, in conjunction with the staggered cohort design of the CV185118 study and
subsequent phased enrollment into the CV185155 and CV185362 studies, allowed for adaptations to the
apixaban formulation and dose selection that significantly contributed to the successful completion of this
paediatric plan.

6.2.1. Apixaban formulations used in paediatric clinical studies

Apixaban is approved for use in adults as a 2.5 mg and a 5 mg film-coated tablet that can be
administered orally with or without food. For adult patients who are unable to swallow whole tablets,
apixaban tablets can be crushed and suspended in water, 5% glucose in water, or apple juice or mixed
with apple puree and immediately administered orally. Alternatively, apixaban may be crushed and
suspended in 60 mL of water or 5% glucose water and delivered through a nasogastric tube.

Apixaban has been studied in the paediatric development program using 4 age-appropriate formulations
including: a 0.4 mg/mL oral solution, a 0.1 mg sprinkle capsule, a 0.5 mg mini-tablet and the film coated
2.5 mg tablet approved for use in adults.

Comparable exposure between the apixaban oral solution and the approved film coated tablet was
established in Study CV185029 and addressed during a previous PIP submission.
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In April 2017, use of the apixaban oral solution in children < 5 years of age in studies was discontinued
because the amount of propylene glycol, a key solubilizing excipient in the formulation, was found to
exceed the recommended maximum daily intake, as cited in a European Medicines Agency (EMA) draft
report that was to be incorporated in an EMA guideline shortly thereafter. To resume enrollment of
paediatric subjects < 5 years of age, a hew 0.5 mg mini-tablet was developed for use in subjects >= 3
months of age. This tablet is relatively small, being ~3 mm in diameter, and the composition (drug to
excipient ratio) and manufacturing process (up to compression) is identical to that for the approved adult
2.5 mg and 5 mg tablets. Therefore, the new 0.5 mg mini-tablets have the pharmaceutical characteristics
of the tablets already approved for the adult population, but proportionally scaled to a lower strength for
paediatric use. The 0.5 mg mini-tablet was used in both the CV185155 and CV185362 studies.

The 0.1 mg sprinkle capsule was developed as more suitable formulation for administration of apixaban to
neonates. Comparable bioavailability between the 0.1 mg apixaban sprinkle capsule and the 0.5 mg mini-
tablet was established in Study CV185687. The sprinkle capsules were available for use in the CV185362
study, but no subjects received them. In Study CV185118 one neonate subject received the sprinkle
capsules.

Development of the 0.5 mg mini-tablet and 0.1 mg sprinkle capsule together with application of the
apixaban paediatric model allowed for an informed transition from a body surface area-based dosing
approached used in Study CV185118 to the fixed-dose by weight-tier dose regimens that were ultimately
employed in Study CV185362 using appropriate formulations appropriate for neonate through adolescent
subjects.

6.2.2. Dose selection rationale

The dose selection rationale for apixaban in these studies was based on the results of the Cv185118
study, which had the primary objective of assessing the PK of a single oral dose of apixaban in paediatric
subjects (using an iterative PPK modeling approach consistent with steady state observations after an
adult regimen of 2.5 mg twice daily).

In April 2017, use of the apixaban oral solution in children < 5 years of age in studies was discontinued
because the amount of propylene glycol, a key solubilizing excipient in the formulation, was found to
exceed the recommended maximum daily intake, as cited in a European Medicines Agency (EMA) draft
report that was to be incorporated in an EMA guideline shortly thereafter. A new 0.5 mg mini-tablet was
developed for use in subjects >= 3 months of age. This tablet is relatively small, being ~3 mm in
diameter, and the composition and manufacturing process is identical to that for the approved adult 2.5
mg and 5 mg tablets. Therefore, the new 0.5 mg mini-tablets have the pharmaceutical characteristics of
the tablets already approved for the adult population, but proportionally scaled to a lower strength for
paediatric use.

With the introduction of 0.5 mg mini-tablets, the dosing regimen for apixaban changed from being weight
based (mg/kg) to a fixed-dose by weight-tier regimen that was supported by modeling and simulation
results. The fixed-dose by weight-tier regimen consisted of weight ranges that corresponded to an
apixaban dose, regardless of apixaban formulation (ie, oral solution or tablets). With the introduction of
the 0.1 mg capsule formulation, a body weight-tiered dosing regimen was expanded to subjects =3 kg
and as young as 28 days of age.

In CV185155, the 9 to < 12 kg weight tier corresponded to a 0.75 mg dose. However, there was no
practical formulation to achieve a 0.75 mg dose, so enrollment into this weight-tier remained closed. In
Revised Protocol 05 (CV185155 Appendix 1.1) this weight tier was redistributed into the 2 adjacent
weight tiers and dosed as follows: 6 to < 10.5 kg subjects received 0.5 mg and 10.5 to < 18 kg subjects
received 1 mg. The redistributed regimen provided similar exposures to that of the 0.75 mg dose
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originally listed in the protocol.

6.2.3. Study Cv185118

CV185118 was an open-label, multi-site, single-dose phase 1 study of apixaban with the purpose of
evaluating the Pharmacokinetics, Pharmacodynamics, safety, and tolerability following single oral doses of
apixaban in paediatric subjects at risk for venous or arterial thrombotic disorder.

Study Participants

Male and female paediatric subjects, with or without a central venous catheter or arterial line and at risk
for a venous or arterial thrombotic disorder, from birth to <18 years of age were eligible for participation
(post-neonate waiver: 28 days to <18 years of age). Overall, 8 subjects were planned to be recruited in
each of 5 age groups.

Exclusion criteria included a history or evidence of abnormal bleeding, active bleeding or a high risk of
bleeding (e.g known gastrointestinal ulcer), central nervous system lesions or other risk factors for
intracranial bleed, presently receiving an anticoagulant, except warfarin or antiplatelet therapy which
required a 5 days washout. In subjects with Kawasaki’s disease low dose aspirin was acceptable. Other
exclusion criteria were treatment with a potent inhibitor or inducer of CYP3A4 of P-gp, liver dysfunction
(ALT>3ULN or AST>3ULN or direct bilirubin >2ULN), renal function < 50% of normal for age and size
(Schwartz formula) or platelet count < 50.000/mm3.

General study design

The study was performed in paediatric subjects at risk for venous or arterial thrombotic disorder in the
following age groups:

. Group 1: Neonates up to 28 days of age (> 34 weeks gestational age or > 37 weeks post
conceptual age)

. Group 2B: Infants 28 days to < 9 months

. Group 2A: Young children 9 months to < 2 years

. Group 3: Young children 2 years to < 6 years

. Group 4: Children 6 years to <12 years

. Group 5: Adolescents 12 years to <18 years

Figure 1. Study Design - Study CV185118
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Group 5
Age 12- <18 yrs; n=8a ]
2
Dose: 2.19 mg/m z " Group 1
Group 2A ro‘_‘lp h Age:
Group 4 Age: 9mth— <2yrs; Age:Imt A Neonate-up
b | L ned® <2yrs; n=4 to 27d; n=8¢
Age 6- <12 yrs; ;1=8 _ 3 Dose: Dose: 0.1 mg
Dose: 1.8 mg/m 9 Dose: 1.08 mg/m 9 543 mE/mz
Group 3
Age 2- <b yrs; n=8" — |A3
2 A1 A2
Dose: 1.17 mg/m Group 2B
Age: 28d- <9mth;
n:rilf
Dose: 1.08 maz.v"m2
Interim Analysis (1A) 1: Interim Analysis 2: Interim Analysis 3:  Final Analysis :
Completed based on 16 Completed based on4 Completed based on Completed based on
subjects from Grps 3,4,5; subjects from Grp 2A  all subjects from all subjects from all
>2 per Grp. and subjects from All  Grp 2 (A&B)-5. groups.
Purpose: Confirm Grp 2 Group 3-5. Purpose: Confirm Purpose: Final
dose or adjust as needed.  Purpose: Confirm Grp  Grp 1 dose or adjust ~ Analysis.
2B dose or adjustas  as needed.
needed.

° n=8 planned; n=10 treated
: n=8 planned; n=10 treated,
“n=8 planned; n= 8 treated
’ n=4 planned; n=5 treated
“n=4 planned; n=4 treated

£
n=4 planned; n=11 treated
2n=8 planned; n=1 treated, before study termination

Study treatment

The CV185118 study utilised the apixaban oral solution (OS) formulation (0.4 mg/mL) for subjects from
28 days to <18 years of age. The dosing syringes were qualified in dosing accuracy studies to ensure
accurate delivery of doses as low as 0.04 mg (0.1 mL).

Each group received a single oral dose of apixaban (oral solution or sprinkle capsule for neonate) that
was expected to result in a median AUC(INF) equivalent to the median steady-state AUC(TAU) achieved
in adult VTE prevention after hip or knee replacement surgery treated with apixaban 2.5 mg BID

(~800 ng*hr/mL). The 2.5 mg BID dose was the selected dosing regimen to target for this study as it
provides exposures at the lower end of the range investigated in adult Phase 3 clinical trials, and would
allow for both accurate characterization of apixaban PK in the paediatric population while preserving a
wide safety margin to account for ontogeny-related differences in drug disposition as well as hemostasis.

Table 3. Apixaban dose in each age group
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Pediatric Subject Groups Dose

Group 1

a 0.1 mg fixed dose
Neonates up to 27 days

Group 2B

- ) 1.08 mg/m’
Infants 28 days to <9 months <

Group 2A ' ' m?

Young Children 9 months to <2 years 1.08 mg/m
. AD

Group 2A 2.43 mg/ m?

Young Children 9 months to <2 years

Group 3 . _
Young Children 2 years to <6 years 117 mg/ m
Group 4 I
Children 6 years to <12 years .80 mg/m

Group 5

2.19 mg/ m’
Adolescents 12 years to <18 years g

. ; ; .. 2
Source: Appendix 1.1 of CV185118 Clinical Study Report
a Neonates up to 28 days of age (> 34 weeks gestational age or = 37 weeks post conceptual age)

b (n=4 additional subjects)

Outcomes/Endpoints

Efficacy endpoints

There were no planned efficacy endpoints.
Safety endpoints

Safety endpoints included incidence of AEs, serious AEs, AEs leading to discontinuation, and death as well
as results of clinical laboratory tests (including eGFR and marked laboratory abnormalities), vital sign
measurements, and physical examinations. BMS standard Marked Laboratory Abnormality criteria and
protocol specified criteria were be used.

Pharmacokinetic endpoints

Pharmacokinetic parameters of apixaban were derived from a population PK model developed using
plasma concentration versus time data, with the following primary PK parameters:

Parameter Definition

CL/F Apparent plasma clearance

Ve/F Apparent volume of distribution of the central compartment
Ka Rate of absorption

These model-derived population and individual PK parameters were used to estimate Cmax, AUC(INF)
and Tmax in each subject.
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Apixaban in human plasma was assayed using 2 validated and cross-validated LC-MS/MS methods
(Intertek for samples analysed through March 2015 and PPD for samples analysed after November 2016)
during the period of known analyte stability.

Biomarker endpoints

The pharmacodynamics (PD) of apixaban were characterised using a population PK-PD (PopPKPD) model
developed using both the plasma concentration and the measured anti-Xa activity vs. time data. The PD
endpoint was:

- SLP Linear slope of the relationship between plasma concentration and anti-Xa activity

The individual estimated PK and PD parameters were used to derive the individual subjects’ maximum
anti-Xa activity (AXAmax); this variable was summarised by age group.

Exploratory endpoints
- Palatability

Palatability assessments using a hedonic scale were conducted in conjunction with the morning dose of
apixaban on Day 1. The scale used for the palatability assessments is 1="Super Bad’, 2='Bad’, 3='Maybe
Good or Maybe Bad”, 4="Good’ and 5="Super Good’. The assessment was to be completed by a caregiver
for subjects in Group 1-3. Subjects in Groups 4 and 5 were to complete the assessment independently.
Subjects that received apixaban via NG tube and subjects in groups 4 and 5 that could not complete the
assessment independently were exempted from palatability assessment.

Statistical methodology
Sample size

The number of subjects was not based on statistical power considerations. A sample size of approximately
44 total subjects (at the end of the study), with 8 subjects in each age group (except for n=12 in Group
2), was expected to result in estimation of the population mean AUC(INF) for each age group with a 95%
probability of being within 60 - 140% of the true mean.

Safety analyses

The evaluation of safety was based on clinical AEs, vital signs, and clinical laboratory results reported
during the study. All recorded adverse events were listed and tabulated by system organ class and
preferred term, age group and overall. If any, AEs associated with palatability would be listed by age
group.

Physical examination abnormal findings were listed. Vital signs and clinical laboratory test results and
corresponding change from baseline values were listed and summarised by age group. Marked
abnormalities for clinical laboratory test results were also listed and summarised, using the standard BMS
criteria as well as protocol specified criteria. In the summaries of marked laboratory abnormalities, both
scheduled and unscheduled visits were included.
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6.3. Results

6.3.1. Pharmacokinetic evaluation

Bioavailability of age-appropriate apixaban formulations used in paediatric studies was assessed in
Studies CV185029 and CV185687 in healthy adults. Study CV185029 was submitted and discussed in a
prior filing. Comparable bioavailability between the 0.1 mg apixaban sprinkle capsule and the 0.5 mg
mini-tablet was established in Study CV185687. Study CV185687 is included in this submission. Study
CV185029 assessed the bioavailability of apixaban oral solution formulation relative to apixaban tablets.
Study CV185687 assessed the bioavailability of apixaban sprinkle capsules relative to apixaban tablets.
The relative bioavailability of the apixaban oral solution (Frel = 105%) and sprinkle capsules (Frel =
110%) were both highly similar to the bioavailability of the tablet formulation, therefore no new
bioavailability studies were required.

In Study CV185118 paediatric subjects received the apixaban oral solution or sprinkle capsule
formulation. In PIPO1 Studies CV185155 and CV185362 paediatric subjects received the apixaban oral
solution or apixaban tablets. Apixaban sprinkle capsules were available for use in Study CV185362, but
no subjects received the capsule formulation.

Apixaban oral bioavailability is approximately 50% and exposure increases are dose proportional
throughout the therapeutic dose range (2.5 mg to 10 mg). Apixaban has a total clearance of
approximately 3.3 L/h and an apparent half-life of approximately 12 hours following oral administration.
Apixaban PK in adult subjects was characterized by a 2-compartment PPK model with first-order
absorption and elimination. Covariates predictive of apparent clearance (CL/F) included age, sex, Asian
race, renal function, and concomitant strong/moderate cytochrome P450 3A4 (CYP3A4) and P-
glycoprotein (P-gp) inhibitors. The magnitude of individual covariate effects was generally < 25%
compared to a reference NVAF subject (non-Asian, male, aged 65 years, weighing 70 kg without
concomitant CYP3A4 and P-gp inhibitors), except in severe renal impairment, which resulted in 55%
higher exposure compared to the reference subject.

Dose selection for Study CV185155 was based on the PK simulations performed using the paediatric PPK
model and data from Study CV185118 (1 to < 18 years) with predefined criteria to achieve median
steady state AUC(TAU) in paediatric patients following BID administration of apixaban. The target
exposure for the Study CV185155, 620 ngehr/mL, was based on the median AUC(TAU) in adult patients
treated with apixaban 2.5 mg for the prevention of recurrent VTE in adult patients in the AMPLIFY-EXT.
Using the apixaban paediatric PPK model the program shifted to a tiered body weight-based dosing
strategy at the beginning of the study and subsequently instituted a fixed-dose, body weight-tiered
dosing approach during the study. Similarly, dose selection for the CV186362 study was based on the PK
simulations performed using the paediatric PPK model and data from Study CV185118. The target
AUC(TAU) for the CV185362 study, 1,200 ng e h/mL, was based on the model-estimated median daily
steady state apixaban AUC(TAU) from subjects treated with apixaban 5 mg BID for VTE treatment
(AMPLIFY, AMPLIFY-EXT) or prevention of VTE associated with NVAF (ARISTOTLE trial). Using the
paediatric PK model, a fixed-dose by weight tier dosing approach was used in the CV185362 study.

Similar to Study CV185118, the paediatric PPK model developed based on data from Study CV185155
was a 2-compartment model with first-order absorption and dose-dependent F1.17 The effect of the
maturation of CYP enzymes on apixaban CL/F was included using an MF derived from the literature.14,15
Body weight was a significant predictor of apixaban CL/F and Vc/F. Apixaban CL/F and Vc/F increased
with increasing body weight, whereas apixaban Q/F increased with increasing age. The effect of sprinkle
capsule formulation (0.1 mg capsule) remained fixed to have 10% higher F1 compared to the
conventional oral tablet formulation in order to characterize PK in subjects from previous studies who
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received the capsule formulation. In addition, the apixaban Ka was approximately 253% higher in
paediatric subjects aged 9 months to < 18 years compared to adults, overall. In paediatric subjects with
ALL or LL at risk of VTE treated with asparaginase (Study CV185155), the Ka of apixaban was 81.1%
lower as compared to paediatric subjects aged 9 months to < 18 years at risk of VTE (Studies CV185079
and CV185118). Apixaban Vc/F was approximately 43.1% lower in paediatric subjects with ALL or LL at
risk of VTE treated with asparaginase as compared to adults of similar body weight or paediatric subjects
at risk of VTE of similar body weight.

The previously developed PPK model for the paediatric population in Study CV185155 was used as a
starting point for the development of the PPK model for Study CV185362. A full model approach was
developed by incorporating the subject type effects on CL/F, Vc/F, and Ka in the final base model. Subject
type was defined as:

- paediatric subjects at risk for VTE or ATE from Studies CV185079 and Cv185118
- paediatric subjects with ALL or LL at risk of VTE treated with asparaginase (Study CV185155)
- paediatric subjects with congenital or acquired heart disease (Study CV185362)

The healthy adult subjects served as the reference population. Because of the confounding effect of
subject type with the preexisting age effect of subjects 9 months to < 18 years on the Ka parameter, the
subject type for subjects at risk of venous or arterial thromboembolism was not evaluated on the Ka
parameter. The final model was developed from the full model by backward elimination based on
Bayesian information criterion (BIC) reduction of the covariate effects of subject type on CL/F, Ka, and
\Vc/F.

The PPK analysis of the pooled dataset combined all paediatric Phase 1 data from study CV185079 and
CV185118 and adult Phase 1 data. The data from young adults (aged < 50 years) included 7 Phase 1
studies (CV185002, CvV185013, CV185022, CV185046, CV185058, CV185059, and CV185074) in healthy
male and female adult subjects, and 1 Phase 1 study (CV185018) in healthy and renally impaired male
and female adult subjects. Leveraging the adult data in the modeling approach achieved 2 key objectives.
The first was to allow precision in estimation of exposures despite sparse sampling, and the second, to
anchor the adult clearance values so the paediatric clearances could be estimated in the context of adult
values, and covariate evaluation could allow for predictors of differences across the paediatric continuum.
The final apixaban PPK model included a comprehensive and iterative covariate evaluation to quantify the
intrinsic/extrinsic factors that influence the exposure of apixaban across the paediatric age range from
young infants to young adults. The final PPK analysis dataset used for model development included 5,220
apixaban concentrations from 254 subjects. Of the 5,220 concentrations, 236 concentrations were from
48 subjects in Study CV185118.

Table 4. Summary Statistics of Covariates for Paediatric Subjects by Study in the Final Population
Pharmacokinetic Model
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CV135070 CV1a5118 CV1a5158 CV1s5362 Overall

Variable =8 {n=48) (m=124) m=124) (n = 404)
Mean (3D) 15.0 (3.E7) 544 (5.30) 7.86 (3.41) £.48 (4.62) 788 (4.74)
Age (vears) Median 15 404 547 75 5.73
Min, Max 6,17 0.044, 16.0 104,18 0378, 18 D.044.18
7.0 (21 2140195 21, 293 [18. 215
Basaline Body Welght vty e
(k) Min, Max 266,009 3,800 115,121 61,133 3,133
Mean (3D) 168 {20.3) 157 (T0.6) 191 (61.9) 150 (38.5) 176 (58.4)
Estimaed GFR. Median 150 152 124 154 167
(mLmin/1 73 m) Min, Max 136,220 44,416 645,520 70.5, 332 44, 520
Missing 0 0 4 1 5
< 98 days 0 (o) 1(2.08) o) 0 ) 1(0.248)
28 days to < O months 0 (0} 11229 0 {0y 2 (L6L) 13 G139
. 0 months to < 2 years 0 (0) o(12.8) 1 (D.446) 6 (4.84) 16 (3.06)
Age Groups, 1 (%) 2 years to 6 years 0 (D) 8167 105 (46.9) 37 (20.8) 150 37.1)
6 years to < 12 years 2(25) o(15.8) 72 (32.1) 420387) 131 32.4)
12 years to < 18 years 6(73) 10 (20.8) 46 (20.5) 31 (25) 03 (23)
Pasdiatrics at risk of VTE or ATE £ (100) 48 (100) o) 0 ) 56 (13.0)
Subject Type, n (%) Pasdistrics with cancer 0 {0y 0 (D) 224 (100) 0 (@ 214 (35.4)
Daedistrics with heart dissase 0 (o) 0 (D) o) 124 (100) 124 30.7)
White 3(37.5) 41 (25.4) 168 (75) 105 (84.7) 317(78.5)
Black 3(37.5) 5(10.4) 11 (4.91) 7(5.65) 26 (6.44)
ATAN 0 (o) 0 (D) 00 1 (D.806) 1(0.248)
Face, n (%) Asian 0 (0) 0 {0y 24 (10.7) 6 (4.84) 30 (7.43)
Marive Hawaiian or Other Pacific 0 (o) 0 (D) 1(0.446) 0 ) 1(0.248)
Izlander
Orthar 225 2417 20 (8.93) 5 (4.03) 29 (7.18)
Sex.n06) Male 6(75) 21 (43.8) 126 (56.7) 50 (42 4) 213 (527
: Femals 1025 27 (56.2) 08 (43.9) 64 (5L.6) 191 (47.3)

Table 5. Summary Statistics of Covariates for Paediatric Subjects by Study in the Final Population
Pharmacokinetic Model
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= 9mbkg 00) s(12T o S(459 12(297)
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Figure 2. Scatterplot of Estimated Individual Apparent Clearance Versus Age, Colored by Weight Tiers for
Adult and Paediatric Subjects in Analysis Dataset Using the Final Population Pharmacokinetic Model,
Semi-log Scale
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Figure 3. Scatterplot of Estimated Individual Apparent Clearance Normalized to Body Weight Effect Versus
Age, Colored by Age Group for Adult and Paediatric Subjects in Analysis Dataset Using the Final

Population Pharmacokinetic Model, Semi-log Scale
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Figure 4. Scatterplot of Estimated Individual Apparent Clearance Normalized to Body Weight Effect Versus
Age, Colored by Age Group for Adult and Paediatric Subjects in Study CV185155 Using the Final
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Stochastic simulations were performed using virtual paediatric subjects with ALL or LL to confirm a fixed-
dose by weight-tier dose regimen approach in patients aged 1 to < 18 years. Although Study CV185155
was designed to include a 9 to < 12 kg weight tier that would receive a 0.75 mg dose, this regimen was
not initially feasible with the available formulations. The 9 to < 12 kg weight tier was redistributed into 2
adjacent weight tiers and dosed as 6 to < 10.5 kg and 10.5 to < 18 kg to provide similar exposures to
the 0.75 mg dose originally listed in the protocol. The apixaban dose regimens were 0.5 mg and 1 mg
BID respectively for the 6 to < 10.5 kg and 10.5 to < 18 kg weight tiers. Stochastic simulation was
performed using the final model and weight-tiered dosing regimen (2.5, 2, 1.5, 1, and 0.5 mg BID
regimens for > 35 kg, 25 to < 35 kg, 18 to < 25 kg, 10.5 to < 18 kg, and 6 to < 10.5 kg weight tiers,
respectively) to generate steady state AUC(TAU). The simulated steady-state AUC(TAU) values from the
virtual paediatric subjects by weight tiers were compared with exposures observed in the adult VTEp
population from the AMPLIFY-EXT study receiving 2.5 mg BID apixaban. In addition, predicted steady-
state AUC(TAU) exposures for paediatric subjects with ALL or LL in Study CV185155 were overlaid on the
boxplots to show that apixaban exposures are consistent with expectations. The median simulated
exposures by weight tiers were similar to the median observed exposures in the adult population, with
relatively higher variability in paediatric subjects compared to adults. These results confirm that the
fixed-dose weight-tiered approach used to provide target exposures for paediatric subjects in Study
CV185155 achieved the anticipated outcome.

Table 6.Summary of Covariates for Virtual Paediatric Population Aged 1 to < 18 Years Used for Stochastic
Simulations
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Orverall

Gto-105kz 105to-18kg 18fo-15kg 15te=35kg =35kg  Overal

Variable m=1000)  (m=1000) (e=1000) (o=1000) (n=1000) (m=5000)
Aze(monts)  Mamn(SD) | 146(28)  3I(145)  T44(121)  III(31) 13(361) S0E(00)
SE 0.0722 0.458 0383 0414 0826 0836
Median 14 258 78 111 174 78
Min, Max 12,233 12,785 45,115 7,155 L5 12,205
N 1000 1000 1000 1000 1000 5000
Ape(vears)  Mam(SD) 12@191) 258Q31)  63(Q.00)  927(L09) 144(18) 673 (493
SE 0.00602 0.0382 0.0319 0.0345 0.0689 0.0607
Median 117 215 607 0.5 145 6.07
Min Max 0997194 0997654 375,87 664120 029179 0997.179
N 1000 1000 1000 1000 1000 5000
BodyWeight Men(SD) 001(D441) 134213 21095 207028  SI@M)  25(153)
(kz) SE 0.0130 0.0675 0.062 0.0016 0286 0217
Median 10 123 0.7 05 51 0.7
Min Mxx 788,104 105,179 18, 249 15,349 35758 788,758
N 1000 1000 1000 1000 1000 5000
ApeGrop N lyw=2y  1000(100)  467(%6.7) 0@ 0 0Q0) 14670293
%) Ivteby 0 (0 $31(53)  ATTTT) 0 0@ 1009003
fyw=1ly 0 (0) 1(0.0) 5B(523) W19 172(172) 1687337
Pyw=18y 000 0 () 0(0) 9(09)  BE(EE EIT(6T)
Gender, N Male P[RSS SB(E3) (B SB(03)  4TIELT) 151 (463)
%) Female TMI(74)  MTEAT) MB(E6E WIS  S1B3(RV3) W ()

Abbreviations: Max = maximmm; Min = minimm; N = momber of records; n = mumber of individuals; 5D = standard
deviation; SE = standard error of the mean; ¥ = vesars.

Spurce: Table 5.1.3.2-1 of the CWV185155 Pharmacomeiric Analysis R.epon]'

Figure 5. Comparison of Median Steady-State AUC(TAU) Exposure Between Paediatric Subjects Aged 1 to
< 18 Years by Weight Tiers and Adult VTEp Population From AMPLIFY-EXT Study
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Boxes represent the 25th and 75th percentiles and lines the median,
Whiskers extend to the 5th and 95th percentiles,

6.3.2. Pharmacokinetic/Pharmacodynamic evaluations

6.3.2.1. Study CvV185118

The PK/PD model of anti FXa activity (AXA) has been developed using data from healthy adult subjects
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and adult subjects treated for VTE. The relationship between apixaban concentration and AXA in adult
subjects was described using a linear model with a fixed intercept of zero. The slope of the linear
relationship was estimated to be 0.0159 IU/ng with negligible between-subject variability.

The PK/PD model of AXA in paediatric subjects was developed using data from Phase 1 Studies CV185079
and CV185118. Similar to adult subjects, the PK/PD relationship between apixaban concentration and
AXA in paediatric subjects was linear. The slope estimate for the linear relationship in paediatric subjects
based on the 2 Phase 1 studies was 0.0155 IU/ng with no apparent age-dependent differences in slope.
Based on the general similarity of the slopes, the relationship does not seem to differ across age groups,
and thus, the overall slope value was used in the calculation of maximum AXA (AXAmax) (Figure 6).
Individual simulated AXAmax values for paediatric subjects in Study CV185118 by age group are
summarized in Table 7. Note that AXAmax is highly dependent on PK sampling time (which differs by age
group). A comparison of the slope would be a more accurate representation of the utility of the assay in
the paediatric population.

Figure 6. Observed Plasma AXA Level vs Apixaban Concentration Stratified by Age Group in paediatric
Subjects (CV185118)

Anti-factor Xa (IU/mL)

T T
0 50 100 150 200

Apixaban conc (ng/mL)
Age Group + <28 days & 28 days lo <9m x 9m to <2y (1.08 mg/m*"2)
o 9m to <2y (2.43 mg/m"2) 2y to <Gy By to <12y
& 12y to <18y

The line reépresents a regression line,
KN Viersicn kiwi 4 202010 - Fie 10c 1827282 - Scaferplol Prodle: 2138
Note: The regression line was prepared using linear equation: Y = 0.0155 - X + 0.0710
Cong: concentration: m: months; y: years
Source: Figure 10.1-1 of the CV185118 Final CSR1®
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Table 7. Summary of Estimated Maximum AXA for Paediatric Subjects in Study CV185118 by Age Group

Stafistiss AXAmax (TU/mL)
Group 1 (< 28 Days) 0.44 mg/m? (0.1 mg) Geometric Mean 0.0837
%W NA
N 1
Group 2B (28 Days to < 9 Months) Geometric Mean 0456
1.08 mg/m? %OV 226
N 11
Group 2ZA (9 Months to < 2 Years) Geometric Mean 0.309
243 mg/m? %CV 427
N 3
Group 2A (9 Months to < 2 Years) Geometric Mean 0.204
1.08 mg/m? %CV 216
N &
Group 3 (2 to <6 Years) 1.17 mg.-"rl:l:2 Geometric Mean 0.464
%GV 157
N g
Group 4 (6 to < 12 Years) 1.80 mg/m” Geometric Mean 0.303
%V 243
N 8
Group 5 (12 to < 18 Years) 2.19 mgim? Geometric Mean 0.307
%CV 293
N 10
Overall Geometric Mean 0332
2CV 219
N 48
N: number of records

ETWT Version kiwi framework - File ID: 1818910 - Summoary statistics table Profile: 2030
Source: Table 10.1-2 of the CV185118 Final CSR1?

6.3.2.2. Study CV185155

In study CV185155, PK/PD analysis was performed using time-matched apixaban concentrations and
AXA data. These data were not pooled with AXA data from Studies CV185079 and CV185118 because a
different assay was used for Study CV185155. Generally, AXA showed a linear relationship with apixaban
concentrations across different age and weight groups (Figure 7).

Figure 7 . Goodness-of-Fit Plot for the Final Apixaban Pharmacokinetic/Pharmacodynamic Model, by
Weight Tier
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MNote: Circles represent observed data and the solid line represent model prediction.
Abbreviations: Cone = concentration; FXa = coagulation factor Xa.

Source: Figure 3.2.1-1 of the CWV185153 Pharmacometric Analysis Repu:urt”

6.3.2.3. Study CV185362

The final PK/PD model was a linear mixed effect regression model with intercept fixed to zero, a slope
parameter, and IIV in the slope parameter described the relationship between apixaban concentration and
AXA in paediatric subjects from Studies CV185155 and CV185362 well. The parameter estimates and
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standard errors for the final PK/PD model are summarized in Table 8 and the goodness-of-fit plot showing
the model fitting to the observed PK/PD data is presented in Figure 8.

Table 8. Parameter Estimates and Standard Errors for the Final Pharmacokinetic/Pharmacodynamic Model
for AXA

Fixed Effect
Parameter Value Standard Error Bootstrap Derived 95% CI
Slope 0916 0.00571 0.893 -0916
Random Effects
Parameter Value Residual
Standard Deviation 00328 12.8

Abbreviations: CI = confidence interval.

Source: Table 5.2.1-1 of the CV183362 Pharmacometric Analysis Report>

Figure 8. Goodness-of-Fit Plot for the Final Apixaban harmacokinetic/Pharmacodynamic Model,
by Weight Tier

600

B
=]
[=]

Anti-FXa Activity (ng/mL)
]
= ]
=

0 200 400 600
Apixaban Concentration (ng/mL)

Study CV185155 Cv185362

MNote: Triangles represent observed data and the solid line represents model prediction.
Abbreviations: FXa = factor Xa.

Source: Figure 5.2.1-1 of the CV185362 Pharmacometric Analysis Repuzurt13

In the overall PD population, the pre-dose AXA levels were similar at Week 2 and Month 6, with mean
values of 86.24 and 66.93 ng/mL, respectively. There were increased AXA levels post-dose at Day 1,
Week 2, and Month 3. Two hours post-dose, mean values for AXA at Week 2 and Month 3 were similar at
242.34 and 228.88 ng/mL, respectively (Table 9 and Figure 9). Results for AXA across age groups (Figure
10) were consistent with those in the overall PD population (Figure 9).
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Table 9. Summary Statistics for AXA (ng/mL) in Subjects Treated with Apixaban - PD Population

Cedmetric

Vi=it Time (h) M Mesn [(SE) Median (Min - Max) Mean (BCV)
oy 1 4 HES POSTOOSE 11 147.69 (7.24) 133.00 (17.5 — 415.0) 127.52 (52.82)
WEEE 2 EREELNCSE 113 ge.24 (7.863) g2.00 (17.5 - 573.0) 8l.33 (54.32)
2 HBS POSTDOSE 44 242.34 (1B.97) 207.00 (49.0 — 576.0) 210.34 (51.91)
MIETH 3 2 HBS POSTDOSE &8 228.88 (14.26) 209,00 (17.5 — 714.0) 187.49 (51.39)
MRTH & EREDNCSE 100 66.93 (6.53) 50.00 (17.5 — 409.0) 48.44 (57.80)

PD (pharmacodynamic) population included subjects who received at least one doze of apixaban and had chromogenic
FX assay and/or anti-F X3 samples collected.

AXA <TLOQ (35 ng/ml) post-doze was analyzed as V2 LLOQ (17.5 ng/ml)
Abbreviations: 2%0CV = coefficient of variation expressed as a percent; LLOC) = lower limit of quantification; Max =

maximum; Min = minimum; SE = standard error.

Source: Table 14.7.1 of the CV185362 Final CSR*

Figure 9. Box and Whisker Plot of AXA (ng/mL) in Subjects Treated with Apixaban - PD Population

Day 1 Week 2 Month 3 Month 6
800
-
z
5, 600 .
=
ol
s
£ 4004 .
{ -
2 : :
[=]
T 200- 2 :
) 1 1 =
0 -
Number of
116 13 44 68 100
Subjects . : , . .
4HRS POSTDOSE PREDOSE 2 HRS POSTDOSE 2HRS POSTDOSE PREDOSE

Time Since Dosing (h)

PD (pharmacodynamic) population included subjects who received at least one dose of apixaban and had chromogenic FX assay and/or anti-FXa samples collected.
AXMA <LLOQ (35 ng/mL) post-doze was analyzed as /2 LLOQ (17.53 ng/mL).
Symbols: open circle = mean; solid circle = outlier; horizontal bar = median; vertical bar = range

Abbreviation: LLOQ = lower limit of quantification
Source: Figure 14.7.1 of the CV183362 Final CSR24 |
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Figure 10. Box and Whisker Plot of AXA (ng/mL) in Subjects Treated with Apixaban by Age - PD
Population

Day 1 Week 2 Month 3 Month 6
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-
> 600 .
=
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S E 400 g .
=2}
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= . .
& 200 Q % é i H ¢
AleL L&
o 51
Number of
T 81 28 T 0T 29 0 14 3 50 15 4 69 27
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4 HRS POSTDOSE PREDOSE ZHRS POSTDOSE ZHRS POSTDOSE PREDOSE

Time Since Dosing (h)
O Stratum 1: 28 Days - < 2 Years O Stratum 2: 2 Years - < 12 Years O Stratum 3: 12 Years - < 18 Years

PD (pharmacodynamic) population included subjects who received at least one dose of apixaban and had chromogenic FX aszay and/or anti-FXa samples collected.
AXA <LLOQ (35 ng/mL) post-dose was analyzed as 1/2 LLOQ (17.3 ng/mL).

Symbols: open circle = mean; solid circle = outlier; horizontal bar = median; vertical bar = range

Abbreviation: LLOQ = lower limit of quantification

Sousce: Figure 14.7.2 of the CV185362 Final CSR2*

6.3.2.4. Summary of Biomarkers

In Study CV185362, in the overall PD population, the chromogenic FX assay showed a decrease from
baseline in apparent FX levels after treatment with apixaban at Day 1, Week 2, Month 3, and Month 6,
consistent with the mechanism of action of apixaban as a direct FXa inhibitor. The magnitude of decrease
represented by the percent change from baseline appeared to be greater at 2-4 hours post-dose (near
apixaban peak plasma concentrations) compared with that at pre-dose (near apixaban trough plasma
concentrations) (Table 10 and Figure 11

Visit Time (h) W Mean (SE) Median (Min - Max)
oy 1 EREDCSE 115 58.87 (2.37) 53.00 (5.5 - 124.0)

4 HRS BOSTDOSE 117 18.90 (1.21) 17.00 (5.5 - 96.0)
WEEK 2 EREDCSE 52 35.88 (1.97) 34.50 (5.5 - 77.0)

2 HRS BOSTDOSE 5 21.26 (1.68) 18.00 (5.5 - 70.0)
MCRTTH 3 2 HRS EOSTDOSE &7 18.25 (0.97) 17.00 (5.5 - 52.0)
MCNTH 6 EREDCSE ] 36.57 (1.94) 35.00 (5.5 — B5.0)

PD (pharmacodynamic) population included subjects who received at least one doze of apixaban and had chromoegenic
FX aszay and/or anti-FXa samples collected.

Chromogenic FX <LLOG (11%) pre-dose and post-dose was analyzed as 1/2 LLOQ (5.5%).
Abbreviations: LLOQ = lower limit of guantification; Max = maximum;, Min = minimum; 8E = standard error

Source: Table 14.7.3 of the CV185362 Final CSR24

).

Results for percent change from baseline of chromogenic FX assay across age groups (Figure 12)
are consistent with those in the overall PD population (Figure 11).
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Table 10. Summary Statistics for Chromogenic FX Assay (%) in Subjects Treated with

Apixaban - PD Population

Visit Time (k) N Mean (3E) Median (Min - Max)
Yy 1 EREDCSE 115 38.87 (2.37) 53.00 (5.5 - 124.0)

4 HBS EOSTOOSE 117 18.90 (1.21) 17.00 {5.5 - 96.0)
WEEE 2 ERELCSE 52 35.88 (1.97) 34.50 {5.5 - 77.0)

2 HRS EOSTDOSE 5 21.26 (1.68) 18.00 (5.5 - 70.0)
MITTH 3 2 HRS EOSTDOSE &7 5.25 (0.97) 17.00 {5.5 - 52.0)
MINTH 6 EREDCSE 89 36.57 (1.34) 35.00 (5.5 - 85.0)

PD (pharmacodynamic) population included subjects who received at least one doze of apixaban and had chromogenic
FX aszay and/or anti-FXa samples collected.

Chromogenic FX <LLOG) (11%) pre-dose and post-dose was analyzed as 12 LLOQ (53.5%).

Abbreviations: LLOQ = lower limit of guantification; Max = maximum;, Min = minimum; 8E = standard error

Source: Table 14.7.3 of the CV185362 Final CSR24

Figure 11. Box and Whisker Plot of Chromogenic FX Assay (%) Percent Change from Baseline in Subjects

Treated with Apixaban - PD Population
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PD (pharmacodynamic) population included subjects who received at least one dosze of apixaban and had chromogenic FX aszay and/or anti-FXa samples collected.
Chromogenic FX <LLOGQ) (11%) pre-dose and post-dose was analyzed as 1/2 LLOQ (5.5%).

Symbols: open circle = mean; solid circle = outlier; horizontal bar = median; vertical bar = range

Abbreviation: LLOQ = lower limit of quantification
Source: Figure 14.7.7 of the CV183362 Final CSR2|
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Figure 12. Box and Whisker Plot of Chromogenic FX Assay (%) Percent Change from Baseline in Subjects
Treated with Apixaban by Age - PD Population
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PD (pharmacodynamic) population included subjects who received at least one dose of apixaban and had chromogenic FX assay and/or anti-FXa samples collzcted.
Chromogenic FX <LLOQ (11%) pre-dose and post-dose was analyzed as 12 LLOQ (3.5%).

Symbols: open circle = mean; solid circle = outlier; horizontal bar = median; vertical bar = range

Abbreviation: LLOQ = lower limit of quantification.

Source: Figure 14.7.8 of the CV183362 Final CSR2

A graphical assessment of the relationship between apixaban concentration and FX is shown in Figure 13.
With increasing apixaban concentration, FX decreases as shown by the pattern of the blue smoother line.
This relationship suggests inhibition of FXa with administration of apixaban dose regimens in paediatric
subjects with congenital or acquired heart disease that achieve exposures similar to those observed in
adults treated for VTE.

Figure 13. Scatterplot of the Relationship Between Apixaban Concentration and Chromogenic FX (%)
Overall, Linear Scale
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Abbresiation: FX = factor X
Source: Figure 5.2.4-1 of the CV185362 Pharmacometric Analysis Report>

In Figure 14 the relationship between apixaban concentration and percent change from baseline in FX
level is shown. The y-axis is truncated at a percent change of 100% for visualization purposes (2 data
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points > 200% change). With increasing apixaban concentration, the percent reduction in FX level
increases, suggesting inhibition of FXa.

Figure 14. Scatterplot of the Relationship Between Apixaban Concentration and Percent Change from
Baseline in Chromogenic FX (%), Linear Scale

Percent change from baseline FX level (%)

rFl;I,Jma,uun ConcEnlr ullDd'u:lfrll:g mL)
Abbreviation: FX = factor 30
Source: Fizure 3.2.4-2 of the C'V185362 Pharmacometric Analvsis Revort2-

In Study CV185362, the exploratory biomarker evaluation is based on data from 182 subjects who had
baseline and/or post-baseline biomarker data available (apixaban, n = 123; SOC n = 59). The biomarkers
included D-dimer, factor VIII (FVIII), fibrinogen, protein C, protein S, and thrombin generation assay
(TGA). Plasma samples were collected at 3 timepoints: Baseline (prior to the start of study medication),
as well as 2 weeks and 6 months post start of study medication. Eighty-six (70%) patients randomized to
apixaban were treated with VKA prior to study entry. Due to the extensiveness of the data and the
consistency with the mechanism of action, these are not presented in detail in this report.

VKA is known to decrease the production of vitamin K dependent proteins, including FII (prothrombin),
FVII, FIX, FX, protein C and protein S; when a patient was switched to apixaban from VKA upon
randomization, their subsequent biomarker changes would reflect both the effects of the addition of
apixaban and the discontinuation of VKA. Therefore, analysis of biomarker data was stratified by whether
the patient received VKA prior to randomization to study treatment.

For the purpose of clarity, a summary of the data on the exploratory biomarkers is presented, since
providing a detailed report would not add relevant extra information.

D-dimer levels decreased in both apixaban and SOC groups at Month 6, although the changes from
baseline in the apixaban subgroup with prior VKA treatment did not reach statistical significance.

Proteins C and S decreased from baseline in the SOC subgroups. Protein C and S levels increased in the
apixaban subgroup with prior VKA treatment; however, there was no evident change from baseline (CFB)
in the apixaban subgroup without prior exposure to VKA.

Thrombin generation profiles differed between the apixaban and SOC treatment groups. TGA lag time and
time to peak were significantly prolonged in the apixaban subgroups compared to the SOC subgroups at
Week 2 and Month 6. Peak thrombin and endogenous thrombin potential (ETP) were reduced in the SOC
subgroup with prior VKA. In the apixaban subgroup with prior VKA, paradoxical increases in ETP and peak
thrombin were observed, probably due to the carryover effects from prior VKA treatment that resulted in
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lower baseline values. In patients with no prior VKA treatment, ETP and peak thrombin levels were
significantly reduced from baseline in both SOC and apixaban subgroups.

Fibrinogen and FVIII levels decreased at Month 6 in the apixaban subgroup with no prior VKA treatment.

The relationship between apixaban concentration and biomarker levels was explored. No correlation was
found between apixaban concentration and D-dimer, protein C, protein S, FVIII or fibrinogen levels.
Positive correlation was observed between apixaban concentration and TGA lag time and time to peak,
and negative correlation was observed between apixaban concentration and TGA ETP, peak thrombin and
velocity index.

Overall, these observations were generally consistent with the mechanism of action of apixaban as a
direct reversible factor Xa (FXa) inhibitor.

6.4. Discussion

General

Apixaban, 2.5 mg twice daily (BID), was shown to be safe and effective in adults for the prevention of
venous thromboembolism (VTEp) following elective knee and hip surgery (ADVANCE 2 and 3) and the
prevention of recurrent DVT and PE (AMPLIFY-EXT). In addition, apixaban, 5 mg BID was shown to be safe
and effective for the prevention of stroke and systemic embolism in patients with NVAF and 1 or more risk
factors (ARISTOTLE). PPK modeling was used to establish the steady-state median area under the
concentration-time curve in one dosing interval (AUC[TAU]) in each of these adult populations; these values
were then used to guide target AUCs in the apixaban paediatric studies.

Pharmacokinetic evaluation

For the paediatric population, a fixed-dose, body weight-based dosing was developed. The target exposure
for the Study CV185155, 620 ngehr/mL, was based on the median AUC(TAU) in adult patients treated with
apixaban 2.5 mg for the prevention of recurrent VTE in adult patients in the AMPLIFY-EXT. For the CV185362
study, the target AUC(TAU) of 1,200 ng ¢ h/mL, was based on the model-estimated median daily steady
state apixaban AUC(TAU) from subjects treated with apixaban 5 mg BID for VTE treatment (AMPLIFY,
AMPLIFY-EXT) or prevention of VTE associated with NVAF (ARISTOTLE trial).

Oral administration of apixaban (tablets, mini-tablets, sprinkle capsules, or solution) to paediatric
subjects based on fixed-dose by weight-tier dosing resulted in median steady-state exposures and AXA
comparable to that observed in adults. A 2-compartment model with first-order absorption and dose-
dependent bioavailability adequately described the plasma PK of apixaban in paediatric subjects across
the different populations studied. Body weight was a predictor of apixaban CL/F and Vc/F in paediatric
subjects. Apixaban CL/F and Vc/F increased with increasing body weight. Age was a statistically
significant predictor of apixaban Q/F. Increase in age was associated with an increase in Apixaban Q/F.
Apixaban Ka was higher in paediatric subjects aged 9 months to < 18 years across the different
populations studied compared to adults. Upon inclusion of paediatric subjects with ALL or LL into the PPK
analysis, these subjects were estimated to have a lower Ka of apixaban as compared to adults or
paediatric subjects at risk of VTE. In addition, the inclusion of paediatric subjects with congenital or
acquired heart disease into the PPK analysis indicated a lower apixaban CL/F in this patient population.

Four age-appropriate formulations were used in the paediatric development program, including a 0.4
mg/mL oral solution, a 0.1 mg sprinkle capsule, a 0.5 mg mini-tablet and the film coated 2.5 mg tablet
approved for use in adults. The daily intake of propylene glycol for the oral solution exceeded the threshold
for paediatric patients < 5 years of age, as specified in the EMA guideline, and therefore the use of oral
solution was ended. At the moment, apixaban is commercially available as 2.5- and 5.0 mg film-coated
tablets.
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Oral administration of apixaban (tablets, mini-tablets, sprinkle capsules, or solution) to paediatric subjects
based on fixed-dose by weight-tier dosing resulted in median steady-state exposures and AXA comparable
to that observed in adults.

PK/PD evaluation

The relationship between anti-FXa and apixaban concentration was linear with an overall slope estimate of
0.0155 IU/ng with no apparent age-dependent differences in slope. In study CV185362 in paediatric
subjects with congenital or acquired heart disease, chromogenic FX level decreased with increasing
apixaban concentrations.

Coagulation biomarkers, including D-dimer, thrombin generation, FVIII, fibrinogen, protein C, and protein
S were assessed. By inhibiting FXa, the key enzyme that directly activates thrombin, apixaban is
expected to inhibit the rate and magnitude of thrombin generation. This was demonstrated by the
apixaban subgroup with no prior VKA exposure, in which apixaban prolonged lag time and time to peak,
reduced the rate of thrombin generation, peak thrombin level, and ETP. These pharmacodynamic changes
in TGA parameters were also directly correlated with apixaban concentrations. The increases in ETP
observed in the apixaban subgroup with prior VKA exposure can be explained by the lower ETP observed
at baseline that likely resulted from the effects of prior VKA therapy, and the recovery of ETP values upon
discontinuation of VKA, thereby offsetting the expected inhibitory effects of apixaban.

Overall, apixaban treatment was associated with a reduction in D-dimer levels in the subgroup without
prior VKA exposure; apixaban treatment was also associated with reduction in ex vivo thrombin
generation, prolongation of thrombin generation lag time and time to peak. These findings are consistent
with the previously characterized mechanism of action of apixaban as a direct FXa inhibitor.

7. Clinical Efficacy aspects

Due to the differences in study design and population characteristics, an integrated analysis or
comparison of the data from Studies CV185155 and CV185362 was not performed. Separate description
and discussion of both studies CV185155 and CV185362 are provided below.

Study CV185155

7.1. Methods

Introduction

Study CV185155 is a Phase 3, randomized, multi-center, open-label study, to assess the safety and
efficacy of apixaban for thromboembolism prevention during induction chemotherapy in paediatric
subjects with newly diagnosed ALL or LL (T or B cell) and a new CVAD inserted, treated with
asparaginase.

Study participants

Inclusion criteria

Subjects aged 1 to < 18 years (weighing equal to or > 6 kg ) with newly diagnosed ALL or lymphoblastic
lymphoma (T or B cell) and a new CVAD inserted (including external tunneled CVAD, implantable ports,
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and peripherally inserted central catheters (PICC), who were to undergo treatment with a SOC of 3- or 4-
drug systemic induction chemotherapy regimen consisting of a corticosteroid, vincristine, and single or
multiple dose asparaginase (with or without daunorubicin), were eligible to participate in the study.

Exclusion criteria

Exclusion criteria included central nervous system (CNS) stage 3, history of DVT or PE in the past three
months, known inherited bleeding disorder or coagulopathy, major surgery within the last 30 days,
uncontrolled severe hypertension, and laboratory test abnormalities (White blood cell count > 200 x
109/1, liver disfunction (ALT or AST > 5xULN or direct bilirubin >2xULN), renal function < 30% of normal,
abnormal coagulation test for PT,PTT or INR, or platelet counts < 20.000/mm?3.

General study design

There are four study periods extending up to a maximum total of approximately five weeks in duration
(Figure 15).

1. A Screening Period between day -7 to day 4 £3 days of planned 3-4 drug systemic induction
chemotherapy prior to randomization

2. A Randomization Period occurring between days 1 to 4+3 of planned 3-4 drug systemic induction
chemotherapy

3. A Treatment Period, starting with the day of randomization, and extending through day 29 +/- 5
days of planned 3-4 drug systemic induction chemotherapy.

4. A Follow-Up period starting the day after the day 29 +/- 5 days visit.

Figure 15. Study design study CV185155
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Dose Selection and Study treatment

The dose selection rationale for apixaban in this study was based on the results of the CV185118 study,
which had the primary objective of assessing the PK of a single oral dose of apixaban in paediatric
subjects (using an iterative PPK-modeling approach consistent with the steady state levels of exposure
previously observed with an adult regimen of 2.5 mg BID).

In April 2017, use of the apixaban oral solution in children < 5 years of age in studies was discontinued
because the amount of propylene glycol (PG), a key solubilizing excipient in the formulation, was found to
exceed the recommended maximum daily intake, as cited in a European Medicines Agency (EMA) draft
report that was to be incorporated in an EMA guideline shortly thereafter.¥ To resume enrollment of
paediatric subjects < 5 years of age, a new 0.5 mg mini-tablet was developed for use in subjects 3 3
months of age. This tablet is relatively small, being ~3 mm in diameter, and the composition
(drug-to-excipient ratio) and manufacturing process (up to compression) is identical to that for the
approved adult 2.5 mg and 5 mg tablets. Therefore, the new 0.5 mg mini-tablets have the
pharmaceutical characteristics of the tablets already approved for the adult population, but proportionally
scaled to a lower strength for paediatric use.

Subjects randomized to apixaban were administered apixaban twice daily (BID) by mouth or via a
nasogastric or gastric tube (NGT/GT) according to weight, during approximately 28 days of induction
chemotherapy including asparaginase. The apixaban formulations used were the apixaban solution (0.4
mg/ml), 2.5 mg tablet or 0.5 mg mini-tablet administered by mouth of via an NGT or GT. The
administered dosage of apixaban ranges from 0.5 to 2.5 mg twice daily, based on weight. Subjects in the
control group did not receive systemic anticoagulant prophylaxis (standard-of-care).

Table 11. Apixaban Doses for Ages 1- <18 Years of Age

Weight range Dose
=35 ka 2.5 mg twice daily
=35to 25 kg 2 mg twice daily
<25to 18 kg 1.5 mg twice daily
<18 to 10.5 kg 1 mg twice daily
=10.5to 6 kg 0.5 mg twice daily

The previously communicated dosing for the body weight tier of 9 to < 12 kg has been redistributed
into a 6 to _< 10.5 kg weight tier and a 10.5 to = 18 kg weight tier.

Efficacy objectives and endpoints

The primary efficacy endpoint was a composite of non-fatal, asymptomatic and symptomatic DVT, PE,
cerebral venous sinus thrombosis (CVST), and VTE related death designed to assess the study hypothesis
that apixaban would reduce the incidence of VTE (Table 12). These endpoints are consistent with those
recommended by the International Society on Thrombosis and Haemostasis (ISTH) for paediatric clinical
trials.

All events reported as, or suspected to be, components of the primary efficacy endpoint were adjudicated
by a blinded, independent adjudication committee (BIAC) to minimize investigator bias. Subjects with no
symptomatic event and no ultrasound or echocardiogram assessment were counted as not having had an
event.

On the last day of the treatment period (Day 29 £ 5 days), imaging studies were to be performed for all
randomized subjects. These included a bilateral Doppler ultrasound for both the ipsilateral and the
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contralateral sides relative to the site in the neck, thorax, or extremity at which the central venous access
device (CVAD) was placed, and an echocardiogram to assess for right atrial thrombi. Doppler ultrasound
from the ipsilateral side alone was acceptable if there were difficulties with the contralateral imaging.
Doppler ultrasound and echocardiogram were to be performed in the apixaban arm within 3 days (not
exceeding 5 days) after termination of the study medication (including early discontinuation) or in the

SOC arm on Day 29+5.

Table 12. Summary of Efficacy Objectives and Associated Endpoints - CV185155

Objective

Endpoints

PRIMARY

To compare the effect of prophylactic oral or enteric
apixaban vz no systemic anticoagulant during ~28 davys of
induction chemotherapy including asparaginase on the
composite endpoint of adjudicated non-fatal DVT
(including symptomatic and asymptomatic), PE, and
CWV3T; and VTE-related-death

Composite of BIAC adjudicated:
Non-fatal symptomatic DVT
Non-fatal asymptomatic DVT
PE

CVST

WTE-related death

SECONDARY

To azzess the effect of prophylactic apixaban vz no
systemic anticoagulant during ~28 days of induction
chemotherapy including asparaginase on single
adjudicated endpoints of non-fatal DVT (including
symptomatic and asymptomatic), PE, and CVST, and
VTE-related-death

Single BIAC adjudicated:
Non-fatal symptomatic DVT
Non-fatal asymptomatic DVT
FE

CVET

o VTE-related death

OTHER

To assess the effect of prophylactic apixaban vs no
systemic anticoagulant during ~28 days of induction
chemotherapy including asparaginase on single
adjudicated endpoints of all cause death; arterial
thromboembolic events including paradoxical embolism
and stroke and CVAD-related infection events

Single BIAC adjudicated:
e  All cause death
e  Arterial thromboembolic events (including

paradoxical embolism and stroke)
e CVAD-related infection events

To assess the effect of prophylactic oral or enteric
apixaban vs no systemic anticoagulant during ~28 days of
induction chemotherapy including asparaginase on single
endpoints of number of catheter replacements needed
during the study; superficial vein thrombosis, events of
CVAD dysfunction with improvement after thrombolytic
therapy; and number of platelet transfusions

¢  Number of catheter replacements needed
¢  Superficial vein thrombosis

¢  Events of CVAD dysfunction with
improvement after thrombolytic therapy

¢ Number of platelet transfusions

Abbreviations: BIAC = blinded, independent adjudication committee; CVAD = central venous access device; DVT =
deep vein thrombosis; CVST = cerebral venous sinus thrombosis; PE = pulmonary embolism; VTE = venous

thromboembolism.

Statistical Methodology
Sample size and power

A total of approximately 500 randomized subjects allocated with 1:1 ratio to the systemic

thromboprophylaxis with apixaban (intervention) or no systemic anticoagulant prophylaxis (control)
groups, would provide more than 80% power to demonstrate superiority at a one-sided 0.025 level,
assuming the true event rates of primary endpoint (composite of non-fatal asymptomatic and
symptomatic DVT, pulmonary embolism (PE), and CVST; and VTE-related-death) are 17% and 8.5% in
the control and the apixaban groups, respectively.
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Randomization was stratified by age groups as < 10 years or >= 10 to < 18 years and by risk
stratification criteria for acute lymphoblastic leukemia (ALL) in children.

Efficacy Analysis

Efficacy endpoints were analyzed for randomized subjects based on events occurring during the Intended
Treatment Period, defined as the time from the day of randomization through to the end of treatment
period.

For all efficacy endpoints, event rate, 95% confidence interval (CI) for event rate, relative risk, and 95%
CI for relative risk were calculated. The 95% CI for the relative risk was computed using the
Cochran-Mantel-Haenszel method stratified by age group and the 95% CIs for single event rates were
based on the Agresti-Coull method.

To conclude superiority of apixaban vs SOC on the primary efficacy endpoint during the Intended
Treatment Period, the upper bound of the two-sided 95% CI for the relative risk (pa/ pe) must have been
less than 1. This condition corresponds to a test of hypothesis Ho: pa = pe against the alternative

Ha: pa < pe using the Cochran-Mantel-Haenszel test stratified by age group performed at the one-sided

a = 0.025 level. Here, pa and pe represent the proportions of subjects who met the primary efficacy
endpoint in the apixaban and SOC arms, respectively.

Two-sided 95% CI for the relative risk (pa/pe) was reported for the primary efficacy endpoint. The p-value
associated with the superiority test was calculated.

Two-sided 95% CIs for the relative risk (pa/pe) were reported for key secondary efficacy endpoints. The
nominal p-values associated with the tests were also reported.

For efficacy subgroup analyses, Wald’s chi-square test was used to determine whether treatment had a
statistically significantly different (p < 0.1) effect on the event rate of an endpoint across subgroups
based on a logistic model with terms for treatment, stratification variable age, subpopulation, and
treatment by subpopulation interaction.

7.2. Efficacy Results

Disposition

Seventy four study centers in 10 countries enrolled 537 subjects, 512 (95.3%) of whom were randomized
(256 subjects in each arm) (Table 13). One subject was randomized prior to providing informed consent.
This subject was excluded from all analyses.

The treatment period was completed by 86.5% of subjects. The most common reason for not completing
the treatment period was adverse events (AEs); 13.7% and 2.0% in the apixaban and SOC arms,
respectively. No subjects in either treatment arm discontinued treatment due to lack of efficacy. The
study (including follow-up) was completed by 95.9% of subjects. The 1 subject in the SOC arm with a
documented study discontinuation reason of “"Administrative Reason by Sponsor” was found to be
ineligible for the study following randomization, because the subject had an inherited coagulopathy
(prothrombotic gene mutation).

Table 13. Subject Disposition - All Randomized Subjects - CV185155
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Apdxsban S0z Total

Status (%) It = 256 W = 256 N = 512
COMPLETED TREATMENT FERICD 198 (77.3) 245 (25.7) 443 (86.5)
WOT COMPLETED TREATMENT FERICD 58 (22.7) 11 { 4.3) 69 (13.5)
REASCH FOR NOT COMPLETING TREATMENT EERICD

LLCE OF EFFICACY 0 0 0

ADVERSE EVENT 35 (13.7) 5 ( 2.0) 40 ( 7.8)

SUBJECT RECUEST TO DISCONTINUE 8 ( 3.1) 2 ( 0.8) 10 ( 2.0)

STUDY TREATMENT

SUBJECT WITHDEEW CCONSENT 12 { 4.7) 3 ( 1.2) 15 ( 2.3

CEATH 0 0 0

LOST TC FOLLOW-UP 0 0 0

EOCR,/NCH-COMELIZNCE 0 0 0

EREQENCY 0 0 0

SUBJECT MO LOWSER MEETS STUDY CRITERIL 2 ( 0.8) 1 ( 0.4) 3 ( 0.8)

AMMINISTRATIVE FEASCHN BY SPCHSCE 0 0 0

COVID-18 RELATED 0 0 0

CTHER 1 ( 0.4) 0 1 ( 0.2)
COMPLETED STUDY 242 (94.5) 245 (97.3) 491 (95.9)
WOT COMPLETED STUDY 14 { 5.5) 7 (2.7 21 ( 4.1)
REASCN FOR NOT COMPLETING STUDY

SUBJECT WITHDREW CONSENT 13 { 5.1) 3 ( 1.2) 16 ( 3.1)

DELTH 1 ( 0.4) 2 ( 0.8) 3 ( 0.6)

LOST TO FOLLOW-UP 0 1 ( 0.4) 1 ( 0.2)

AMINISTRATIVE FEASCN BY SPCHSCR 0 1 ( 0.4) 1 (0.2}

Source: Table 14.1.3 2 of the CV185155 CSR2

Baseline characteristics
General

A total of 512 paediatric subjects were randomized to either the apixaban arm or the SOC armina 1:1
ratio. The baseline demographics were balanced between the apixaban and SOC arm in most categories,
though a treatment allocation imbalance was observed between the apixaban and SOC arm (0.4% vs
2.7%) for the age categorization subgroup of 1 to < 2 years.

The baseline disease characteristics were balanced between the treatment arm. Per the inclusion criteria,
all subjects had ALL (94.7%) or LL (5.3%) at baseline. Hematologic abnormalities were common including
a large proportion of subjects (63.1%) with thrombocytopenia (platelet count < 100,000 / mm3). The
majority (83.8%) had normal estimated glomerular filtration rate (eGFR) at baseline and mild renal
impairment was observed in 10.7% of subjects, as determined from the Schwartz formula.

When comparing subjects across the prospectively defined, age-specific strata (subgroups of < 10 years
of age [n = 358] and = 10 to < 18 years of age [n = 154]), baseline characteristics (other than age,
height, and weight) were similar (see Section 5.3.1 of the CV185155 CSR).

Table 14. Demographic and baseline characteristics-CV185155
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ﬁpixaban Standard of Care Total
= 256 N = 256 N = 512

AGE (YERRS)

N 256 256 512

MERN 7.2 7.1 7.2

MEDTEN 6.0 6.0 6.0

MIN , MBX 1, 18 1, 17 1, 18

{24] 4.34 4.39 4.36

ACE CATEGORIZATION (%)

1 - < 2 YERRS 1{ 0.4 70 2.7 g ( 1.8)

2 - < & YERRS 119 { 46.5) 108 | 42.8) 228 | 44.5)

& - < 12 YEARS 7 { 34.0) B3 ( 32.4) 170 ( 33.2)

12 - <= 18 YERRS 49 { 19.1) 57 ( 22.3) 106 ( 20.7)

ALL RISK CATEGCRIZATICN
STENDARD RISK (&) 168 ( &5.6) 171 ( €6.8) 339 ( 66.2)
HIGH RISK (E) 81 ( 31.8) 79 30.9) 160 ( 31.3)
SEX (%)
MALE 141 { 55.1) 148 | 58.2) 290 | 56.6)
FEMALE 115 ( 24.9) 107 { 41.8) 222 | 43.4)
BACE (%)

WHITE 194 ( 75.8) 194 ( 75.8) 388 ( 75.8)

BLAK OR AFRICAN AMERICAN 12 { 4.7) 12 { 4.7) 24 [ 4.7)

RASIZN 25 { 9.8) 27 { 10.5) 52 ( 10.2)

BMERICEN INDIAN CR ALASKA NATIVE 1( 0.4) 1( 0.4) Z( 0.4)

NATIVE HASRIIAN CR 1{ 0.4) i) 1( 0.2)

OTHER BACIFIC ISLANDER

OTHER 23 ( 9.0 22 | 8.8) 45 { 8.8)

ETHNICITY (%)

HISERNIC OR LATINO 59 ( 23.0) 63 [ 24.8) 122 ( 23.8)

NOT HISEANIC CR LATTNO 155 | 76.6) 192 { 75.0) 388 | 75.8)

NOT REECRTED 1{ 0.4) 1 0.4) Z { 0.4)

COUNTEY BY GEOGRAPHIC REGION (%)

NCRTH AMERTICA 189 { 77.7) 203 { 79.3) 02 ( 78.5)
CRNADR, B ( 3.1) B 32.1) 16 ( 3.1)
UNITED STATES 181 { 74.8) 195 { 76.2) 386 ( 75.4)

LATTN AMERICR 30 1.2) 30 1.2) g ( 1.2)
MEXICO 3 1.3) 3( 1.2) g ( 1.2)

ASTA/BACTFIC 17 { 6.6) 17 { 6.8) 3 | 6.6
KOREA, REPUBLIC OF 17 { 6.6) 17 { 6.8) 34 | 6.6)

EURCEE 31( 12.1) 27 { 10.5) 58 ( 11.3)
BELGIUM 10 ( 3.9) 8 ( 3.1) 18 ( 3.5)
CEECH REPUBLIC ( 0.4) 0 1 ( 0.2)
HUNGARY 70 2.7 5 2.0) 1Z | 2.3)
POLAND ) 1{ 0.4) 1 ({ 0.2)
RISSIA 13 { 5.1) 13 { 5.1) 26 { 5.1)

6 ( 2.3) 5 ( 2.3) 12 | 2.3)
BJSTRALIA & ( 2.3) & 2.3) 1z | 2.3)
HEIGHT (M)

N 254 253 507

MERN 125.94 124.90 125.42

MEDIAN 120.35 119.80 120.00

MIN , MR 85.0, 190.0 79.5, 192.2 759.5, 192.2

&D 27.074 26.785 26.909

WEIGHT (KG)

N 255 254 508

MERN 32.26 31.48 31.86

MEDIAN 22,90 23.60 23.00

MIN , MEX 11.5, 120.6 10.5, 112.0 10.5, 120.6

2D 21.958 20.971 21.454

WEIGHT GROUP

< 35 KG 176 (68.3) 175 (68.4) 351 (68.6)

>= 35 HG 79 (30.9) 75 (30.9) 158 {30.9)

NOT REFCRTED 1 { 0.4) 2 { 0.8) 3 0.8)

Abbreviaticons: MAX, maximmm; MIN, minimm; ROW, rest of world; SD, standard deviation.
The denominator to calculate each percentage is the total mumber of randomized subjects in the

treatment (s).
(&) WBC oocint Eess than 50,000/Micreliters and age 1 to r than 10 years

(B) WEC count 50, 000/Microliters or greater and/cr age 10 years or clder
Source: Table 14.2.1, Table 14.2.3, Table 14.5.4.1 (ALL risk categorization)

Table 15. Baseline disease characteristics-CV185155
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Apixaban Standard of Care Total
W = 256 N = 256 N = 512

FLATELET COUNT

0 - <20,000/M03 16 [ 6.3) 13 ( 5.1) 29 ( 5.7)

20,000 = <= 100,000 /M3 158 (61.7) 136 (53.1) 294 (57.4)
VITAL SIGNS SEP (MMHG)

N 253 2585 508

MERN 108.2 108.7 109.0

MEDIEN 108.0 10%9.0 108.0

MIN , MAX 80, 142 78, 158 78, 158

sD 11.02 11.89 11.48
VITAL SIGNS [EE (MVHG)

N 253 255 508

MERN 65.7 85.8 85.7

MEDIEN 65.0 66.0 85.0

MIN , MBX a1, 95 a1, 96 41, 96

D 10.15 10.19 10.16
VITAL SIGNS HR (EEATS/MINS)

N 252 255 507

MERN 87.9 88.1 88.0

MEDIAN 86.5 85.0 86.0

MIN , MAX 52, 145 50, 158 50, 158

D 18.47 Z1.64 20,11
LEVEL OF BENAL TMEATRMENT:

SEVERE 0 1] 0

MCDERATE 1 { 0.4) 2 { 0.8) 3§ 0.8)

MILD 31 (12.1) 24 { 9.4) 55 (10.7)

NORMAL, 716 (84.4) 713 (83.2) 429 (83.8)

NOT REECRTED 8 [ 3.1) 17 ( 6.6) 25 ( 4.9)

The denominator to calculate each percentage is the total mumber of randomired subjects in the

treatment group(s) .

Calculated eGFR iz used to define renal functicn as MNommal: >=080 ml/min/l.73m2; Mild: &0-90

nil/min/l.73m2; Moderate: 30-59 ml/min/l1.73m2; and Severe: =<29 mL/min/1.73m2. eGFR iz

calculated according to the Schwartz formala.
Source: Table 14.2.3

Table 16. Baseline Disease characteristics (Post-hoc analysis)-CV185155
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_-'-‘-i:j_:-:aban Standard of Care Total
H = 256 N = 256 N = 512

DIARIOSIS (%)

ALL 243 ( 94.9) 242 ( 94.5) 485 ( 24.7)
T-CELL 20 { 7.B) 13 ( 7.0) 38 ( 7.9)
B-FRECUESCOR 220 ( 85.9) 221 { B6.3) 441 ( Be.l)
OTHER 3( 1l.2) 3 ( 1l.2) 6 ( 1.2)

LYMPHCBIASTTIC LYMPHOMA 13 { 5.1) 14 { 5.3) 27 ( 5.3)
T-CELL 9 ( 3.3) 9 ( 3.3) 18 ( 3.5)
B-FRECUESCOR 4 ( l.e) 5 ( 2.0) 9 ( 1.8)
OTHER 0 0 0

SUBTYFE (%)

T-CELL 29 ( 11.3) 27 ( 10.5) 36 ( 10.9

B-FRECURSOR 224 ( 871.5) 226 ( B8.3) 450 ( 87.9)

OTHER 3 ( 1.2) 3 ( 1l.2) 6 ( 1.2)

NS RISKE (%)

CHS1 240  93.8) 245 ( 95.7) 485 ( 94.7)

NSz 15 ( 5.9) 11 { 4.3) 26 [ 5.1)

NOT EEFCETED 1 ( 0.4) 0 1 ( 0.2

FRESENCE OF MEDIASTIMAL
MASS AT DIAGNOSIS (%)

YES 19 ( 7.4) 16 ( 6.3) 35 ( 6.8)

o) 236 ( 92.2) 237 ( H2..) 473 [ B2.4)

NOT EEFCRTED 1 ( 0.4) 3( 1.2 4 ( 0.8)

WRC COUNT (%)

<5000.0%3/ul. 242 ( 94.5) 240 ( 93.8) 42 [ 94.1)

»=50X10*3/ul. 6 ( 2.3) 3 ( 1.2) 9 ( 1.8)

NOT EEFCRTED 8 ( 3.1) 13 { 5.1} 21 ( 4.1})

The dencminator to calculate each percentage is the total mumber of randomirzed subjects in the
treatment group(s) .
Source: Table 14.2.5

Exposure and concomitant therapy

In the 512 subjects that were randomized, exposure to assigned treatment was ~47 years (2463 patient-
weeks), with 22.5 years (1173.3 patient-weeks) having been for exposure to treatment with apixaban.
Subjects were in the study for a mean (SD) of 32.1 days (7.57) and 35.3 days (23.26) in the apixaban
and SOC arms, respectively.

The mean (SD) extent of exposure in the apixaban arm was 23.5 days (6.25), or, after excluding days of
dose interruption, 21.5 days (5.93). The mean (SD) extent of exposure was similar between the
prospectively defined, age-specific strata in the apixaban arm (< 10 years of age [n = 179] and = 10 to
< 18 years of age [n = 77]): 23.6 days (6.25) and 23.4 days (6.31), respectively.

Subjects were treated with induction chemotherapy for a mean (SD) of 26.8 days (7.20) and
29.1 days (3.78) in the apixaban and SOC arms, respectively.

Treatment Compliance

In the study, 190/256 (76.0%) subjects in the apixaban arm received between 80% and 120% of
scheduled doses of apixaban. 60 subjects (24.0%) in the apixaban arm took < 80% of scheduled doses
and none took > 120%, reflecting treatment interruptions including those that subsequently became
permanent after an initial delay. Compliance rates were similar between the age strata in the apixaban
arm.

Concomitant Therapy

Chemotherapy

Five hundred ten subjects were treated with asparaginase (L asparaginase or PEG L asparaginase) as part
of induction chemotherapy. Vincristine was also received as part of induction chemotherapy by all
subjects in the apixaban arm, and by all but one subject (99.6%) in the SOC arm. Daunorubicin (optional
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per protocol) was also part of induction chemotherapy in 133 subjects (52.0%) and 125 subjects (48.8%)
in the apixaban and SOC arms, respectively.

Additional chemotherapy, administered per local SOC, included Cyclophosphamide (n= 42 ; 8.2%),
Cytarabine (n= 325 ; 63.5%), Mercaptopurine (n=60 ; 11.7%), and Methotrexate (n=430 ; 84.0%)/

Non chemotherapy

Five hundred eight subjects (99.2%) received at least one concomitant medication other than apixaban.

Systemic corticosteroids were administered to 138 subjects (53.9%) and 145 subjects (56.6%) in the
apixaban and SOC arms, respectively.

Anti-thrombotic agents other than apixaban were administered to 84 subjects (32.8%) and 90 subjects
(35.2%) in the apixaban and SOC arms, respectively. The agent most frequently administered was
heparin (often used after completion of any infusion or blood sampling, at least once every 24 hours, via
peripherally inserted central catheter (PICC) lines or small-bore central line catheters), to 68 subjects
(26.6%) and 64 subjects (25.0%) in the apixaban and SOC arms, respectively. Alteplase (usually used to
clear obstructed catheters) was administered to 8 subjects (3.1%) and 20 subjects (7.8%) in the
apixaban and SOC arms, respectively. Enoxaparin was administered to 9 subjects (3.5%) and

14 subjects (5.5%) in the apixaban and SOC arms, respectively. With the exception of 1 subject (0.4%)
in the SOC arm who received rivaroxaban, no FXa inhibitors other than apixaban were administered. All
other individual anti-thrombotic agents were administered to < 1% of subjects.

Primary Efficacy Endpoint

Analysis of the primary efficacy endpoint (a composite of non-fatal [asymptomatic or symptomatic] DVT,
PE, and CVST; and VTE related death, all objectively confirmed by BIAC) showed a lower incidence in the
apixaban arm vs the SOC arm (relative risk = 0.69 [95% CI 0.45, 1.05]), but did not reach significance
at the one-sided 0.025/2-sided 0.05 level (one-sided p = 0.04/two-sided p = 0.08) (Table 17).

Secondary Efficacy Endpoints

Analysis of the secondary efficacy endpoints, which represented the individual components of the primary
efficacy endpoint (non-fatal asymptomatic DVT, non-fatal symptomatic DVT, non-fatal PE, CVST, and
VTE-related death), showed similar results to those for the primary efficacy endpoint (Table 17).

There were no adjudicated events of non-fatal PE or VTE-related death in either arm. There were no
subjects with adjudicated CVST events in the apixaban arm and 1 such subject (0.39%) with an event in
the SOC arm.

The relative risk of adjudicated non-fatal asymptomatic DVT was 0.71 (95% CI: 0.45 to 1.13; two-
sided p = 0.1427), with events in 27 subjects (10.55% [95% CI: 7.31% to 14.95%]) and
38 subjects (14.84% [95% CI: 10.98% to 19.75%]) in the apixaban and SOC arms, respectively.

The relative risk of adjudicated non-fatal symptomatic DVT was 0.67 (95% CI: 0.19 to 2.33;
two-sided p = 0.5237), with events in 4 subjects (1.56% [95% CI: 0.46% to 4.09%]) and 6 subjects
(2.34% [95% CI: 0.96% to 5.14%]) in the apixaban and SOC arms, respectively.

Other Efficacy Endpoints

Adjudicated all-cause death occurred in 1 subject (0.4%) and 3 subjects (1.2%) within 30 days of the
Treatment Period in the apixaban and SOC arms, respectively.

There were no adjudicated arterial thromboembolic events in either arm.

Adjudicated CVAD-related infection occurred in 1 subject (0.39%) and 6 subjects (2.34%) in the
apixaban and SOC arms, respectively.
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Adjudicated CVAD-related infection occurred in 1 subject (0.39%) and 6 subjects (2.34%) in the
apixaban and SOC arms, respectively

Catheter replacements were needed in 3 subjects (1.17%) and 2 subjects (0.78%) in the apixaban and
SOC arms, respectively

No events of CVAD patency restoration after thrombolytic therapy were reported in either treatment arm.
11 (4.3%) subjects in the apixaban arm and 22 (8.6%) subjects in the SOC arm received
thromboembolic agents .

Superficial vein thrombosis occurred in 4 subjects (1.56%) and 2 subjects (0.78%) in the apixaban and
SOC arms, respectively

Table 17. Efficacy Summary - All Randomized Subjects - CV185155
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Endpoint

Apixaban arm S0C arm
N =156 N =256

Primary Composite Efficacy Endpoint

Composite of Non-fatal DVT (including asymptomatic and
symptomatic), PE, and CVST; and VTE-related Death
Objectively Confirmed by Independent Adjudication

Event Rate. n (%)
(93% CI)

Relative Risk (apixaban/S0C)
(93% CI)

One-sided p-value for superiority test

31(12.11) 45 (17.58)

(8,63, 16.71) (13.38,22.73)

0.69
(0.45, 1.05)
0.0403

Secondary Efficacy Endpoints

Non-fatal asymptomatic DVT
Event Rate, n (%)
(93% CI)

27 (10.55) 38 (14.84)

(7.31, 14.95) (10.98, 19.75)

Non-fatal symptomatic DVT
Event Rate, n (%)
(93% CI)
Relative Risk (apixaban/S0C)
(93% CI)
Two-sided nominal p-value

4(1.56) 6 (2.34)
(0.46, 4.09) (0.96, 5.14)
0.67
(0.19, 2.33)

0.5237

Non-fatal PE
Event Rate, n (%)
(93% CI)
Relative Risk (apixaban/S0C)
(93% CI)
Two-ztded nominal p-value

0 0
(0, 1.78) (0, 1.78)

i i

MNon-fatal CVST

Event Rate. n (%)
(93% CI)

Relative Risk (apixaban/S0C)
(93% CI)
Two-sided nominal p-value

0 1(0.39)
(0, 1.78) (0, 2.41)

VTE-related Death
Event Rate, n (%)
(93% CI)
Relative Risk (apixaban/S0C)
(93% CI)
Two-ztded nominal p-value

0
(0, 1.78) (0, 1.78)

&

Other Efficacy Endpoints

Adjudicated All Cause Death
Event Rate, n (%)
(92% CI)
Relative Risk (apixaban/50C)
(93% CI)
Two-sided nominal p-value
Arterial Thromboembolic Events
Event Rate, n (%)
(93% CI)
Eelative Risk (apixaban/80C)
(93% CI)
Two-sided nominal p-value
CVAD-related Infection
Event Rate, n (%a)
(93%)
Relative Risk (apixaban/S0C)
(93% CI)
Two-zided nominal p-value

1(0.39) 2 (0.78)
(0, 2.41) (0.03, 2.99)
0.50
(0.05, 5.51)

1.0000

0 0
(0, 1.78) (0, 1.78)

i o

1(0.39) 6 (2.34)
(0,2.41) (0.96, 5.14)
0.17
(0.02, 1.38)

0.1224
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Number of Catheter Replacements Needed

Event Rate, n (%) 3(1.17) 2(0.78)
(95% CI) (0.24,3.55) (0.03,2.99)
Events of CVAD Patency Restoration after Thrombolytic
Therapy
Event Rate, n (%) 0 0
(95% CT) (0,1.78) (0, 1.78)
Superficial Vein Thrombosis
Event Rate, n (%) 4(1.56) 2(0.78)
(95% CI) (0.46, 4.09) (0.03,2.99)

Adjudicated symptomatic events are included during the Intended Treatment Period.
Asymptomatic events are included from scans up to Day 40.

Abbreviations: CI = confidence interval; CVAD = central venous access device; CVST = cerebral venous sinus
thrombosis; DVT = deep vein thrombosis; NE = not evaluable; PE = pulmonary embolism; SOC = standard of care;
VTE = venous thromboembolism.

Source: Table 7.1-1 of the CV185155 CSR2

Sensitivity Analysis

The primary endpoint included a composite of symptomatic events and asymptomatic events detected
using diagnostic imaging modalities. Subjects with no symptomatic event but no ultrasound or
echocardiogram assessment results were treated as having missing data.

In the primary efficacy endpoint analysis, randomized subjects with missing data were prospectively
defined as those not having had an event. Results of the sensitivity analyses based on alternate
assumptions (in randomized subjects who either had an adjudicated event or had evaluable end of study
imaging evaluations, including results from scans up to Day 40 (mITT population) or including the
randomized population except those subjects with a protocol deviation that was deemed relevant for
affecting the primary efficacy endpoint (the Evaluable population)), were consistent with those of the
primary analysis (Table 18).

The primary efficacy endpoint analysis was performed in randomized subjects based on events occurring
during the Intended Treatment Period, defined as the day of randomization through the Day 29 visit.
Because VTE develops gradually, two hypothesis-generating post-hoc analyses were performed that
included events from the composite primary efficacy endpoint reported up to 5 days after the Intended
Treatment Period and 34 days after randomization. Up to 5 days after the Intended Treatment Period, the
adjudicated composite primary efficacy endpoint event increased by 2 in the apixaban arm and 3 in the
SOC arm: 33 subjects (12.89%, 95% CI: 9.29, 17.59) vs 48 subjects (18.75%, 95% CI: 14.42, 24.00),
respectively (relative risk = 0.69 [95% CI 0.46, 1.03]; one-sided p = 0.0341. Up to 34 days after
randomization, the adjudicated composite primary efficacy endpoint event increased by 3 in each arm:
34 subjects (13.28%, 95% CI: 9.63, 18.02) vs 48 subjects (18.75%, 95% CI: 14.42, 24.00) in the
apixaban and SOC arms, respectively (relative risk = 0.71 [95% CI 0.47, 1.06]; one-sided p = 0.0452).

Table 18. Sensitivity analysis of adjudicated primary efficacy endpoint during the intended treatment
period - all randomized subjects.
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Bpixaban Standard of Care

mITT Population N = 219 N = 219
NON-FATAL ASYMPTCMATIC DVT/ 31 45
NON-FATAL SYMPTOMATIC DVT/FE/CVST/VIE-RELATED DEATH , N

EVENT RATE (%) 14.16 20.55

95% CI FOR EVENT RATE (10.11, 19.43)  (15.70, 26.41)

REIATIVE RISK 0.69

95% CI FOR RELIATIVE RISK (0.45, 1.04)

OME-SIDED P-VALUE FOR - SUPERIORITY TEST ON RR* 0.0373
Evaluable Population N = 224 N = 246
NON-FATAL ASYMPTOMATIC DVT/ 28 42
NON-FATAL SYMPTOMATIC DVT/PE/CVST/VIE-RELATED DEATH , N

EVENT RATE (%) 12.50 17.07

95% CI FOR EVENT RATE (8.75, 17.52)  (12.86, 22.30)

REIATIVE RISK 0.73

95% CI FOR REIATIVE RISK (0.47, 1.14)

ONE-SIDED P-VALUE FOR - SUPERIORITY TEST ON RR* 0.0801

The mITT population included randomized subjects who have either an adjudicated event making-up the primary
efficacy endpoint or evaluable end of study imaging evaluations, including ultrasound and echocardiogram.
Symptomatic events are included during the Intended Treatment Period. Asymptomatic events were included from
scans up to Day 40.

Evaluable population included the randomized population, except those subjects with relevant protocol deviations
expected to affect the primary efficacy endpoint.

*denotes the result was statistically significant at the one-sided 0.025 level.

Subgroup Analyses for the Primary Endpoint

Pre-specified subgroup analyses showed that the numerically lower incidence of events in the apixaban
arm vs the SOC arm appeared to be attributable to results in the subset of obese subjects (Table 14.5.4.1
and Section 7.2 of the CV185155 CSR). In the obese subgroup (n = 82), defined as subjects in the

> 95th percentile of their age- and sex-specific body mass index (BMI), 1/42 subjects (2.4%) and 10/40
subjects (25.0%) in the apixaban and SOC arms, respectively, experienced a primary efficacy event
(nominal two-sided p = 0.0037). In the non-obese subgroup (N = 416), 30/210 subjects (14.3%) and
34/206 subjects (16.5%) in the apixaban and SOC arms, respectively, experienced a primary efficacy
event (nominal two-sided p = 0.5136). The treatment-subgroup interaction p-value was 0.0307.

Other pre-specified subgroup analyses had trends similar to that of the primary efficacy analysis:
geographic region (continent), alternative age category (ages 1to < 2,2to<6,6to < 12,12 to < 18),
ethnicity, gender, race, weight (< 35 kg or > 35 kg), ALL risk category (high risk subjects: either those
aged = 10 years or white blood cell count = 50,000/mm?3, or standard risk for all other subjects), and
type of central line used (peripherally inserted central catheter, any tunneled vascular access that
included an implanted port or other implanted device, or other line) (Table 14.5.4.1 and Section 7.2 of
the CV185155 CSR).

Imaging

Ultrasound assessments were available for 456 subjects (89.1%) and missing for 56 (10.9%) (Table 19).
The most common reasons an ultrasound assessment was missing was either a prior withdrawal of
consent for further study participation or parent/patient refusal, which occurred in 21/56 subjects.
Echocardiogram results were available for 466 subjects (91.0%) and missing (required assessments were
not available) for 46 subjects (9.0%). Again, the most common reasons why an echocardiogram
assessment was missing was refusal by the subject or subject’s guardian, which occurred in

18/46 subjects (39.1%): 10 subjects and 8 subjects in the apixaban and SOC arms, respectively.

Assessment report
EMA/CHMP/226986/2023 Page 50/112



Subjects with no symptomatic event and no ultrasound or echocardiogram assessment are considered as
having missing data and were removed from the modified ITT (mITT) analysis. Overall, 219 (85.5%) in
each arm were included in the mITT analysis.

Table 19. Imaging Status Summary - All randomized Subjects

ULTEASIND ECHOCRRNTOEEIM
Ipixsban  Standard Total 2pd xakan Standard Total
of Care of Care
Status (%) N = 25& N = 256 N = 512 = 25& M = 256 N = 512
FERFCEMED 230 (89.8) 226 (BE8.3) 456 (39.1) 230 (BS.3) 236 (82.2) 4ec (91.0)
IOT PERFUEMED 28 (10.2) 30 (11.7) Se (10.9) 2& (10.2) 20 [ T.E) 46 { 9.0)
EELSCHNS HOT EERFURMED
AMTHISTEATTVE EEASCH o 1 ( 0.4) 1 (0.2 ] 10 0.4) 1 {0.2)
BY SBEONSCR
CHITD THRELE TO 3 (1.2 3 [ 1.2) B 1.2) 2 { 0.8) 0 2 { 0.4)
LIE STILL
TEATH i 1 ( 0.4) 1 (0.2 U] 10 0.4) 1 { 0.2
IMNVESTIGATCR DECISTCH 2 [ 0.8) 1 ( 0.4) 30 0.8) 31(1.2) 10 0.4) 4 { 0.8)
FARFNT BEFUSED 4 ( 1.8) S 2.0) 9 1.8) 4 { 1.8) 30 1.2) 7 ( 1.4)
FROCEDNEE FERFURMED OOT 4 ( 1.g) T 2.T7) 11 ( 2.1) 31(1.2) 6 [ 2.3) 9 { 1.8)
CF ASSESSMENT WINDCIW
SUBJECT MISSED o & [ 2.3) 6 [ 1.2) 1 { 0.4) 10 0.4) 2 { 0.4)
APPOTNTHENT
SUBJECT REFUISED & [ 2.3) 2 { 0.8) g [ 1l.8) 5 2.0) 20 0.8 7 ( 1.4)
SUBJECT WITHDEEW CONSENT 4 ( 1.&) O 4 ( 0.8) 4 { 1.8) 0 4 { 0.8)
TECHWICRT, RELSCHS o O a 0 10 0.4) 1 { 0.2)
CTHER 2 0.8) 4 | 1.8) g6 ( 1.2) 34(1.2) 4 | l.&) 7 ( 1.4)
TINEMCRRT 1 0.4) O 1 (0.2) 1 { 0.4) ¥ 1 { 0.2)

Source: Table 7.2-2 of the CV185155 CS_RError! Bookmark not defined.

Investigator-assessed Primary Endpoint

Analysis of the composite primary efficacy endpoint of non-fatal (symptomatic and asymptomatic) DVT,
PE, CVST, and VTE-related death events, as assessed by the investigator, showed a lower incidence in the
apixaban arm compared with the SOC arm, with events in 23 subjects (8.98%) and

38 subjects (14.84%), respectively (nominal one-sided p = 0.021/nominal two-sided p = 0.041) (Table
14.5.1.1a of the CV185155 CSR).

7.3. Discussion

Study CV158155 was a phase 3 randomized, open-label, multi-center trial, to evaluate the efficacy and
safety of apixaban compared to no prophylactic anticoagulation (the current standard of care) in pediatric
patients with acute lymphoblastic lymphoma (ALL) or lymphoblastic lymphomas (T or B cell) (LL) aged 1
up to 18 with a CVAD (central vein access device) who were undergoing induction chemotherapy with
regimens that included asparaginase, to evaluate whether prophylaxis with apixaban during induction
chemotherapy could reduce the risk of VTE.

The study included 512 patients with a mean age of 7 years (range 1-18 years), although the number of
patients in the 1 to 2 years age range were underrepresented and imbalanced (8 patients; 1 in the
apixaban group). Other baseline characteristics were generally reasonably well balanced. A large
proportion of patients completed the study (95%), although a larger proportion discontinued treatment
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(22.7% vs 4.3%) despite the short-term treatment period, which may indicate a general poor tolerability
and/or treatment burden distinct from the underlying treatment burden.

Apixaban resulted in a numerical improvement of the primary composite endpoint of non-fatal deep vein
thrombosis (asymptomatic or symptomatic), pulmonary embolism, and cerebral venous sinus thrombosis
(CVST); and VTE related death, as compared to SOC, with a RR of 0.69 (95% CI 0.45-1.05; p=0.08 (1
sided 0.04) with respectively 31 (12.1%) and 45 (17.6%) events, though not reaching statistical
significance. This numerical improvement was mostly attributable to a numerical improvement in
asymptomatic DVT events (27 vs 38). From the data provided, it is not clear as to whether the numerical
reduction of asymptomatic DVT only concerns CVAD-related thrombi. No data are provided on the
location of the thrombi, especially in relation to the position of the CVAD, as well as on the severity,
treatment required and clinical outcome of DVT events. The applicant is asked to provide these data
(0C).

Any of the other single components of the primary endpoint were very limited and could also not show
any significant improvement for apixaban. Further, additional sensitivity analyses to evaluate the impact
of missing data (15% missing imaging data in each arm), were generally consistent with the primary
endpoint analysis. The results of pre-specified subgroup analyses were consistent with the primary
efficacy findings for the overall population. Although, some increased efficacy could be observed in the
obese subpopulation (n=82), but such data should be taken with caution due to multiplicity
considerations, the relatively small subgroup and lack of any obvious explanation for such increased
efficacy. Any of the other (exploratory) endpoints showed too limited events to conclude on, including all
cause death (1 vs 2), and catheter related endpoints of infections and catheter patency.

Despite that such patients have a risk of thrombo-embolic events, current literature does not provide a
clear recommendation for the short-term use of (systemic) anticoagulation in this specific setting. This
may be associated with the lack of high quality data demonstrating a clear beneficial effect for this
specific setting, as such, there is no anticoagulation therapy formally approved for this population.
Therefore, in a clinical setting where preventive anticoagulating treatment is not common practice, it is
agreed that any indication can only be poorly justified. In particular, in the context of absence of a clear
efficacy benefit, despite that it may be anticipated based on the mechanism of action. Moreover, such
data are also not clearly supported by adult data. Apixaban has also been studied in adult patients with
cancer at intermediate to high risk for VTE and showed a reduction in VTE, however, at the cost of an
increase in major bleeding. Any indication for this setting has not been (explicitly) approved for adults
either. Also, any comparison or extrapolation of adult findings to current study findings appears difficult
due to e.g. differences in the risk profile of VTE, treatment period, oncology treatment differences,
possible localization of VTE events specific for the paediatric and treatment setting that included the
insertion of a CVAD, amongst others, which further limits any possibility for considering any indication.

Study CV185362

7.4. Methods

Introduction

Study CV185362 was a phase 2, randomized, multi-center, open-label study to evaluate
pharmacokinetics (PK) and pharmacodynamics (PD), safety and tolerability of apixaban versus VKA or
LMWH, in paediatric subjects with congenital or acquired heart disease (CAHD) requiring chronic
anticoagulation for thromboembolism prevention.
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Study participants

Inclusion criteria

Subjects eligible for the study included male and female children, 28 days to <18 years of age and
weighing =3kg, with congenital or acquired heart disease who were at risk for clot formation that could
result in vascular, intracardiac or coronary artery thrombosis, or embolization to other organs or tissues,
and who required chronic anticoagulation for thromboprophylaxis as determined by the treating physician
based on the major current guidelines (e.g. American College of Chest Physicians [ACCP] 2012 guideline).
To be eligible for the study, subjects <2 years of age at the time of randomization were expected to
require anticoagulation for a minimum of 1 month; whereas subjects >2 years of age were expected to
require anticoagulation for a minimum of 6 months, although the full treatment duration of 12 months
was most desirable. Eligible subjects included those who newly started anticoagulants and those who
were currently on VKA or LMWH for thromboprophylaxis.

Exclusion criteria

Subjects were excluded if they had any thromboembolic event <6 months prior to enrolment, a known
inherited bleeding disorder or coagulopathy, liver, renal, or platelet laboratory abnormalities. Subjects
with a previous history of thromboembolic events >6 months prior to enrolment were eligible, provided
there was evidence (by previously obtained clinical imaging data) for thrombus stability or resolution.

General study design
There were 3 study periods extending up to 14 months total (Figure 16):
Screening / Randomization Period (day -21 to day 1)

Treatment Period (day 1 to month 12 or until anticoagulation was no longer needed): The fixed-dose by
weight-tier apixaban regimen was administered BID. VKA and LMWH were administered as per local SOC.

Follow-up Period (month 12 to month 14 + 2 weeks or 2 months + 2 weeks following cessation of study
drug if duration of therapy was less than 12 months)

Figure 16. schematic study design of study CV185362
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Start drug therapyat Day 1. CBC, ALT, AST, total and conjugated bilirubin at: Screening, Wk 2, and Month 3, 6,
and 12.

For children previously taken an

anticoagulant, PedsQL and KIDCLOT at

Day 1. For children just starting an

anticoagulant, PedsQL at Day 1.

DXA, serum creatinine, INR, aPTT, CBC, *9 month visit either office or phone

ALT, AST , biomarker™, total and **Biomarkers not taken for children < 1 years of age

conjugated bilirubin at screening. *** for children < 3 months of age, no PK/PD at Month 6
**** 6 wk visit only for children < 3 months

DXA at Month 12. Fer children just starting an anticoagulant KIDCLOT at Wk 2.
KIDCLOT and PedsQL at Month6 and 12.
PK/PD™" at Day 1, Wk 2, Month 3, and Month 6. Biomarker™ at Wk 2 and Month 6

Abbreviations: ALT = alanine aminotransferase; aPTT = activated partial thromboplastin time; AST = aspartate aminotransferase;
CBC = complete blood count; DXA = dual energy X-ray absorptiometry; INR = international normalized ratio; KIDCLOT = Kids
Informed Decrease Complications Learning on Thrombosis; LMWH = low molecular weight heparin; PD = pharmacodynamics;
PedsQL = Pediatric Quality of Life Inventory; PK = pharmacokinetics; VKA = vitamin K antagonist; Wk = week

Dose selection and study treatment

The dose selection rationale for apixaban in this study was the same as that used for Study CV185155.

Subjects randomized to apixaban received apixaban twice daily, orally, by a fixed-dose weight-tiered
regimen. The SOC (VKA or LMWH was dosed per local SOC aligned with the current ACCP guidelines.

The apixaban formulations used were the apixaban solution (0.4 mg/ml), 5 mg tablet, 0.5 mg mini-tablet,
or 0.1 mg sprinkle canule, administered by mouth or via a NGT or GT.

Subjects were treated for up to 12 months or until anticoagulation was no longer needed, whichever was
shorter. Subjects who received LMWH were allowed to switch to VKA at any time during the study and
vice versa. Intermittent treatment with other anticoagulants (e.g. UFH, LMWH) was allowed in the
apixaban arm when patients could not tolerate oral intake or for bridging around surgeries or procedures.

Table 20. Apixaban Doses for Ages 28 Days to <18 Years
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Body weight range Dose

3to<4kg 0.2 mg BID
4to<5kg 0.3 mg BID
Sto<6kg 0.5 mg BID
6to<9kg 1 mg BID
9to<12 kg 1.5 mg BID
12to < 18 kg 2 mg BID
18 to <25 kg 3 mg BID
25t0o<35kg 4 mg BID
>35kg 5 mg BID

Source: Table 3.4.5-1 of the CV185362 CSR'3

Use of VKA or LMWH followed the local SOC guidelines that was aligned with the ACCP guidelines. The
dose of VKA was recommended to be titrated to achieve a target INR of 2.0 to 3.0, and the dose of LMWH
was recommended to target an anti-Xa level between 0.5 and 1.0 unit/mL.

Objectives and endpoints
Primary objectives of the study were

1. to assess the safety of apixaban compared to VKA or subcutaneous LMWH in pediatric subjects with
congenital or acquired heart disease requiring chronic anticoagulation for thromboprophylaxis,

2. to evaluate apixaban PK in pediatric subjects with congenital or acquired heart disease requiring chronic
anticoagulation for thromboprophylaxis.

Secondary objectives were

1. to assess apixaban PD by measuring FX using chromogenic assay and anti-FXa activity in pediatric
subjects with CAHD requiring chronic anticoagulation for thromboprophylaxis,

2. to compare the effects of apixaban on QOL measures versus VKAs or subcutaneous LMWH in
pediatric subjects with CAHD requiring chronic anticoagulation for thromboprophylaxis,

3. to gather exploratory data on the efficacy of apixaban in pediatric subjects with CAHD requiring
chronic anticoagulation for thromboprophylaxis.

Other objectives were

1. to evaluate biomarkers that may inform anticoagulant efficacy or risk of thrombosis in pediatric
subjects with CAHD requiring chronic anticoagulation for thromboprophylaxis; and

2. To assess effects of apixaban on bone density in pediatric subjects with congenital or acquired heart
disease requiring chronic anticoagulation for thromboprophylaxis.

No primary efficacy endpoint was defined for this study. The secondary efficacy endpoints selected (Table
21) were standard and validated measures consistent with those recommended by the ISTH for paediatric
clinical trials. Thromboembolic events were adjudicated by the BIAC to minimize investigator bias.

Table 21. Summary of Efficacy Objectives and Associated Endpoints - CV185362
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Objectives Endpoints Endpoint Description
SECONDARY

To gather Secondary efficacy endpoint: Thromboembolic events for the secondary efficacy
exploratory dataon | 4 Composite of adjudicated endpoint included any thromboembolic events (intra-

the efficacy of
apixaban in
paediatric subjects
with congenital or
acquired heart
dizease requiring
chronic
anticoagulation for

thromboembaolic events and
thromboembolic event-
related deaths

Other efficacy endpoints:
o  Adjudicated thromboembeolic

events requiring treatment
change, medical

cardiac, shunt, inzide Fontan pathway, PE, strolke,
other arterial or vencus thromboembelic events, etc.)
detected by imaging or clinical diagnosis.

Thromboembolic events and thromboembolic event-
related deaths were adjudicated by BIAC.

Foutine mandatory images for thromboembolic events
were not required for the study. However, any

thromboprophylaxis mtecrl.‘&ntmn,. hospitalization clinical, radiclogic and catheter evaluations prompted
or prl.:rlm.:lgaT_mn of by clinical suspicion of any thromboembolic events,
hospitalization bleeding or death were performed at the diseretion of
*  Adjudicated thromboembolic | the site principal investigator and/or treating clinician.
event-related deaths
To compare the Secondary endpoints: QOL instruments were given only to

effects of apixaban
on QOL measures
versus VEAs=
antagonists or
subcutanecus
LMWH in
paediatric subjects
with congenital or
acquired heart
disease requiring
chronic
anticoagulation for
thromboprophylaxis

» PedsQL™ szcores

o EKIDCLOTS zcores

English-speaking subjects. These included
patient'proxy reported outcome vsing PedsCQL generic
core and cardiac modules, and KIDcLoT 1314
Subjects who had previous exposure to anticoagulants
were given PedsQL and KIDCLOT on Day 1.
Subjects starting an anticoagulant at study entry were
given PedzQL at the Day 1 visit and KIDCLOT at the
Weelk 2 vistt, because some exposure to

anticoagulation therapy was necessary to complete
EIDCLOT. The QOL instruments were to be

pompleted at the tune ot the visit, with post-baseline
azsessments collected at Month & and Month 12,

Abbreviations: BIAC = blinded, independent adjudication committes; KIDCLOT = Kids Informed Decrease
Complications Learning on Thrombosis; LTMWH = low molecular weight heparin; PE = pulmonary embolism;
PedsQL = Pasdiatric Quality of Life Inventory; QOL = guality of life; VEA = vitamin K antagonist.

Source: Table 3.5.1-1 of the CV185362 CSR?

Statistical methodology

Sample size and power

Based upon the available literature and the resulting expectation that only a limited number of children
with congenital or acquired heart disease requiring thromboprophylaxis would be available for recruitment
to this 2:1 randomized clinical trial, the study could not be powered to show statistically significant
treatment differences for any of the endpoints specified in the protocol. With a treatment period of up to
12 months, the sample size of approximately 200 subjects (approximately 133 in the apixaban arm and
approximately 67 in the SOC arm) was considered both feasible to recruit and randomize, and sufficient
for descriptive efficacy and safety analyses, as well as for PK and pharmacodynamics (PD) modeling. This
approach is consistent with the recommendations of the Subcommittee on Pediatric and Neonatal
Hemostasis and Thrombosis of the ISTH.
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Randomization was stratified by age group (28 days to < 2 years, 2 to < 12 years, or 12 to < 18 years)
as well as disease diagnosis (SVP vs non-SVP) to ensure a consistent distribution between the two
treatment arms.

Exploratory Efficacy

Efficacy endpoints were analysed for the randomized subjects based on events occurring during the
intended treatment period. There was no primary efficacy endpoint for this study. For the secondary
efficacy endpoint (composite of adjudicated thromboembolic events and thromboembolic event-related
deaths), and other efficacy endpoints (adjudicated thromboembolic events requiring treatment change,
medical intervention, hospitalization, or prolongation of hospitalization; and adjudicated thromboembolic
event-related deaths), descriptive statistics including event rates were provided. Difference of event rates
and 95% confidence intervals (CIs) were also provided, and relative risk and 95% CI for relative risk
were to be calculated based on the stratified Mantel-Haenszel’s method if the total number of events were
above 5.

Quality of Life

The analysis populations included randomized subjects who participated in the QOL evaluation during the
Intended Treatment Period. Descriptive statistics (mean and SD) were provided for score by visit and for
the change in score from baseline by post baseline visit for each treatment arm. Post-baseline differences
in mean change in score from baseline between the treatment arms, along with associated 95% CIs,
were also provided.

Safety Analyses

The safety population included all randomized subjects who received at least one dose of study drug (all
treated subjects). Safety endpoints were analysed for the safety population based on events occurring
during the treatment period.

For the primary safety endpoint of the composite of adjudicated major or CRNM bleeding events during
the treatment period, descriptive were calculated based on the stratified Mantel-Haenszel’s method if the
total number of events was above 5. Additional summaries included components of the primary safety
endpoint (adjudicated major bleeding and CRNM bleeding) as well as all adjudicated bleeding events.

Event rates adjusted for time were calculated for both the composite of adjudicated major or CRNM
bleeding events as well as all adjudicated bleeding events. The frequencies and percentages of bleeding
occurring within 24 hours after cardiac catheterization or bleeding occurring within 48 hours after surgery
were summarized by treatment group. All bleeding events were listed.

Rates for the primary safety endpoint as well as for all bleeding events, were summarized by treatment
group for age stratification and clinical diagnosis stratification subgroups.

Bone Density Measurements

For the other safety endpoint of bone density, descriptive statistics including mean change from baseline
by treatment group and by measurement location were summarized.

Adverse Events

All AEs were coded and grouped into Preferred Terms (PTs) by System Organ Class (SOC). The incidence
of bleeding-related AEs occurring through the end of the treatment period were summarized by treatment
group. The incidence of AEs, SAEs, and AEs leading to discontinuation of study drug was summarized by
treatment group.

Laboratory Data
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Laboratory measurements and their changes from baseline for liver function as well as for haematocrit,
haemoglobin, leukocyte count, and platelets were summarized at each visit by treatment group, including
the frequency of subjects with laboratory marked abnormalities based on pre-specified criteria and shift
analyses to evaluate qualitative changes that occurred during the treatment period for liver function and
platelets.

Pharmacodynamic Analyses

Summary statistics were tabulated for the chromogenic FX assay and anti-FXa activity. Plots of
corresponding changes from baseline and percentage change from baseline for chromogenic FX assay,
and plots of mean + SE values for anti-FXa activity vs time point were generated.

Biomarker data were analyzed to evaluate whether there were treatment and time dependent changes.
Linear mixed-effects models were used to model biomarker values (log2-transformed), with a random
intercept for subject and fixed effects including treatment, visit, treatment-by-visit interaction, age and
primary diagnosis as additional covariates. Unadjusted p-values from contrasts of interest are presented.
Eighty-six (70%) patients randomized to apixaban were treated with VKA prior to study entry. As VKA
affects coagulation biomarkers, the treatment groups were stratified and analyzed as four subgroups,
apixaban or SOC, with and without prior VKA.

7.5. Efficacy Results

Subject Disposition

Thirty three study centers in 12 countries enrolled 198 subjects, 192 (97.0%) of whom were randomized
(129 to apixaban and 63 to VKA/LMWH).

The treatment period was completed by 167 (87.0%) subjects (Table 22). Of the 25 (13.0%) subjects
(19 in the apixaban and 6 in the VKA/LMWH group) who did not complete the treatment period, 4 (3 in
the apixaban and 1 in the VKA/LMWH group) did not receive treatment. In the apixaban arm, 1 subject
no longer met study criteria because of a pre-existing coagulopathy discovered only after randomization.
The remaining 3 subjects withdrew consent before being treated. This resulted in a total of 188 treated
subjects (126 in the apixaban group and 62 in the VKA/LMWH group).

Table 22. Subject Disposition Summary - All Randomized Subjects - CV185362
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Apixaban VEA/TMWH Total

Status (%) =129 N = 63 N =192
COMPLETED TREATMENT PERIOD 110 ( 85.3) 57 ( 90.5) 167 ( 87.0)
NOT COMPLETING TREATMENT PERIOD 19 ( 14.7) 6 ( 9.5) 25 ( 13.0)

EEASON FOR NOT COMPLETING TREATMENT FERTCD

ADVERSE EVENT 6 ( 4.7) 1 ( 1.6) 7 ( 3.6)
SUBJECT WITHDREW CCNSENT (A) 3 ( 2.3) 1 ( 1.8 4 ( 2.1)
LOST TO FOLLOW-UP 0 1 ( 1.6) 1 ( 0.5)
SUBJECT NO LONGER MEETS STUDY CRITERIA (B) 10 ( 7.8) 3 ( 4.8) 13 ( 6.8)
COMPLETED STUDY 123 ( 95.3) 61 ( 96.8) 184 ( 95.8)
NOT COMPLETING STUDY 6 ( 4.7) 2 ( 3.2) 8 ( 4.2)
REASON FOR NOT COMPLETING STUDY
SUBJECT WITHDREW CONSENT 4 ( 3.1) 1 ( 1.6) 5 ( 2.6)
LOST TO FOLLOW-UP 1 ( 0.8) 1 ( 1.6 2 ( 1.0
SUBJECT NO LONGER MEETS STUDY CRITERIA 1 ( 0.8) 0 1 ( 0.5

(A) 2 of the 3 subjects in the apixaban arm and the subject in the VKA/LMWH arm did not receive study treatment.

(B) 9 subjects in the apixaban arm and all 3 subjects in the VKA/LMWH arm discontinued treatment prior to
12 months because they no longer required anticoagulation, but were still considered to have completed the
protocol-specified treatment.

The denominator to calculate each percentage was the total number of randomized subjects within each treatment arm.

Baseline characteristics

The baseline demographics were balanced between the apixaban and VKA/LMWH arms except for sex (male
subjects: 48.1% and 63.5% in the apixaban and VKA/LMWH arms, respectively)

(Table 23). The percentage of subjects allocated to the SOC arm was higher than that in the apixaban arm
in North America (49.2% vs 38.8%) and lower in Europe (25.4% vs 40.3%).

Table 23. Demographic Characteristics Summary - All Randomized Subjects - CV185362
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Bpixaban VEA/TIMWH Total

N = 129 N = 63 N = 192
ACE (YEERS)

N 129 63 192

MEAN 7.96 7.56 7.83

MEDIAN 7.00 6.00 7.00

MIN , MAX 0.4, 17.0 0.6, 16.0 0.4, 17.0

SD 4.553 4.408 4.499
RANDCMIZATION AGE STRATUM (%)

28 DRYS - < 2 YEARS 8 ( 6.2) 3 ( 4.8) 11 ( 5.7)

2 YEARS - < 12 YEARS 89 ( 69.0) 45 ( 71.4) 134 ( €9.8)

12 YEARS — < 18 YEARS 32 ( 24.8) 15 ( 23.8) 47 ( 24.5)
AGE CATEGORIZATION (%)

28 DAYS - < 2 YEARS 8 ( 6.2) 3 ( 4.8) 11 ( 5.7)

2 YEARS - < 6 YEARS 40 ( 31.0) 22 ( 34.9) 62 ( 32.3)

6 YEARS - < 12 VEARS 49 ( 38.0) 23 ( 36.5) 72 ( 37.5)

12 YEARS — < 18 YEARS 32 ( 24.8) 15 ( 23.8) 47 ( 24.5)
SEX (%)

MALE 62 ( 48.1) 40 ( 63.5) 102 ( 53.1)

FEMALE 67 ( 51.9) 23 ( 36.5) 90 ( 46.9)
RACE (%)

WHITE 109 ( 84.5) 51 ( 81.0) 160 ( 83.3)

BIACK OR AFRICAN AMFRICAN 7 ( 5.4) 2 ( 3.2) 9 ( 4.7)

ASTAN 6 ( 4.7) 4 ( 6.3) 10 ( 5.2)

AMFRICAN INDIAN OR AIASKA NATIVE 1 ( 0.8) 0 1 ( 0.5

NATTVE HAWATIAN OR OTHER PACIFIC ISLANDER 0 0 0

OTHER 6 ( 4.7) 6 ( 9.5) 12 ( 6.3)
ETHNICITY (%)

HISPANIC OR IATINO 20 ( 15.5) 14 ( 22.2) 34 (17.7)

NOT HISPANIC OR LATINO 105 ( 81.4) 47 ( 74.6) 152 ( 79.2)

NOT REPORTED 4 ( 3.1) 2 ( 3.2) 6 ( 3.1
GEOGRAPHIC REGICN (%)

NORTH AMFRICA 50 ( 38.8) 31 ( 49.2) 81 ( 42.2)

TATTN AMERICA 14 ( 10.9) 7 ( 11.1) 21 ( 10.9)

ASIA/PACIFIC 1 ( 0.8) 0 1 ( 0.5

EUROPE 52 ( 40.3) 16 ( 25.4) 68 ( 35.4)

REST OF WCRLD 12 ( 9.3) 9 ( 14.3) 21 ( 10.9)

Source: Table 5.3.1-1 of the CV185362 CSR3

The baseline disease characteristics, including primary disease diagnosis, prior single ventricle palliative
cardiac surgery history, prior indications for thromboprophylaxis, and prior bleeding or thromboembolic
events were comparable between the treatment arms (Table 24). The primary diagnosis was congenital
or acquired heart disease for all randomized subjects; the most common diagnosis was hypoplastic left
heart syndrome (31.8%). The majority (66.7%) of subjects had undergone prior stage 3 (Fontan) single
ventricle palliative surgery. The most common primary indication for thromboprophylaxis was routine
anticoagulation after a Fontan procedure (51.0%).

Numbers of randomized subjects across treatment arms with single ventricle physiology (SVP) and non-
SVP were 3 and 8, respectively, in the 28 days to < 2 years age group; 107 and 27 in the 2 to < 12 years
age group; and 29 and 18 in the 12 to < 18 years age group. Baseline characteristics by age and clinical
diagnosis (SVP and non-SVP) were balanced between the apixaban and VKA/LMWH arms.

Table 24. Baseline Characteristics Summary - All Randomized Subjects - CV185362

Assessment report
EMA/CHMP/226986/2023 Page 60/112



FEIMAEY DISERSE DIRAGMUSIS (%)

EULMOMEEY HYEERTENSICON 2 ( 1.8) 0 2 | 1.0
5V HYPCPLASTIC LEFT HERRT SYNDROME 38 ( 28.5) 23 ( 36.5) gL [ 31.8)
5V TRICUSFID ATRESIA 11 { 8.5 B[ 12.7) 19 { 9.9)
SV PULM LATRESIL WITH INTACT VENIE SEETUM 7 [ 5.4) 4 [ £.3) 11 [ 5.7
5V DCUELE INIET IEFT VENTRICLE & [ 4.7) 4 [ &.3) 10 [ 5.2)
5V DOUELE CUTLET RIGHT VENIRICLE 11 [ 8.5 3 ( 4.8) 12 [ 7.3)
5V HETEROTLNY SYNDRCME 2 { 1.8) 1{ 1.8 3| 1.8
OTHER. SINGLE VENTRICLIE CEFECT 19 ([ 14.7) 5 { 7.9) 24 | 12.5)
TWO VENTREICLE CONGENITAL HELET DISERSE 7 { E.4) 1{ 1.8 g 4.2
DIIATED CARDIOMYOERTHY 1{ 0.8 1( 1.8 2 | 1.0
FONRSAKT DISEASE WITH CORMLEY ANEURYSMS 16 ( 12.4) 11 { 17.5) 27 | 14.1)
ZTRIAL PRIMERY RRRHYTHMIZ 3 [ 2.3) 0 3| 1.8
OTHER: INCMRIOUS FUIMONREY VENOUS RETURN 1( 0.8 0 1 { 0.5
OTHER: CORRCTATICH OF THE RAOETL 0 1( 1.8 1{ 0.5
OTHFR: DEXTRCCREDTIR, VA DISCORDRNCE, ZVSD, 1 { 0.8) 0 1| 0.5
PUIMONEERY STENOSIS

RIGHT: MOETIC DLRCH, BIGHT ATRIAL ISCMERTISM

OTHER: EBSTEIN'S ANOMELY, ECR 1{ 0.8 0 1§ 0.5

OTHFR: EBSTEINS ZNOMRLY WITH PUIMCERRY ATRESTR 0 1 { 1.8 1| 0.5

OTHER: POLYRRTERITIS NODOSA SYSTEM WITH 1( 0.8 0 1| 0.5
CORQIDEY INEURYSMS

OTHER: PULIMONAR ATEFSIL AND RRTERILL 1 { 0.8) 0 1§ 0.5
VENTRICIE DISCORLBNCE

OTHER: TLFLYLST RRTHERTTIS 1( 0.8 0 1| 0.5

ERIOR SINGIE VENTRICIE HELET SURGERIES (%)

STAEE 3 83 ( £4.3) 45 ( T1.4) 128 { €5.7)

FRIMERY TNOICRTICHS FOR THRCMBOPROBHYIZXIS (%) — MOST COMMON
FOWIRN: ROUTINE INTICORSILATICH €2 ( 48.1) 38 [ 57.1) 93 { 51.0)
GIBNT CORCMRRY ARTERY DMEURYSMS 17 { 13.2) 9 ( 14.3) 26 | 13.5)
INTRIVASCULAR, INTRACZRDIN™ DEVICE/ STENT 13 { 10.1) 4 [ &.3) 17 [ 5.9
FOWILN: EEEDISECSING CONDITION FCR TE 7 [ 5.4) 1{ 1.8 8 4.2
BOCE. MYOCARDTIAL SYSTOLIC FUMCTICN g4 [ 3.1) 4 [ £.3) 8 4.2
HISTCEY OF RTRIAL TACHYARRHYTHMIAS & [ 4.7) 1{ 1.8 70 3.8)

SECCNOZRY INDICATIONS FOR THECMEOPROBHYIANIS (%) - MOST COMMON
INTRLCZEDILC THROMEUS 5 [ 3.9) 5 7.9) 10 { 5.2)
STROFE 7 5.4) 1{ 1.8 80 4.2
CORCIEFRY ARTERY THECMEOSIS g [ 3.1) 3 ( 4.8 70 3.8)
VT CTHER 4 { 3.1) Z 2) & [ 3.1

ERIOR EIFELING OR THEOMEOFMBOLIC EVENTS (%)

MALJOR ELEEDING 1{ 0.8 1{ 1.8 2 { 1.0)
CENM BLEEDING 6 [ 4.7) 2 { 3.2) g0 4.2
STROFE 11 [ 8.5 2 ( 3.2) 13 [ &.8)
MYOCRRDILL INFRRCTICH 5 [ 3.9 2 ( 3.2) 70 3.8)
EULMCOIERY EMPOLIS 1 { 0.8) 1{ 1.8 2 | 1.0
CORCIEFRY THRCMEDS WITHOUT INFRRCTICN IN ED 2 ( 1.8 2 { 3.2) 2 | 2.1
INTRL ZRDILC THROMETS 7 [ 5.4) 4 [ £.3) 11 [ 5.7}
SHONT THROMBOSIS & [ 4.7) 1{ 1.8 70 3.8)
OTHER THRCOMBCEMECLIC EVENT 12 ( 9.3) 11 { 17.5) 23 | 12.0
CORSTLOELTHY i z 2) 2 | 1.0)
WEIGHT (K3)
MEZN 29,18 26.38 28.26
MEDTZN 23.00 20.70 22.25
MIN , MEX 6.1 , 132.8 7.9, 3.2 6.1 , 132.8
5D 18.017 13.837 16.802

The denominator to calculate each percentage was the total number of randomized subjects within each treatment group.
Abbreviations: AVSD = atrioventricular septal defect; CRNM = clinically relevant non-major; DVT = deep vein
thrombosis; KD = Kawasaki disease; PDA = patent ductus arteriosus; SV = single ventricle; TE = thromboembolism;
VA = ventriculoarterial.

Treatment Compliance

125/126 (99.2%) treated subjects in the apixaban arm and 61/62 (98.4%) treated subjects in the
VKA/LMWH arm received between 80% and 120% of the expected number of doses of the study
treatment.
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Concomitant Medication

Concomitant medications were used by 99.2% and 98.4% of subjects in the apixaban and VKA/LMWH
arms, respectively. The use of concomitant medications by medication class appeared generally similar
between the treatment arms.

Primary Efficacy Endpoint

No primary efficacy endpoint was defined for this study.

Secondary Efficacy Endpoint

The secondary efficacy endpoint of a composite of adjudicated thromboembolic events and
thromboembolic event-related deaths was not reported in either treatment arm (Table 25). Of note, an
adjudicated thromboembolic event of stroke was reported in 1 subject in the apixaban arm during the
follow-up period, 316 days after start of dosing and 33 days after the last dose of study treatment and
was, therefore, not included in the secondary analysis. There were no subjects with adjudicated
thromboembolic events in the VKA/LMWH arm.

Investigator-identified thromboembolic events of shunt thrombosis (thrombus in the Fontan conduit)
were reported in 2 subjects (11 and 58 days after start of dosing) in the apixaban arm and no subjects in
the VKA/LMWH arm during the Intended Treatment Period. For the 2 subjects (1.6%) in the apixaban
arm, the per-protocol review conducted by the BIAC determined that these thrombi were non-events,
because they had been present on imaging studies performed prior to study participation and, therefore,
were not treatment-emergent. There were no investigator-identified thromboembolic event-related
deaths reported during the Intended Treatment Period in either treatment arm.

There were no adjudicated thromboembolic events requiring treatment change, medical intervention,
hospitalization, or prolongation of hospitalization in either treatment arm, nor were there any
thromboembolic event-related deaths (Table 25).

There were no adjudicated thromboembolic events or thromboembolic event-related deaths reported with
onset during the Intended Treatment Period in either treatment arm (Table 25).

Table 25. Summary of Adjudicated Efficacy Endpoints During Intended Treatment Period - All Randomized
Subjects - CV185362
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Apixaban VEATLMWH
N=129 N=63

Secondary Efficacy Endpoint

Composite of Adjudicated Thromboembolic Events and Thromboembolic Event-related Death

SUBJECTS WITH EVENT, n 0 0
EVENT RATE (%) 0.00 0.00
o5% CI FUR EVENT RATE { 0.00, 2.82) { 0.00, 5.69)

Other Efficacy Endpoints

Adjudicated Thromboembolic Events Requiring Treatment Change, Medical Intervention,
Hospitalization, or Prolongation of Hospitalization

SUBJECTIS WITH EVENT, n a a

EVENMT BFATE (%) 0.00 0.00

553 I FOR EVENT RATE { 0.00, 2.82) { 0.00, 5.89)
Adjudicated Thromboembolic Event-related Death

SUBJECTIS WITH EVENT, n a 0

EVENT BERTE (%) .00 0.00

§5% CI FOR. EVENT BATE { 0.00, 2.32) { 0.00, 5.69)

Abbreviation: CI = confidence interval.
Source: Table 7.1-1 of the CV183362 CSR3

Quality of Life

PedsQOL questionnaires were administered only to English-speaking subjects and their parents/proxies.
PedsQL questionnaires were to be completed by English-speaking subjects who were >= 5 years of age,
or by the parents/proxies of English speaking subjects >= 2 years of age.

Parent and child-reported PedsQL mean scores were calculated at baseline and post-baseline visits
(Month 6 and Month 12), as were the changes in mean scores from baseline for both post-baseline visits.
Post baseline differences in mean changes in scores from baseline between the treatment arms, along
with 95% Cls, were also calculated. Among these surveys, those with missing data for > 50% of items
were excluded from the analyses. Only subjects who completed questionnaires at both baseline and post-
baseline visits were included in the analyses.

The data from the QOL questionnaires were of limited interpretability due to small sample sizes. The
changes in mean scores from baseline were small in both treatment arms. There were no clinically
meaningful post baseline differences in mean changes in scores from baseline between the treatment
arms.

KIDCLOT questionnaires were to be completed by English-speaking subjects > 8 years of age, or by
parents/proxies of English-speaking subjects > 34 weeks of age. Only subjects who were administered
apixaban or warfarin were eligible to complete the questionnaire. Parent- and child-reported mean
KIDCLOT scores were calculated at baseline and post-baseline visits (Month 6 and Month 12), as were the
changes in mean scores from baseline for post-baseline visits. Post-baseline differences in mean changes
in scores from baseline between apixaban and warfarin treatments were also calculated.

Changes from baseline were small in both the apixaban- and warfarin-treated subjects. There were no
clinically meaningful post-baseline differences in mean changes in scores from baseline between the
treatments.
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7.6. Discussion

The prospective, randomized, open label study CV185362, was primarily initiated as a safety study in
children (from 28 days to <18 years) with congenital or acquired heart disease requiring chronic
anticoagulation for thromboprophylaxis, compared to VKA and low molecular weight heparin (LMWH).

Therefore, the study included no primary efficacy endpoints, only secondary efficacy endpoints and was
not powered to establish any efficacy outcome, which likely limits interpretation of efficacy in this
paediatric population.

The study included 192 patients. The apixaban and VKA/LMWH arms were well-balanced with respect to
baseline demographics and disease characteristics. The majority of subjects had congenital heart disease,
most commonly with SVP. Overall, 66.7% of subjects were status post a Fontan procedure, the third of
three standard palliative surgeries for single ventricle disease. Routine anticoagulation after the Fontan
procedure was the most common reason for thromboprophylaxis.

In this study, there were no adjudicated thromboembolic events or thromboembolic event-related deaths
in either treatment arm. This is understandable, given the low incidence of such events in this population
and that, as a result, the study was not powered to evaluate them. A recent study examining the use of
rivaroxaban in subjects after a Fontan procedure also reported a low event rate.V

Subject QOL was measured in the CV185362 study using the PedsQL and KIDCLOT instruments. Neither
survey found improved QOL for subjects in the apixaban arm compared to the SOC arm. The relatively
small number of subjects and parents who completed questionnaires limits the interpretability of the data
collected.

Overall, despite that, based on the mechanism of action some effect may be expected. However, with
such limited data limiting interpretation of the efficacy in this clinical setting, it is agreed that any
indication may not be warranted.
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8. Clinical Safety aspects

All safety evaluations were conducted and reported according to Good Clinical Practice (GCP) guidelines.
Data were collected for bleeding events, AEs, clinical laboratory test results, and vital signs.

8.1. Methods - analysis of data submitted

8.1.1. Study Cv185118

The evaluation of safety was based on clinical AEs, vital signs, and clinical laboratory results reported
during the study. All recorded adverse events were listed and tabulated by system organ class and
preferred term, age group and overall. If any, AEs associated with palatability would be listed by age
group.

Physical examination abnormal findings were listed. Vital signs and clinical laboratory test results and
corresponding change from baseline values were listed and summarised by age group. Marked
abnormalities for clinical laboratory test results were also listed and summarised, using the standard BMS
criteria as well as protocol specified criteria. In the summaries of marked laboratory abnormalities, both
scheduled and unscheduled visits were included.

8.1.2. Study CV185155

The primary safety endpoint was adjudicated major bleeding, defined as per International Society on
Thrombosis and Haemostasis (ISTH) criteria as bleeding that satisfies 1 or more of the following criteria:
(i) fatal bleeding; (ii) clinically overt bleeding associated with a decrease in hemoglobin of at least 20 g/L
(ie, 2 g/dL) in a 24-hour period; (iii) bleeding that is retroperitoneal, pulmonary, intracranial, or
otherwise involves the CNS; and/or (iv) bleeding that requires surgical intervention in an operating suite,
including interventional radiology.

The secondary safety endpoint was the composite of major and CRNM bleeding. CRNM bleeding is defined
as bleeding that satisfies one or both of the following: (i) overt bleeding for which blood product is
administered and not directly attributable to the subject’s underlying medical condition and (ii) bleeding
that requires medical or surgical intervention to restore hemostasis, other than in an operating room

Descriptive results were based on events reported in the Safety Population during the treatment period.
To construct nominal p-values and 95% CIs for relative risk, the Cochran- Mantel-Haenszel test, stratified
by age groups of < 10 years and > 10 years old was used at the 2-sided « =0.05 level. Construction of
ClIs for single event rates were based on the Agresti-Coull method.

8.1.3. Study CV185362

The primary safety endpoint was the composite of adjudicated major or CRNM bleeding per ISTH criteria.

Secondary safety endpoints included adjudicated major bleeding, adjudicated CRNM bleeding, all
adjudicated bleeding, drug discontinuation due to adverse effects, intolerability, or bleeding, and all cause
death.

For the primary safety endpoint of a composite of adjudicated major or CRNM bleeding events during the
treatment period, descriptive statistics including event rates, difference of event rates, and 95% CI were
provided, and relative risk and 95% CI for relative risk was calculated based on the stratified Mantel-
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Haenszel’s method if the total number of events was above 5. Additional summaries included components
of the primary safety endpoint, as well as all bleeding events.

Adjudicated major bleeding and adjudicated CRNM bleeding, as well as all adjudicated bleeding events
were also assessed using the event rate adjusted for time, 95% CI for the event rate, relative risk, and
95% CI for relative risk were displayed.

The frequencies and percentages of bleeding occurring within 24 hours after cardiac catheterization and
bleeding occurring within 48 hours after surgery were summarized by treatment group.

8.2. Results on Safety

8.2.1. Exposure

Study therapy
e Subjects in CV185118 received a single dose of apixaban.

e The median extent of exposure in the apixaban arm in CV185155 was 25.0 days (mean: 23.5, standard
deviation [SD]: 6.25).

e The median extent of exposure in the apixaban arm in CV185362 was 358 days (mean 330.6, SD
83.04).

8.2.1.1. Study CV185118

All 49 treated subjects received a single oral dose based on the treatments listed in (Table 26).
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Table 26. Apixaban dose in each age group — CV185118

Paediatric Subject Groups Dase Number Treated

Group 1

0.1mg 1
Neonates up to 27 days?
Group 2B

1.08 mg/m? 11
Infants 28 days to < 9 months

Group 2A
Young Children 9 months to <2 1.08 mg/ m? 5
years
Group 24b
Young Children 8 months to < 2 243 mg/m” 4
vears
Group 3
Young Children 2 years to < 6 1.17 mg/ m* 8
years
Group 4

1.80 mg/ m? 10
Children 6 years to <12 years

Group 5 fa
Adolescents 12 years to <18 years 219 mg/m 10

Neonates up to 27 days of age (= 34 weeks gestational age or > 37 weeks post conceptual age)
b{n=4 additional subjects)

Source: CW183118 Final CSR Figure 3.4.1-1, CV198118 CSR Appendix 4.1.

In this study, there were 49 patients aged 9 days to 16 years enrolled at risk for a venous or arterial
thrombotic disorder who had a mean age of 5.1 years, mean BMI of 16.3 (range 10.1-27.2) kg/m? and of
whom 43% were males and 57% females. No children were included aged 16 to 18 years. Group 4 and
Group 5 included subjects with a BMI up to 26.7, 27.2 kg/m?, respectively. There were no other notable
demographic differences.

All subjects had medical conditions and were at risk for a venous or arterial thrombotic disorder, with or
without a central venous catheter or arterial line. The body system related to the primary medical
conditions for the subjects reported included neoplasia or other cancers (n=10), musculoskeletal (n=5),
cardiovascular (n=19), respiratory (n=4), gastrointestinal (n=4), hematologic-lymphatic (n=5),
dermatologic (n=1) and peripheral vascular (n=1).
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Table 27. Subject demographic summaries and screening physical collection

Parameter Group 5 Group 4 Group 3 Group 2A Group 2B Group 1 All Subjects
(¥=10) (N=10) (n=8) (N=9) =11 ~=1) (N=49)
Age, vears, months or days (years) (years) (years) (months) (days) (days) (years)
Mean (SD) 13.7(1.4) 7.4(1.2) 3.6(1.2) 13.3(4.2) 126.9 (67.2) 9.0 (-) 5.1(5.2)
Range 12.0-16.0 7.0-8.0 2.3-45 10.0-15.0 85.0-151.0 - 0-16.0
Gender, N (%)
Male 4 (40) 4 (40) 4 (50) 4 (44) 5 (45) 0 21 (43)
Female 6 (60) 6 (60) 4 (50) 5(56) 6 (55) 1(100) 28 (57)
Race, %
White 7(70) 8 (80) 8 (100) 9 (100) 9 (82) 1(100) 42 (86)
Black or African American 3(30) 2 (20) 0 0 0 0 5(10)
Other 0 0 0 0 2(18) 0 24
Ethnicity, %
Hispanic/Latino 0 3 (30) 1(12) 0 5(46) 1(100) 10 (20)
Not Hispanic/Latino 6 (60) 5 (50) 2(25) 4 (44) 3(27) 0 20 (41)
Not Reported 4 (40) 2(20) 5(63) 5(56) 3(27) 0 19 (39)
Weight, kg
Mean (SD) 49.9(17.1) 20.8 (11.1) 159 (4.7) 8.3(24) 4.9(1.7) 3.1(-) 21.5(19.3)
Range 32.1-80.9 19.4-47.6 10.8-25.2 4.0-11.3 3.0-8.5 - 3.0-80.9
Body Surface Area, ml
Mean (SD) 1.5(0.3) 1.0(0.2) 0.7 (0.1) 0.4 (0.1) 0.3(0.1) 0.2 (=) 0.8 (0.5)
Range 1.2-2.0 0.8-1.4 0.5-0.9 0.3-0.5 0.2-0.4 - 0.30-1.2
Body Mass Index, l<1g;"m2
Mean (SD) 19.4 (4.5) 17.7 (4.3) 14.9 (1.8) 15.6 (2.55) 14.4 (2.35) 11.9 (=) 16.3 (3.8)
Range 14.3-27.2 13.5-26.7 11.4-17.2 10.1-17.9 10.9-17.5 - 10.1-27.2

Source: Appendix 3.1 (Demography). Appendix 3.2 (Physical Measurements) Table $.3.1 (Summary Demography) and Table $.3.2 (Summary Physical

Measurements)

Group 5: Adolescents 12 years to <18 years; Group 4: Children 6 years to <12 years Group 3: Young Children 2 years to < 6 years; Group 2B: Infants 28 days to
< 9 months; Group 2A: Young Children 9 months to < 2 years: Group 1: Neonates up to 27 days old

BMI: Body Mass Index = weight(kg) / height(m)?
Jweight (ka) = height (em)

BSA(m’) =
A=y 3600

2 Enrollment/screening procedures began when subject was 9 days old; at the time study drug administration, subject was 15 days old.

8.2.1.2. Study CV185155

Exposure

The median extent of exposure in the apixaban arm in CV185155 was 25.0 days (mean: 23.5, standard
deviation [SD]: 6.25). The median extent of exposure was the same between the prospectively defined,
age-specific strata in the apixaban arm (< 10 years of age [n = 179] and = 10 to < 18 years of age

[n = 77]): 25.0 days (mean of 23.6, SD: 6.25) and 25.0 days (mean of 23.4, SD: 6.31), respectively.

Subjects were treated with induction chemotherapy for a median of 29.0 days (mean of 26.8; SD: 7.20)
in the apixaban arm and 29.0 days (mean of 29.1; SD: 3.78) in the SOC arm (Table 28). This
represented ~18.75 years (981.1 patient-weeks) of exposure to treatment in the apixaban arm and
20.25 years (1062.6 patient-weeks) in the SOC arm.

Table 28. Summary of exposure — CV185155
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Apixaban s0C Total

Exposure (Days) N =156 N =156 N =512
Induction Chemotherapy
Number of Subjects 256 256 512
Mean (5D 26.8(7.20) 201 (3.78) 27.9(5.8%)
Median 290 290 290
Min, Max 1.33 1.52 1.53
Total Patient Weeks 281.1 1052.8 20437
Apixaban
Number of Subjects 250
Mean (301 23.3(6.23)
Median 250
Min, Max 1. 41
Total Patient Weeks 2409

Source: CV185133 CSR Table 14411, CV183155 Table 14.4.1.2a

8.2.1.3. Study CV185362

Exposure

The majority of randomized subjects received treatment for 337 days in both treatment arms; the mean
(SD) exposure was 330.6 (83.04) days and 344.4 (56.41) days in the apixaban and VKA/LMWH arms,
respectively (Table 29). The mean (SD) exposure after excluding days of dose interruption was 328.8
(83.70) days and 339.0 (57.62) days in the apixaban and VKA/LMWH arms, respectively.

The mean (SD) exposures in the 28 days to < 2 years, 2 to < 12 years, and 12 to < 18 years age groups
were 260.4 (109.9), 332.0 (86.9), and 344.8 (52.5) days, respectively, in the apixaban arm; and 204.0
(119.6), 348.4 (47.3), and 360.7 (19.7) days, respectively, in the VKA/LMWH arm.

Table 29. Extent of Exposure from First Through Last Day of Dosing - All Randomized Subjects -
CV185362

Brixaban WEL/ TMIH

Daya of Exposure H= 129 H =63
HIMBEE. OF SUBJECTS 12¢& %4

<= 30 4 { 3.2) 0

31 - 180 4 { 3.2) 30 4.8)

181 - 338 17 { 15.5) 12 [ 15.4)

337 - 360 43 ( 34.1) 15 [ 24.2)

> 380 E8 ( 45.0) 32 [ 5l1.8)
MEAN (5D) 330.¢ ( 893.04) 344.4 | B&.41)
MEDTAN 358.0 382.5
M , MRX 5, 392 108 , 445
TOTLL. PATTEMT-DAYS 41653 21353

The denominator to caleulate each percentage was the total number of treated subjects within each freatment group.
Exposure was defined as: last dose date - first dose date + 1.

Total patient-days was defined as the sum of the individual exposures (in days).

Source: CV183362 C5R Table 14.4.1.1
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8.2.2. Bleeding events: primary, secondary and exploratory safety endpoints

e In CV185118, AEs of clinical interest were defined as those relating to major bleeding or CRNM
bleeding events. One subject had an AE of mild contusion considered by the investigator to be a
procedural complication and not related to apixaban treatment and 1 subject had a clinical laboratory
AE of prolonged aPTT that was not associated with any bleeding events.

e In CV185155, the incidence of major bleeding during treatment with induction chemotherapy
(primary safety endpoint), was the same in the apixaban and SOC (no prophylaxis) arms. The
incidence of the composite of adjudicated major bleeding and adjudicated CRNM bleeding events
during treatment with induction chemotherapy (secondary safety endpoint) was numerically higher in
the apixaban treatment arm as compared to that in the SOC arm.

e In CV185362, 1 (0.79%) subject in the apixaban arm and 3 (4.84%) subjects in the VKA/LMWH arm
met the primary safety endpoint of the composite of adjudicated major or CRNM bleeding events. The
frequency of all adjudicated bleeding events (major, CRNM, or minor) was 37% in each treatment
arm.

8.2.2.1. Study CV185155

Primary safety objective

For the primary safety endpoint of adjudicated major bleeding during treatment with induction
chemotherapy, the incidence in the apixaban and SOC arms was the same, with events having occurred
in 2 subjects (0.8%) in each arm (Table 30). Of note, 1 of the major bleeding events in the apixaban arm
occurred after randomization but prior to administration of the first dose of apixaban and was therefore
not considered treatment-emergent.

Secondary safety objective

The secondary safety objective was the incidence of a composite of adjudicated major bleeding and
adjudicated CRNM bleeding events during treatment with induction chemotherapy. The percentage of
subjects who met this endpoint was numerically higher in the apixaban treatment arm (n=13 (5.1%) vs
n=5 (2.0%)), RR 2.60 (95% CI: 0.94 to 7.17; 2-sided nominal p = 0.0546).

Other bleeding events

The relative risk of CRNM bleeding events occurring during the Intended Treatment Period (the period
from the date of randomization through 2 days (or through 30 days for SAE tabulations) after
discontinuation of study drug), was higher in the apixaban arm compared to the SOC arm (relative
risk: 3.67; 95% CI: 1.04 to 12.97; nominal p = 0.0303). One or more events were observed in

11 subjects (4.3%; 95% CI: 2.33 to 7.62) and 3 subjects (1.2%; 95% CI: 0.24 to 3.55), in the 2
treatment arms, respectively (Table 30).

The relative risk of minor bleeding events occurring during the Intended Treatment Period was increased
in the apixaban arm compared to the SOC arm (relative risk: 1.85; 95% CI: 1.10 to 3.10;

nominal p = 0.0169); one or more events were observed in 37 subjects (14.5%;

95% CI: 10.64 to 19.32) and 20 subjects (7.8%; 95% CI: 5.06 to 11.82) in the 2 treatment arms,
respectively).

The relative risk of any bleeding events occurring during the Intended Treatment Period was increased in
the apixaban arm compared to the SOC arm (relative risk: 1.96; 95% CI: 1.24 to 3.10;

nominal p = 0.0032); events were observed in 47 subjects (18.4%; 95% CI: 14.07 to 23.58) and

24 subjects (9.4%; 95% CI: 6.33 to 13.62) in the 2 treatment arms, respectively (CV185155 CSR
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Table 14.6.1.8), predominately due to an imbalance in the number of reported events of epistaxis. The
majority of those events were of mild to moderate intensity. Two adjudicated bleeding events occurred in
subjects in the apixaban arm who were not treated with apixaban, resulting in an incidence of

18% (95% CI: 13.71 to 23.26) in subjects treated with apixaban (CV185155 CSR Table 14.6.1.8a).

Platelet transfusions were administered to 179 subjects: 95 (37.1%) and 84 (32.8%) in the apixaban and
SOC arms, respectively (CV185155 CSR Table 14.6.1.7). Platelet transfusions were administered a total of
514 times: 266 and 248 times in the apixaban and SOC arms, respectively.

Table 30. Bleeding Event Summary - Safety Population - CV185155

Objective Apixaban 50C
Endpoint (unit) n =156 n=2156

Primary Safety Endpoint

Adjudicated Major Bleeding Events

Event Rate, n (%) 2(0.8%) 2(0.8%)
(93% CI lower bound, upper bound) (0.03%, 2.99%) (0.03%, 2.99%)
Relative Rizk (apixaban / SOC) 1.00
(93% CI lower bound, upper bound) (0.14, 7.01)
Nominal p-value 1.00

Secondary Safety Endpoint

Composite of Adjudicated Major Bleeding and CENM Bleeding Events
Event Rate, n (%) 13 (5.1%) 5(2.0%)
(95% CI lower bound, upper bound) (2.91%, 8.37%) (0.71%, 4.62%)
Relative Rizk {apixaban / 80C) 2.60
(95% CI lower bound, upper bound) (094, 717
Nominal p-value 0.0546

Other Endpoints

Adjudicated CRNM Bleeding Events
Event Fate, n (%) 11 {4.3%) 3(1.2%)
(93% CI lower bound, upper bound) (2.33%, 7.62%) (0.24%, 3.55%)
Relative Risk {apixaban / 30C) 3.67
(93% CI lower bound, upper bound) (1.04,12.97)
Nominal p-value 0.0303
Adjudicated Minor Bleeding Events

Event Eate, n (%) 37 (14.5%) 20 (7.8%)
(93% CI lower bound, upper bound) (10.64%, 19.32%) (5.06%, 11.82%)
Relative Risk {apixaban / 80C) 1.85
(93% CI lower bound, upper bound) (1.10, 3.10)
Nominal p-value 0.01589

Platelet Transfusions During the Treatment Period?®
Subjects given a tranzfusion, n (%) 95 (37.1%) 84 (32.5%)
MNumber of transfusions given 266 248

95% confidence interval for single event rates iz constructed bazed on Agresti-Coull's method.

Two-sided p-value and 95% CI for relative risk are calculated using Cochran-Mantel-Haenszel test stratified by age
at baseline. Adjusted relative risk of event rates talees into consideration age at baseline as a stratification factor.

Treatment period refers to the period from the day of randomization through either 2 days after early discontinuation
or end of treatment Day 29 =5 visit.

Percentage is calculated based on number of randomized subjects
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Abbreviations: AE, adverse event; CI, confidence interval; CRNM, clinically relevant non-major; NE, not
estimable; SAE, serious adverse event.

8.2.2.2. Study CV185362

Primary safety endpoint

During the treatment period, 1 (0.79%) subject in the apixaban arm and 3 (4.84%) subjects in the
VKA/LMWH arm met the primary safety endpoint of the composite of adjudicated major or CRNM bleeding
events (Table 31).

Among these 4 subjects across both treatment arms who met the primary safety endpoint, there were a
total of 6 events reported: 2 events in a single subject in the apixaban arm and 4 in the VKA/LMWH arm.
The subject in the apixaban arm had both a CRNM and a major bleeding event 283 and 286 days after
start of dosing, respectively. Of the 3 subjects in the VKA/LMWH arm, 1 had 2 CRNM bleeding events (1
gingival bleeding and 1 contusion; both events occurred during the same VKA intoxication episode 139
days after start of dosing, 1 had a major bleeding event 13 days after start of dosing, and 1 had a CRNM
bleeding event 33 days after start of dosing.

When incidence rates were exposure-adjusted, the incidence rates per 100 person-years of exposure for
the composite of adjudicated major or CRNM bleeding events during the treatment period were 1.8 and
6.8 in the apixaban and VKA/LMWH arms, respectively.

Table 31. Bleeding Event Summary - Safety Population - CV185362
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Objective
Endpoint (unit)

Apixaban VEALMWH
n=126 n =062

Primary Safety Endpoint

Composite of Adjudicated Major or CRNM Bleeding
Subjectz with an Event, n (%)

(03% CI lower bound, upper bound)
Difference from VEA/TMWH

(93% CI lower bound, upper bound)

Eelative Risk

1( 0.79) 3( 4.84)
(0.02, 4.34) (1.01, 13.50)
405
(-12.77,0.79)
NE

Secondary Safety Endpoint

Adjudicated Major Bleeding
Subjectz with an Event, n (%)
(05% CI lower bound, upper bound)
Difference from VEA/TMWH
(93% CI lower bound, upper bound)
Eelative Rizk

1(0.79) 1(1.61)
(0.02, 434) ( 0.04, 8.66)
0.82
(-8.14,3.29)

NE

Adjudicated CENM Bleeding
Subjects with an Event, n (%)
(05% CI lower bound, upper bound)
Difference from VEATMWH
(93% CI lower bound, upper bound)
Eelative Rizk

1( 0.79) 2( 3.23)
(0.02, 4.34) (0.39,11.17)
243
(-10.54, 1.94)
NE

Adjudicated All Bleeding
Subjects with an Event, n (%)

47 (37.30) 23 (37.10)

(93% CI lower bound, upper bound) (28.26, 43.75) (23.07,49.12)
Difference from VEATMWH 0.20

(05% CI lower bound, upper bound) (-14.49_ 14 00)

Relative Riszk 1.01

(95% CI lower bound, upper bound) 0.68, 1.51

Abbreviations: CI, confidence interval; CRNM, clinically relevant non-major; LMWH, low molecular weight heparing
VEA vitamin K antagonist.

Eelative risk and 93% CI caleulated based on Mantel-Haenszel's method stratified by age and clinical diagnosis were
to be evaluated if the total number of events is above 5. This was applicable to primary and secondary endpoints only.
Included events with onset between first dose and within 2 days of last dose of study medication.

05% CI of event rate was calculated based on normal approximation, if the number of events in that treatment group
13 = 5, otherwise exact approximation was used. This was applicable to primary and secondary endpoints only.

Sources (all from CV185362 CSE): Table 14.6.1.1 (Primary endpoint), Table 14.6.1.2 (adjudicated major bleeding),
Table 14.6.1.3 (Secondary endpoint), Table 14.6.1.4 (all bleeding), Table 14.6.1.3 (CENM bleeding).

Secondary Safety Endpoints

One (0.79%) subject in the apixaban arm and 1 (1.61%) in the VKA/LMWH arm had an adjudicated
major bleeding event during the treatment period.

One (0.79%) subject in the apixaban arm and 2 (3.23%) in the VKA/LMWH arm had an adjudicated
CRNM bleeding event during the treatment period.

A total of 47 (37.30%) subjects in the apixaban arm and 23 (37.10%) in the VKA/LMWH arm had an
adjudicated bleeding event (CRNM, major, or minor) during the treatment period. Adjudicated bleeding
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events during the treatment period were reported in 1/4 (25.0%) subjects treated with enoxaparin and
18/47 (38.30%) subjects treated with warfarin.

Drug Discontinuation due to AEs, Intolerability, or Bleeding: Drug discontinuation due to AEs, intolerability,
or bleeding was reported in 7 (5.56%) subjects in the apixaban arm and 1 (1.61%) subject in the
VKA/LMWH arm with a relative risk of 3.11 (95% CI 0.44, 21.98) (CV185362 CSR Table 14.6.1.6). Two
subjects in the apixaban arm discontinued treatment due to shunt thrombosis. These thrombi were
adjudicated by the independent, blinded EAC as non-events and were not treatment-emergent.

Subgroup Analyses for Age

Subgroup analysis across age-ranges was performed. None of the subjects in the 28 days to < 2 years or
12 to < 18 years age group experienced an adjudicated major or CRNM bleeding event. All 4 subjects with
the composite of adjudicated major or CRNM bleeding events were reported in the 2 to < 12 years age
group (1/87 [1.15%] apixaban; 3/44 [6.82%] VKA/LMWH).

Results for all adjudicated bleeding events in the apixaban and VKA/LMWH arms by age-based subgroup
were as follows:

Age 28 days to < 2 years: 4/8 (50.0%) vs 0/3 subjects for apixaban vs VKA/LMWH. Of note, all events in
this age group were mild in intensity (Grade 1).

Age 2 to < 12 years: 34/87 (39.08%) vs 18/44 (40.91%) for apixaban vs VKA/LMWH.
Age 12 to < 18 years: 9/31 (29.03%) vs 5/15 (33.33%) for apixaban vs VKA/LMWH.

Incidence rates per 100 person-years

When incidence rates were adjusted by time of exposure and included all events, the incidence rates per
100 person-years of exposure for all adjudicated bleeding events during the treatment period were 100.0
and 58.2 in the apixaban and VKA/LMWH arms, respectively.

Bleeding-related AEs

The most frequently reported (> 5% in either treatment arm) bleeding-related AEs were as follows:
Epistaxis: apixaban 14.3%; VKA/LMWH 6.5%
Contusion: apixaban 6.3%; VKA/LMWH 6.5%
Hematoma: apixaban 6.3%; VKA/LMWH 1.6%

Bone density

The body locations assessed by DXA scan were hips, lumber spine, and total body less head. Summary
statistics for bone mineral density changes from baseline to 12 months in subjects with both baseline and
Month 12 measurements are provided in Table 32. There were minimal changes in mean bone mineral
density at Month 12 relative to baseline at all 3 locations in both treatment arms and no notable
differences in mean bone mineral density between the treatment arms.

Table 32. : Summary Statistics for Bone Mineral Density Change from Baseline (g/cmZ2) - All Treated
Subjects.
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Visit Location Statistics = L"’ N =62
BASET.TNE HIPS n 31 15
MEAN 0.7010 0.6099
SD 0.1e191 0.21424
LUMERR. SPINE L1-I4 n 50 23
MEEN 0.6069 0.5813
SD 0.23763 0.1514¢
TOTAL BODY IESS HEAD n 47 22
MEZN 0.6390 0.6244
SD 0.13011 0.13013
MONTH 12 HIPS n 14 10
MEAN -3.6014 0.628
<D 0.13073 0.15425
MERN CHANGE L‘J.UB"Jﬂ (0.04015) -0.0109 (0.08910)
FRCM BRASELINE (SD)
LUMERR, SPINE L1-14 n 15 12
MEAN 0.6922 0.5968
SD 0.15782 0.11649
MEAN CHANGE 0.0516 (0.07868) 0.0344 (0.03035)
FFCM BASELTNE (SD)
TOTAL BODY LESS HEAD n 18 12
MEEN 0.6794 0.6'362
SD 0.13251 . 12803
MEAN CHANGE 0.0421 (0.02424) 0.5_1U (0.01884)

FRCM BASELTNE (SD)

8.2.3. Adverse Events

8.2.3.1. Analysis of Adverse Events

Single oral doses of apixaban were generally safe and well-tolerated by the 49 paediatric subjects in
CV185118. SAEs were rare. All of the SAEs and most AEs in CV185118 were considered not related to
study drug by the investigator (Table 33).

Across the 3 studies, there was 1 death in an apixaban-treated subject (CV185155), which was due
to cardiac arrest with disseminated intravascular coagulation, acute coronary syndrome, and
retroperitoneal hemorrhage.

Rates of all-causality AEs and SAEs were similar between apixaban and SOC groups in CV185155 and
between apixaban and VKA/LMWH groups in CV185362 (Table 33). Epistaxis was observed more
frequently in apixaban-treated subjects than in SOC or VKA/LMWH groups. Epistaxis events were
mild, responded to treatment, and did not lead to hospitalizations or discontinuation of apixaban.
Epistaxis is consistent with the known safety profile of apixaban in adult patients and therefore not a
new or unexpected event.

Treatment-related SAEs occurred at low rates in the apixaban arm in CV185155 and, in CV185362, in
both the apixaban and VKA/LMWH arms. Treatment-related AEs were more frequent in in the
apixaban arms in CV185155 and CV185362 (Table 33).

Treatment-related AEs leading to discontinuation in apixaban-treated subjects were reported in

13 subjects (5.1%) in CV185155 and in 5 (4.0%) subjects in CV185362. In CV185362, 2 AEs leading
to discontinuation were due to shunt thrombosis (these events were also reported as treatment-
related SAEs). In both cases, the per-protocol review conducted by the independent, blinded EAC
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determined that the thrombi were non-events as they were present on imaging studies performed
prior to study participation, and, therefore, were not treatment-emergent.

Table 33. Overall Safety Summary Safety Population

CV185118 CV185155 CV185362
Apixaban Apixaban 50C Apixaban VEALMWH
n =49 n=2156 n =156 n=126 n=262

Deaths, n (%) 0 1{0.4) 3(1.2) 0 0
All-causality SAEs, 2 (%) 241 92(33.9) 82 (32.09 26 (20.6) 13 21.0)
Treatment-related SAEs, n (%) Q 727 0 6(4.8) 5(8.1)
AEs Leading to Discontinuation, n (%) o 353(13.7) 2(0.8) 6(4.8) 1(1.6)
Brenment elted A Lening o : 561 : s e
All-causality AEs, n (%) 13 (30.6) 232(90.6) 215 (B4.0) 107 (34.9) 53 (85.5)
Treatment-related AEs, n (%) 4(8.2) 38(14.8) 3(1.2) 41 (32.5) 16 (25.8)

Abbreviations: AE, adverse event; LMWH, low molecular weight heparin; SAE, serious adverse event; SOC, standard of care; VKA, vitamin K antagonist.

Source: CV123118 CSR Table 5.6.4 (AEz), CV185118 CSE Table 5.6.7 (SAEs), CV185118 CSE Table 5.6.3.1 (related AEs), CV1E83118 CSR Table 5.6.6
(discontinuations), CV183118 CSR Appendix 6.2 (related SAEs), CV183135 CSR Table 8.1-1, CV183362 CSE Table 5.1-1.

8.2.3.2. Common Adverse Events

8.2.3.2.1. Study CvV185118

Fifteen (15) of the 49 (30.6%) treated subjects had treatment-emergent AEs. The most frequently
occurring AE was pyrexia, which occurred in 4/49 (8.2%) subjects overall (n=2 in Group 4, n=1 in Group
3 and n=1 in Group 2B) and 2/49 (4.1%) subjects overall had AEs of vomiting (n=2 in Group 4). The
remaining AEs each occurred in 1/49 (2.0%) subject (Table 34).

Four (4) subjects had AEs considered by the Investigator to be related to study drug (n=1 in Group 3
elevation in aPTT, n=1 in Group 4 headache and vomiting, n=1 Group 2B diaphoresis and n=1 in Group
2B bleeding gums). The most frequently occurring AE was pyrexia, which occurred in 4/49 (8.2%)
subjects overall (n=2 in Group 4, n=1 in Group 3 and n=1 in Group 2B).

Table 34. Adverse Event Summary - CV185118
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System Organ Class Group § Group 4 Group 3 Group ZA Group ZIB Group 1 All Subjects

Preferred Term n (%a) (N=10) (N=10) (N=8§) (N=9) (N=11) mN=1) (N=49)
Total Subjects with an Event n (%9) 3 (30.00 3 (30.00 2(25.00 3(33.3) 4 (36.4) 0 13 (30.6)
General Disorders and Administration Site Conditions

Pyrexia a 2 (20.0) 1(12.5) a 1{9.1) 0 4(8.2)

MNon-cardiac chest pain 1{10.0) [ L4} L4} L4} o} 1¢2.0%

Pain 0 1(10.0) 0 0 0 0 1(2.0%
Gastrointestinal Disorders

Vomiting 0 2 (20.0) 0 0 0 0 2(4.1)

Gastroesophageal reflux disease 1{10.0) [ 0 0 0 0 1¢2.0%

Gingival bleeding L] [} L] L] 1{9.1) Q 12.0)

TMausea 1(10.0) 0 0 0 0 0 1(2.0%
Infections and Infestations

Device Related Infection 4] 0 4] 1(11.1) 4] 0 1{2.0%
Injury, Poisoning and Procedural Complications

Contusion 1(10.0) 0 a a a 0 1(2.00

Post procedural hemorrhage 1] 4] 1] 1] 1(9.1) 4] 1(2.0)
Investigations

Activated partial thromboplastin time prolonged 0 [ 1{12.5) 0 0 0 1¢2.0%
Nervous System Disorders

Headache 0 1 (10.0) 0 0 0 0 1(2.00

Seizure 0 1(10.0) 0 0 0 0 1{2.0%
Product Issues

Device malfunction a 0 a 1(11.1) a 0 1(2.0
Psychiatric Disorders

Restlessness 1] [} 1] 1(11.1) 1] 1] 1(2.0)
Respiratory, Thoracic and Mediastinal Disorders

Hypoxia 0 0 0 1(11.1) 0 0 1{2.0%
Skin and Subcutaneous Tissue Disorders

Hyperhidrosis 0 0 0 0 1(9.1) 0 1(2.00%

Rash| 0 0 0 1(11.1) 0 0 1{2.0%

Vascular Disorders
Venous thrombosis limb 0 1{10.0) 0 0 0 0 1(2.0)

Source: CV183118 C8R Table 3.6.4. Group 3: Adolescents 12 years to <18 years; Group 4: Children 6 years to <12 years; Group 3: Young Children 2 years to <
6 years; Group 2B: Infants 28 days to < 9 months; Group 2A: Young Children 9 months to < 2 years; Group 1: Neonates up to 27 days old

8.2.3.2.2, Study CV185155

AEs were reported for 232 (90.6%) and 215 (84.0%) subjects in the apixaban and SOC (no anticoagulant
prophylaxis) arms, respectively. The most common AEs were anemia (n=85; 33.2% vs n=90; 35.5%),
constipation (n=59; 23.0% vs n=52; 20.3%) for the apixaban and SOC arm, respectively, and platelet
count decreased (n=55; 21.5% in each arm) (Table 35):

Treatment-related AEs were reported in 38 (14.8%) and 3 (1.2%) subjects in the apixaban and SOC
arms, respectively. The most commonly reported treatment-related AEs were epistaxis (n=8; 3.1% vs
none), ALT increased (n=6; 2.3% vs n=1; 0.4%), AST increased (n=5; 2.0% vs none) and blood bilirubin
increased (n=4; 1.6% vs none), for the apixaban arm vs the SOC arm, respectively (Table 36).

Table 35. Adverse Events Summary with a Cutoff of 5% - Safety Population - CV185155
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Syztem Orgen Class (%) I Standard of Care
Freferred Term (%) N = 256 H = 256
TCOTRL. SUBJECTS WITH AN EVENT 232 | 90.6) 215 | 84.0)
Investigations 127 { 49.8) 122 | 47.7)
Flatelet count decreased 55 21.5) S [ 21.3)
Alanine aminctransferase increased 47 { 18.4) 3% | 15.2)
Aspartate sminotransferasse increased 29 ( 11.3) 13 ( 7.0)
Heutrophil count decreased 22 [ EB.g) 26 ( 10.2)
White kblood cell count decreased 21l [ 8.2) 23 ( 10.9)
Blood kilirubin increased 17 { B.8) 16 | &.3)
Elood fibrinogen decreased 12 { 4.7) 132 ( 5.1)
Gastrocintestinal discrders 123 ( 48.0) 130 [ 50.8)
Conatipation 59 ( 23.0) 52 ( 20.3)
Abdominal pain 34 ( 13.3) 45 | 19.1)
Diarrhoes 28 [ 10.2) 16 | &.3)
Vo ting 13 | 7.4) 17 [ &.8)
Hansea B { 7.0) 20 ( 7.8)
Abdomine] distensicon 17 | 8.8) 12 | 4.7)
Stomatitis 12 { 4.7) S 5.9
Elood and lumphatic ayatem disorders 114 ( 44.5) 108 [ 42.2)
Anaemi s 35 ( 33.2) 90 [ 35.2)
Thrombocytopenia 29 ( 11.3) 24 ([ 9.4)
Febrile neutropenia 27 10.5) 22 | B.g)
Heutropenis 17 { &.8) 18 { 7.0}
Metabolism and mutrition disorders o2 { 35.9) 92 ( 35.9)
Hyponatrasmia 37 ( 14.5) 30 11.7)
Hypoaliurd nasmi s 29 ( 11.3) 32 | 13.3)
Hyperglycasmia 22 [ B.a) 30 11.7)
Hypocalcaemia 12 ( 4.7) 21 [ B.2)
Muzonloskeletal and connmective tissue disorders 77 ({ 30.1) TO [ 27.3)
Back pain 29 ( 11.3) 12 | 7.4)
Fain in extremity E ( 10.9) S [ 9.8)
Pain in jaw 14 { E5.5) S 5.9
Arthralgia 12 ( 4.7 12 | 5.3)
Miu=scular weakness 9 ({ 3.5 12 | 5.5)
Vasoular discrders &4 | 25.0) 83 | 24.8)
Hypertension 25 ( 9.8) Z6 | 10.2)
Emrizoli=m 13 { 5.1) 11 | 4.3)
Deep vein thramoosis 4 { 1.8) > { 5.9
Bespiratory, thoracic and mediastinal disorders el [ 23.4) 43 ( 158.8)
Epiataxis 24 | 9.4 12 | 5.5)
Cough g [ ©.3) 12 | 4.7)
General disorders and administration site conditions 39 ( 23.0) 63 [ 24.¢€)
BEyrexia 19 ( 7.4) 13 | 7.0)
Fatigue 14 { 5.3) 20 7.8)
Hervous system discrders S22 | 20.3) 56 | 21.%)
Headache 17 [ ©B.8) 20 { 7.8)
Paychiatric disorders 34 { 13.3) 36 [ 12.1)
Irritakility 9 3.5) 13 | 5.1}
Cardiac disorders a3 ([ 12.5) 25 | 11.3)
Tachycardia 15 { 5.9 13 | 5.1)

MedDBR Versicn 24.0

AF= are included up to end of treatment pericd + 2 days.
SREa are included up to end of treatment period 4+ 30 dava.

Source: CV13S5135 C3R Table 14.6.2.6, CV1BS1SS CER Table 14.g.2.

CSR Talkle 14.8.2.%8 (by intens=ity)

Table 36. Treatment-related Adverse Events Summary Occurring in

CV185155

7 (with a 5% cutoff), CV185155

> 1 Subject - Safety Population -
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System Organ Class (%) Apixaiemn Standsrd of Care

Ereferred Term (%) N = 236 H = 256
TOTAL SUBJECTS WITH RN EVENT 38 ( 14.8) 3 (0 1.2)
Imrvestigations 11 § 4.3) 1 ( ©0.4)

Alanine sminctransferass increased a6 [ 2.3) 1 { 0.4)

te aminctransferaze increassd S 2.0 i

Blood bilivubin increassd 4 ([ l.g) ]

Bilirdein conjugated increased 2 ( 0.8) o
Bespdratory, thoracic and mediastine]l disorders o ( 3.5) o

Epistaxis 3 ( 3.1) o
Gastrointestinal discrders e ( 2.3) 1 { 0.49)

Haematochezia 2 ( 0.8) o

Fectal haemorrhage 2 [ 0.8) o
Injury, poiscning and procedural comelications S 2.0 i

Contusion 2 ( 0.8) o

Vasoular accosss site hasmerrhage 2 0.8) i
Elocd and lynphatic system disorders I 1.2) i

Anaermis 2 [ 0.8) o
Benal and urinary disorders 30 1l.2) ]

Haematuria 3 1.2) o

MedDER Versiocn 24.0

AF=2 are included up to end of treatment pericd + 2 days.
SEE3 are included up To end of treatrent period + 30 days.
Source: CV183135 CSE Table 14.62.9

8.2.3.2.3. Study CV185362

AEs were reported in 107 (84.9%) and 53 (85.5%) subjects in the apixaban and VKA/LMWH arms,
respectively (Table 37). The most frequently reported AEs (15% in either treatment arm) were vomiting
(15.9% vs 14.5%), epistaxis (15.9% vs 9.7%), pyrexia (15.9% vs 12.9%) and headache (15.1% vs
4.8%) for apixaban and VKA/LMWH, respectively.

In the apixaban arm, all of the 38 epistaxis events (in 20 subjects) were mild (Grade 1) and adjudicated
as minor bleeds. Epistaxis is consistent with the known safety profile of apixaban in adult patients and
therefore is not a new or unexpected event.

There were 19 headache AEs in the apixaban arm compared to 3 in the VKA/LMWH arm (Table 37). None
of the headache AEs were reported as treatment-related by the Investigators. All but 3 of the headache
AEs were reported as Grade 1. The remaining 3 headaches were Grade 2, and only 1 of those occurred in
an apixaban-treated subject. Since headaches are commonly reported after a Fontan procedure, the
apixaban-treated subjects with headaches who were not status post-Fontan were reviewed for other
identifiable causes of headache. Among these 8 subjects, 5 had potentially confounding explanations for
the headache AE.

Grade 3 AEs were reported in 11 (8.7%) subjects in the apixaban arm and 12 (19.4%) subjects in the
VKA/LMWH arm. All Grade 3 AEs were reported in single subjects in each arm. One Grade 4 AE of
procedural complication was reported in a single subject in the apixaban arm (0.8%) while no Grade 4
AEs were reported in the VKA/LMWH arm.

Table 37. Adverse Events Summary with a Cutoff of 5% - All Treated Subjects - CV185362
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H =128 H =82
TOTAL SUBJECTS WITH AN EVENT 107 | 84.5) 33 [ B5.5)
Infections and infestations gl [ 48.4) 268 [ 41.5)
Toper respiratory tract infecticon 14 ( 11.1) 4 [ &.5)
Hascgharyngitis 13 ( 10.3 g 12.5)
Gastroenteritis 8 [ ©.3 4 [ &.5)
Gastrointestinal disorders 43 [ 34.1) 22 [ 35.3)
Vo ting 20 ([ 15.9) 9 [ 14.5)
[iarrhoes 12 ( 8.3) 4 [ 6.3)
Bespdratory, thoracic and mediastinal disorders 35 ( 27.8) 15 [ 22.2)
Epistaxis 20 ( 15.9) 6 [ 9.7
Congh 5 [ 6.3 4 [ 6.5)
General disorders and administration site conditions 34 ( 27.0) 19 ( 30.48)
Pyrexia 20 ( 15.9) B [ 12.9)
Injury, poiscning and procedural compelicstions 34 ( 27.0) 19 { 30.€)
Contusion 10 ( 7.5) g 2.7
Hervous system disorders 26 ( 20.8) 10 ( 18.1)
Headache 19 ( 15.1) 3 4.8)
[izziness 4 1 3.2) 4 [ 8.5)
Vasoular discrders 14 ¢ 11.1) 3 4.8
Haematoms 3 [ ©.3 1 1l.g)
Imvestigations 5 [ 6.3 g 0 12.5)
Internaticnal normalised ratic incresssd O 5 ( 8.1)

MedDEA Version: 24.1

Included AEs with onset between first dose and within 2 days of last doze of study medication or within 30 days of
last dosze of study medication for SAEs.

Source: CV183362 CSER Table 146342

Treatment-related AEs were reported in 41 (32.5%) and 16 (25.8%) subjects in the apixaban and
VKA/LMWH arms, respectively. The most frequently reported treatment-related AEs (5% in either
treatment arm) were epistaxis (7.1% vs 3.2%) and INR increased (0% vs 6.5%) for apixaban and
VKA/LMWH, respectively (Table 38).

Table 38. Treatment-related Adverse Events Summary Occurring in > 1 Subject - All Treated Subjects -
CV185362
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= 126 = 62
TOTAL SUBJECTS WITH AN EVENT 41 { 32.5) la ( 25.8)
Gastrointestinal disorders 14 ( 11.1) 20 3.2)
Tooth loss 3 2.4) i
Diarrhoea 2 { 1.8 0
Gastrointestingl hasmorrhage 2 { 1l.g) i
Voo ting 2 { 1l.g) 0
Injury, poiscning and procedural complications 10 { 7.9 g ( 12.9)
Shunt thrombcsis 2 { l.g) 0
Skin laceration 2 { 1l.8) 1 1.8)
Bespiratory, thoracic and mediastinal disorders S { T.1) 30 4.
Epistaxis 9 { 7.1 2 3.2
Imrrestigations 3 4.0) 3 [ 8.1)
Internaticnal normalised ratic incresssd 0 4 ( &.5)
Skin and subcutanecus tissus disorders (4.0 1 ( 1.8)
Ecchymoais i 2.4) 1 ¢ 1.8)
Vazcular diacrders 4 { 3.2) 1 { 1.8)
Haematoma 4 ( 3.2) i
Blood and lwmphatic ayvatem disorders 3 { 2.4) 0
Increased tendency To bruisse 2 { l.g) i
Ear and lakbsvrinth discrders 2 { l.g) 0
Ear heemcrrhage 2 { l.g8) 0

MedDEA Version: 24.1

Included AEs with onzet between first dose and within 2 days of last doze of study medication or within 30 days of
last doze of study medication for SAEs.

Source: CWV183362 CSR Table 146352

When incidence rates were exposure-adjusted, all-causality AE incidence rates per 100 person-years
within the treatment period were 523.5 in the apixaban arm and 434.5 in the VKA/LMWH arm. The most
frequently reported preferred terms (PTs; incidence rate per 100 person-years of > 25) were vomiting
(34.2 vs 23.9), epistaxis (33.3 vs 17.1) and headache (29.8 vs 5.1), for apixaban and VKA/LMWH,
respectively.

8.2.3.3. Deaths

8.2.3.3.1. Study 185118

There were no deaths reported in CV185118.

8.2.3.3.2. Study 185155

In CV185155, there were 5 deaths (1.0%) reported during the study, 4 (0.8%) of which occurred while
on study drug or within 30 days after the end of the Treatment Period: 1 subject (0.4%) and
3 subjects (1.2%) in the apixaban and SOC arms, respectively.

The cause of death of the subject in the apixaban arm was reported as “other” and specified as “cardiac
arrest with disseminated intravascular coagulation, acute coronary syndrome, and retroperitoneal
hemorrhage” in the death case report form.
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The causes of death of the 3 subjects in the SOC arm who died during or within 30 days after the
Treatment Period were “infection,” “other” specified as “cardiac arrest”, or “other” specified as
“complications of sinus venous thrombosis / intracranial hemorrhage.”

One subject randomized to the SOC arm died 33 days after the end of the Treatment Period. This death
was attributed to infection.

8.2.3.3.3. Study 185362

There were no deaths reported in CV185362.

8.2.3.4. Other Serious Adverse Events

8.2.3.4.1. Study CvV185118

Two subjects in Group 4 had 1 SAE each, both of which were considered not related to apixaban, as
confirmed by the Sponsor and DMC (CV185118 CSR Table S.6.7 and CV185118 CSR Appendix 6.2). One
subject with a prior history of seizures had a seizure on Day 2 and 1 subject had a venous thrombosis of
the right brachial vein on Day 8. A pretreatment SAE of cardiac arrest was recorded for 1 subject;
therefore, the subject was not treated in the study.

8.2.3.4.2. Study CV185155

SAEs were reported for 92 (35.9%) and 82 (32.0%) subjects in the apixaban and SOC arms, respectively
(Table 39). The most common SAEs were Febrile neutropenia (n=15 (5.9%) vs n= 16 (6.3%)); Pyrexia
(n=7 (2.7%) in each arm), Embolism (n=9 (3.5%) vs n= 3 (1.2%)) and Sepsis (n=7 (2.7%) vs

n=4 (1.6%)) in the apixaban and SOC arms, respectively.

Table 39. Serious Adverse Events Reported in > 1 Subject - Safety Population - CV185155
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Sy=tem Orgen Class (%) ixakcan Standard of Care
Ereferred Term (%) N = 25& N = 25¢&¢
TOTAL SUBJECTS WITH AN EVENT 42 ( 35.9) 32 [ 32.0)
Infecticns and infestations 23 [ 5.0) 17 { &.8)

Sepaia T 2.7) 4 ( 1.8)
Device related infection 3( 1.2) 2 ( 0.8
Meningitis 2 { 0.8 0
Ippendicitis 1 { 0.4) 2 ( 0.8
Prisumcnia 1{ 0.4) 30 1.2)
Simueitis 1 { 0.4) 1 ( 0.49)
Vasoalar diacrders 19 { 7.4) 13 { L5.1)
Emizoli=m 9 { 3.3) 30 1.2)
Hypertension 3 ( 1.2) 0
Deep wvein thrombosis 2 ( 0.8 g 2.3)
Thromboaisz 2 { 0.8 1{ 0.4)
Juoular vein thromboais 1 ( 0.49) 2 { 0.8
Elood and lymphatic ayatem disorders 17 [ €.8) 23 ( 9.0}
Febrile neutropenia 15 [ 5.9) la [ &.3)
Coaqulopathy 1 ( ©0.4) 1 ( 0.4)
Enasmia 0 30 1.2)
Heutropenia a 3 1.2)
Gastrointestingsl disorders 13 { 5.1) 22 { 8.8)
Colitis 2 [ 0.8 3 2.0)
Pancrestitis 2 ({ 0.8 3 ( 1.2)
Ebdomdnal pain 1{ 0.4) 30 1.2)
Constipation 1 ( ©.4) 5 2.0)
Ileus 1 0.4) 1 ( 0.49)
Hanasa 1 { 0.4) 30 1.2)
Pancrestiti=s acute 1 ( 0.4) 1 ( 0.49)
Vomd ting 1{ 0.4) 1({ 0.9)
Metabolism and mutrition disorders 12 [ 4.7) T 2.7
Hyperglycasmia 4 [ 1.8) 2 ( 0.8
Decreased spretite 30 1.2) 0
Dehydraticn 1{ 0.4) 4 { 1.8)
Hyponatrasmisa 1 { 0.4) 1 ¢ 0.49)
Feneral disorders and administration site 11 [ 4.3) B [ 3.1)
condi tions
Pyrexia T 2.7) T 2.7
Mocosal inflammaticon 2 ({ 0.8 i
Hervous system discrders 5 2.0) 10 ( 3.8)
Lenkoencephal opathyy 2 [ 0.8 i
Sed zure 2 { 0.8 2 ({ 0.8
Cerelbral vencus ginus thrombogis il 30 1.2)
Encephal opathy 0 2 ( 0.8
Posterior reversikble encephalopathy syndrone Q 2 { 0.8
Injury, poiscning and procedural complications 4 { 1l.8) 30 1.2)
Vazcular accezs complicetion 1 ( 0.4) 2 ( 0.8)
Fenal and urinary disorders 4 { 1.8) 1 { 0.49)
Mephrolithiasis 2 { 0.8 0
Respdratory, thoracic and mediastinal disorders 4 { 1.8) 2 { 0.8)
nitis 2 [ 0.8 0
Pneumncthorss 2 ({ 0.8 1 ( 0.4)
Cardiac disorders 2 { 0.8) 3 ( 1.2)
Cardiac arrest 1 ( 0.4) 1 ( 0.49)
Immune gyacem disorders 1 ( 0.4) 21 0.8)
Anaphylactic reaction il 2 { 0.8)
MedDB2 Version 24.0
SAF3 are included up to end of treatment periocd + 30 days.

Source: CV183133 C3E Table 14622
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Treatment-related SAEs were reported in 7 subjects (2.7%) in the apixaban arm and, as expected (given
the open-label design of the study and absence of an active comparator group), no subjects in the SOC
arm (Table 40).

Table 40. Treatment-related Serious Adverse Event Summary - Safety Population - CV185155

Syetem Orgen Clas=s (%) i xaikan Standard of Care
Preferred Tem (%) M= 258 N = 25&

TOTRL SUBJECTS WITH 2N EVENT

J

1
[

Imrestigations
Alanine sminctransferass increased
Agpartate sminotransferass increased
Hepatic enzyne increased

L s e

Vasmilar disocrders
Deep wein thromoosis
Juoular vein thromboaia

Vs
L s

Elood and lvmphatic ayatem disordera
Coagulopathy

Cardiac disorders
Cardiac arrest

W
L R

L R

Injury, poiscning and procedural complicastions
Epidural hasnorrhage

W
L

Benal and urinary disorders
Hasmaturia

Ll el i i =l S B ST SR =
oD OO OO OO0 o000 oOooo b
P

Vs
L R

MedDEL Version 24.0
SAF3 are included up To end of treatment period + 30 davs.
Source: CV1853155 C3R. Table 14.6.2.3

8.2.3.4.3. Study Cv185362

SAEs were reported in 26 (20.6%) and 13 (21.0%) subjects in the apixaban and VKA/LMWH arms,
respectively (Table 41). All events were reported in single subjects in each arm except for shunt
thrombosis (reported as thrombus in Fontan conduit), which occurred in 2 subjects (1.6%) in the
apixaban arm and 0 subjects in the VKA/LMWH arm. In both cases, the per-protocol review conducted by
the independent, blinded EAC determined that the thrombi were non-events as they were present on
imaging studies performed prior to study participation, and, therefore, were not treatment-emergent.

Table 41. Serious Adverse Events - All Treated Subjects - CV185362
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Zpixakban VL TMIVH
N =128 H= &2
TOTAL SUBJECTS WITH 2N EVENT 26 [ 20.8) 13 ( 21.0)
Injury, poiscning and procedural complications S ( 7.1) 3 [ 4.3)
Shunt thrombosi= 2 [ 1l.g) il
Comtusicon 1 0.8) 1 1.8)
Incorrect dose admindstered 1 ( 0.9) il
Crrerdose 1 0.3) 0
Boet procedural haematoma 1 ( 0.9) a
Frocedural conplication 1 0.3) Q
Brocedural haemorrhage 1 ( 0.9) a
Vascular pseudcansuryy=m 1 0.3) Q
Rily fracture 0 1({ 1.8)
Spinal fracture 0 1 ({ 1.8)
Subdural hasratoma 0 1({ 1.8)
Toxicity to varions agents 0 1 ({ 1.8)
Infections and infestations g ( &.3) 3 4.8)
COWVID-1% 1 0.8) 1( 1.4)
Denque fewer 1 0.8) a
Gastroenteritis 1 0.8) il
Influenzs 1 0.9) 1( 1.4)
Hascgharyngitis 1 0.8) il
Respiratory synoytial vir= bronchiolitis 1 ( 0.9) il
Sepais 1 0.8) 0
Viral upper respiratory tract infecticn 1 ( 0.8) a
Fneurnonis wiral 0 1( 1.48)
Cardiac disorders S [ 4.0) 2 [ 3.2)
Arrhythmia 1 0.8) 1( 1.4)
Cardiac dysfunction 1 0.8) a
Cardiac fajlure 1 ( 0.8) a
Cardiac failure congestive 1 0.8) a
Ventricular fibrillaticn 1 0.8) il
Atrial asptal defect acquired 0 1 ( 1.8)
Supraventricular tachycardis 1] 1 1.8)
Gastrointestinal disorders 3 [ 2.4) 3 [ 4.3)
Gastrointestinal heemorrhages 1 ( 0.9) il
Inguinal hernis 1 0.8) 0
Brotein-losing gastroenteropathn 1 ( 0.9) 1 1.g8)
Gingival blesding 0 1 1.8)
Haematochezis 0 1 1.8)
General disorders and administration gite conditions 2 [ l.g) a
Generalised cedema 1 0.8) Q
Impaired healing 1 0.8) 0
Hervous system disorders 2 [ l.g) a
Sedzure 1 0.8) a
Symcope 1 ( 0.8) a
Benal and urinary disorders 2 [ l.g) il
Aoute KMdney injury 1 0.8) a
Haematuria 1 0.8) il
Imrvestigations 1 0.8) 2 [ 3.2)
Pulmmmary arterial preasure increased 1 ( 0.9) il
Intermational normalised ratic incresssd 0 1 ({ 1.8)
Intracardiac pressure incressed 1] 1 1.g8)
Paychiatric disorders 1 ( 0.8) a
Suicidal idestion 1 0.9) 0
Suicide strtempt 1 ( 0.8) a
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Beproductive system and bresst disorders [ 0.3) il
Benile hasmatoma [ 0.3) a
Bespdratory, thoracic and mediastinal disorders [ 0.3) [ &.5)
Aoute respiratory failure [ C.3)
Fleural effusicn [ 0.3) 1.8)

Hypoxia
Fneurncthorsx spontanecus
Pulmrmary hasmecrrhage

!

{ 1.8)
[ 1.8)
{ 1.8)

e

i)
{ 1.4)
[ 1.&)

Congenital, familial and genetic discrders
Congenital cystic kddney diseass
Hypoplastic left heart syndrome

Metelolism and nutrition disorders
Demnydration

( 1.8)
[ 1.8)

Musculoskeletal and connective tigssus disorders
Pain in excremity
MedDFA Version: 24.1
Included SAE=: with onzet between first doze and within 30 days of last dose of study medication.
Source: CV183362 CSR Table 146321

[ ) ] DD D00 DOoODEE ==
TR N R N e R T o Y
L

( 1.8)

Treatment-related SAEs were reported in 6 (4.8%) subjects in the apixaban arm and 5 (8.1%) subjects in
the VKA/LMWH arm (Table 42). All treatment-related events were reported in single subjects in each arm
except for the 2 aforementioned shunt thrombosis events. These thrombosis events were adjudicated by
the independent, blinded EAC as non-events and were not treatment-emergent.

Table 42. Treatment-related Serious Adverse Events - All Treated Subjects - CV185362

Ipixsban VEL,/ LMH
N =12¢ H = &2
TOTAL SUBJECTS WITH AN EVENT e { 4.8) 3 [ 8.1)
Injury, poiscning and procedural complications 5 { 4.0) 30 4.3)
Shunt throdocsis 2 { 1l.g) i
Incorrect dose administersd 1 { 0.8) 0
Post procedural haematoma 1 { 0.8) 0
Procedural haemorrhage 1 { 0.8) 0
Comtusion 0 1 1.8)
Rily fracture 0 1 1.8)
Spinal fracture 0 1{ 1.8)
Subdiral haematoma 0 1 1.8)
Toxicity to varicus agents 0 1{ 1.8)
Investigations 1 { 0.8 1 ¢ 1.8)
Pulmmnary arterial preasure increased 1 { 0.8) 0
Inmternaticnal normalised ratic incresssd 0 1 1.8)
Benal and urinary disorders 1 { 0.8) 0
Haematuria 1 { 0.8) 0
Gastrointestinal disorders 0 1 1.8)
Eingival blesding 0 1 ( 1.8)
Bespiratory, thoracic and mediastinal disorders 0 1 ( 1.8)

Pulmonary hasmorrhage 0 1 { 1.8)
MedDEA Version: 24.1
Included SAE: with onzet between first dose and within 30 days of last dose of study medication.
Source: CV183362 CSR Table 146322
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8.2.3.5. Adverse Events leading to discontinuation

8.2.3.5.1. Study CvV185118

There were no AEs leading to discontinuation.

8.2.3.5.2. Study CV185155

AEs leading to discontinuation from assigned therapy were reported in 35 (13.7%) and 2 (0.8%) subjects
in the apixaban and SOC arms, respectively (Table 43). The most common AEs leading to discontinuation
were Alanine aminotransferase increased (n=3; 1.2% vs 0), and blood bilirubin increased (n=3; 1.2% vs
0), for the apixaban arm and the SOC arm, respectively.

While AEs leading to discontinuation that corresponded to elevated ALT and bilirubin levels were more
common in the apixaban arm, the overall frequency of aminotransferase and bilirubin elevations were
comparable between the apixaban and SOC arms (Table 47). The increased frequency of AEs leading to
discontinuation resulting from liver abnormalities seen in the apixaban arm may have been due to
increased reporting in this open-label study and the fact that there was no intervention to discontinue in
the SOC arm.

Table 43. Adverse Events Leading to Discontinuation Summary - Safety Population - CV185155
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Sy=tem Organ Class (%)

-

H = 258

Standard of Care

Preferred Term (%) N = 256
TOTAL SUBJECTS WITH AN EVENT S ( 13.7) 2 [ 0.8)
Gastrointestinal disocrders 70 2.7 1 ( 0.4)

Pancreatiti= 2 [ 0.9) 0

Anal ulcer 1( 0.4) 0

Colitis 1 0.4) 0

Pancreatiti=z acute 1( 0.4) L[ 0.49)

Pneumatosis intestinalis 1( 0.4) 0

Vornd ting 1( 0.4) 0
Imvestigations 70 2.7 0

Alanine sminctransferase increased 30 1.2) 0

Blood kilirubin increased 30 1.2) 0

Lotivated partial thromicoplastin time prolonged 1 0.4) 0

Aspartate aminctransferase increassd 1( 0.4) 0

Bilirnikein conjugated increased 1( 0.4) 0

Hepatic enzyme increased 1( 0.4) 0

Liver functicn test akbnormal 1( 0.4) 0
Injury, poizoning and procedural comelications S 2.0) L[ 0.49)

Vascular access complication 2 [ 0.8) 0

Epidural haemorrhage 1 0.4) 0

Vascular access site hasmeorrhage 1( 0.4) 0

Wound dehiscence 1( 0.4) 0

Vascular access site thrombosis 4] L[ 0.49)
Vasonlar discrders 30 1.2) 0

Emixolism 2 [ 0.8) 0

Deep wein throrbosis 1( 0.4) 0
Eloocd and lwmphatic aystan disorders 2 [ 0.9) 0

Coaqulopathy 1( 0.4) 0

Thronbooytopenia 1( 0.4) 0
Cardiac disorders 2 ([ 0.8) 0

Cardiac arrest 1( 0.4) 0

Intracardiac throas 1( 0.4) 0
Hepatckiliary disorders 2 [ 0.9) 0

Drag-induced liver injury 1 ( 0.4) 0

Hyperbiliribinaemia 1( 0.4) 0
Infecticns and infestations 2 ([ 0.8) 0

Device related infection 1( 0.4) 0

Meningitis 1 0.4) 0
Benal and urinary disorders 2 [ 0.9) 0

Hasmaturia 2 [ 0.8) 0
Eye discrders 1( 0.4) 0

Eetinal hasmcrrhage 1 0.4) 0
Metakbolism and mutrition disorders 1( 0.4) 0

Diabetic ketcoacidosis 1( 0.4) 0
Herwous system discrders 1( 0.4) 0

Leukoencephal opathy 1( 0.4) 0

Sedzure 1( 0.4) 0
Beproductive system and breast disorders 1( 0.4) 0

Heawvy menstrual bleeding 1( 0.4) 0
Bespiratory, thoracic and mediastinal disorders 1( 0.4) 4]

Pneurncthorax 1 ( 0.4) 0

MedDBR Version 24.0

AF= are included uwp to end of treatment pericd + 2 days.
3RFs are included wup to end of treatment pericd + 30 days.

Source: CV183135 C3E Table 14624

Treatment-related AEs leading to discontinuation were reported in 13 subjects (5.1%) in the apixaban

arm and none in the SOC arm (Table 44). The most common treatment-related AEs leading to
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discontinuation in the apixaban arm were hematuria (n=2; 0.8%) and Blood bilirubin increased (n= 2;
0.8%)

Table 44. Treatment-related Adverse Events Leading to Discontinuation Summary Safety Population -
CV185155

Sy=tem Organ Class (%) Ipixahan Standsrd of Care
Freferred Tem (%) N = 256 H = 256
TOTRL. SUBJECTS WITH AN EVENT 13 [ 5.1)
Imrestigations 5 2.0) 0]
Blood bilirubdn increassd 2 [ 0.8) ]
Activated partial thromicoplastin time prolonged 1 ( 0.4) [
Alanine aminctransferass increased 1 ( 0.4) [
Agpartate sminotransferase increased 1 ( 0.4) 0
Bilirdoin conjugated increased 1 ( 0.4) [
Hepatic enzyme increased 1 ( 0.4) 0
Infjury, poiscning and procedural complications 2 ([ 0.8) 0
Epidural hasnorrhage 1 0.4) [
Vascular access 3ite hasmorrhage 1 ( 0.4) 0
Benal and urinary disorders 2 [ 0.8) [
Haematuria 2 ( 0.8) [
Elood and lyphatic system disorders 1 0.4) [
Coagqulopathy 1 ( 0.4) [
Cardiac disorders 1 ( 0.4) [
Cardiac arrest 1 ( 0.4) 0
Gastrointestinal disorders 1 ( 0.4) 0
Vo ting 1 ( 0.4) [
Beproductive system and bresst disorders 1 ( 0.4) [
Heawvy mensctrual bleeding 1 ( 0.4) 0
Vasoular diacrders 1 ( 0.4) 0
Deep vein thrarbosis 1 0.4) [

MedDER Versicn 24.0
AF= are included up to end of treatment pericd + 2 days.
SEFE3 are included up To end of treatment period + 30 daya.

Source: CWV185155 CSE. Table 14.6.2.5

8.2.3.5.3. Study CV185362

Drug discontinuation due to AEs, intolerability, or bleeding was reported in 7 (5.56%) subjects in the
apixaban arm and 1 (1.61%) subject in the VKA/LMWH arm with a relative risk of 3.11 (95% CI 0.44,
21.98).

AEs leading to premature discontinuation from assigned therapy were reported in 6 (4.8%) subjects in
the apixaban arm and 1 (1.6%) subject in the VKA/LMWH arm (Table 45). AEs leading to premature
discontinuation occurring in 2 subjects in either treatment arm were gastrointestinal hemorrhage (1.6%
apixaban; 0% VKA/LMWH) and shunt thrombosis (1.6% apixaban; 0% VKA/LMWH). In both cases, the
per-protocol review conducted by the independent, blinded EAC determined that the thrombi were non-
events as they were present on imaging studies performed prior to study participation, and, therefore,
were not treatment-emergent. All other events were reported in single subjects in each arm.

Treatment-related AEs leading to discontinuation were reported in 5 (4.0%) subjects in the apixaban arm
and 1 (1.6%) subject in the VKA/LMWH arm (Table 46). All treatment-related AEs leading to
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discontinuation were reported in single subjects in each arm except for the 2 aforementioned events of
shunt thrombosis.

Table 45. : Adverse Events Leading to Discontinuation Summary - All Treated Subjects - CV185362

Apixaban VEZR/IMWH
M= 12& K = &2
TOTAL SUBJECTS WITH 2 EVENT & [ 4.8) 1 ({ 1l.8)
Gastrointestinael disorders 2 [ 1l.g) 0
Gastrointestinal hasmorrhage 2 1l.g 0
Injury, poiscning and procedural complicstions 2 1l.g) 1( 1.8)
Shunt thronocsis 2 [ l.g) 0
Rib fracture u] 1{ 1l.g)
Spinal fracturs 4] 1{ 1l.g8)
General disorders and administration site conditions 1 { 0.8) 0
Gait deviaticn 1 { 0.8) 0
Imrvestigations 1 { 0.8) 0
Pulmonary arterial preasure increased 1 { 0.8) 0
Benal and urinary disorders 1 { 0.8) 0
Dre=uria 1 ( 0.8) 0
Haematuria 1 { 0.8) 0
Mu=miloskeletal and connective tissue disorders O 1 { 1l.8)
Fracture pain 4] 1{ 1l.8)

MedDEA Version: 241

Included AE= with onszet between first dose and within 2 days of last doze of study medication or within 30 days of
last dosze of study medication for SAEs

Source: CV183362 C3E Table 14.6.3.3.1

Table 46. Treatment-related Adverse Events Leading to Discontinuation Summary - All Treated Subjects -
CVv185362

Epixalban VEL, LMITH
H=12& N = &2

TOTRL SUBJECTS WITH AN EVENT 5 4.0) 1 1.8}

Injury, poiscning and procedural complicstions 2 ( l.g) 1 1.g8)
Shunt thronocsis 2 l.g) L]

Rik fracture 0 1 1.g8)
Spinal fracture i) 1 1.8)

Gastrointestinal discrders 1 { 0.8 Q
Gastrointestinal heemorrhage 1 { 0.8) 1]

General disorders and administration gite conditions 1 { 0.8) Q0
Gait deviaticn 1 { 0O.8) 0

Irrestigations 1 { 0O.8) 0
Pulmmnary arterial preasure increased 1 { 0.8) 1]

Benal and urinary disorders 1 { 0.8 1]
Drr=uria 1{ 0.8 0
Haematuria 1 { 0.8 1]

Muzculoskeletal and commective tissus disorders i) 1 1.8)
Fracture pain 0 1 1.g8)

MedDEA Version: 24.1

Included AEs with onzet between first dose and within 2 days of last doze of study medication or within 30 dayz of
lazt dose of study medication for SAEs.

Source: CV183362 CSR Table 146332

Assessment report
EMA/CHMP/226986/2023 Page 90/112



8.2.3.6. Clinical Laboratory Evaluations

8.2.3.6.1. Study CV185118

The most frequently occurring laboratory marked abnormality was prolonged aPTT, in 14/49 (28.6%)
subjects > 1.0xULN, and in 5/49 (10.2%) subjects > 1.5xULN. Of these, elevations in 4 subjects were
considered sample collection or laboratory analysis errors. There was 1 AE related to out-of-range results
for laboratory investigations of prolonged aPTT, which was not associated with a bleeding events.

8.2.3.6.2. Study CV185155

Hematology

Out-of-reference-range hematologic laboratory abnormalities were observed for all subjects at baseline,
which is consistent with their underlying diagnosis of ALL or LL. Leukocyte elevations to > 200,000/mm?3
were not reported for any subject. Platelet count decreases to < 20,000/mm?3 were reported for

62 subjects: 31/254 (12.2%) in each treatment arm. All subjects in the apixaban arm with a platelet
count decrease to < 20,000/mm?3, experienced the event during the treatment period.

The most common laboratory-related AE reported was anemia, in 175 subjects: 85 (33.2%) and

90 (35.2%) in the apixaban and SOC arms, respectively (Table 35).

Clinical Chemistry

AEs related to out-of-range results for laboratory investigations were reported in 249 subjects:

127 (49.6%) and 122 (47.7%) in the apixaban and SOC arms, respectively (Table 35).

Shifts in laboratory parameters from a normal value at baseline to an out-of-range value at the Day 29
study visit were most frequently observed for: ALT (n=82; 73.9% and n=102; 79.1%), AST (n=37; 34.9%
and n=37; 34.6%) and bilirubin (n=10; 18.9 and n=9; 14.5%), for subjects in the apixaban and SOC arms,
respectively (CV185155 CSR Table 14.6.3.4).

Liver Abnormalities

While SAEs corresponding to hepatobiliary disorders were not reported in either treatment arm, serum AST
or ALT elevations to > 3x the ULN, associated with subsequent elevations of serum total bilirubin
concentrations to > 2x the ULN, findings consistent with the Hy’s Law criteria for possible drug-induced
liver injury, were reported for 13 subjects for whom the combined findings were available: 5/247 (2.0%)
and 8/248 (3.2%) subjects in the apixaban and SOC arms, respectively.

AST and ALT elevations > 3x the ULN were reported on the same date for 37 subjects for whom both
results were available: 19/247 (7.7%) and 18/248 (7.3%) subjects in the apixaban and SOC arms,
respectively. Treatment discontinuation occurring within 2 weeks of liver function test elevations occurred
in 7 subjects (2.7%), all in the apixaban arm (Table 47).

Table 47. Summary of Liver Related Elevations During the Treatment Period SI Units Randomized
Subjects with Available Measurements - CV185155
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Apixaian Standard of Care
H = 25& H = 25&

AST ELEVATION
> 3MIIH, n/N (%) 217247 [ B.5) 237247 ( 9.3
> SEOLM, n/H (%) 137227 [ 5.3 9/247 { 3.a8)
> 10=0IM, n/N (%) 5/247 ( 2.0) 4,247 { 1.8)
> 20xULH, /N (%) 0/247 2/247 { 0.8)
AIT ELEVATICON
> SN, /N (%) TES24T ([ 30.8) T9 248 ( 31.9)
> EaIIH, /N (%) 427247 ( 17.00 357248 ( 14.1)
> 10=IN, n/M (%) 15/247 [ &.1) 17/248 { 6.9
> 20=ULM, /M (%) 47227 [ 1.g) 57248 ( 2.0)
AIT CB AST EILEVATICN (NMOT MECESSARTLY CM ZRME [IRTE)
> SHIIH, /N (%) TES247 ( 31.8) 83/248 ( 33.5)
> BIIH, /N (%) 437247 ( 17.4) 38/248 ( 15.3)
F 10=ULM, /N (%) 157227 [ B8.1) 177248 { 8.9)
> Z0=UIN, n/N (%) 4/247 [ 1.8) 5/248 ( Z.0)
BOTH ALT AMND AST ELEVATION C#] SiME [TRTE
> 3H0LH, n/H (%) 197247 ( T.T 187248 ( 7.3)
> SN, /N (%) 127247 [ 4.9) &g/248 ( Z.4)
> 10xULH, /N (%) 4/247 ( 1l.&) 4/248 { 1.8)
> Z0=UIM, n/H (%) 0/z47 2/248 ( 0.8
CCWJUERTED BILIEUEIN ELEVATION
> 1,541, n/H (%) 247179 ([ 13.4) 217184 ( 12.8)
> Ze0IH, /N (%) 177179 [ 9.5) 12/162 { 7.3
DIFECT BILIRUEIN (BILDIE) > 2¥UIN 177179 { 9.5) 127164 ( 7.3)
TOTAL BILIFUBIN (BILI) > ZXULN 8,101 | 7.9) 10/102 ( 9.8)
AT ANMD TCTAL EBEILIRUEBIN (BILI) EILEVATICHN
(ALT=3XULN OF AST=3XULN) AND 5247 [ Z2.0) B/248 ( 3.2)
BEILI>2XULN ON SAME DRTE, n/N (%)
(ALT=3XULN OF AST=3XULN) AND 8/247 [ Z.4) 10/248 ( 4.0)
BILI>1.5XULN O SAME DATE, /N (%)
TEEL IT DISCONTIMUATICHS FEILATED TO ELEVATION T 2.7 0
IN LIVER FUMCTICON TESIS (%) WITHIN 14 DA&YS FRICE TO
THE CHMSET COF THE &4F THAT IED TO DISCOWNTINUIATION:

(ALT=3xULN or AST=3xULN) ZND 30 1.2) 1| 0.4)

TEILT =>2x01H ON SAME DATE

ATT>50LN G TWO COMNSECUTIVE IAB DRRS 1{ 0.4 0
The denominator to caloulste percentages for each event is the total mmber of treated

zulyjects with svailable laborstory results asscociated with that event during Treatment

Period.
Marked Zcncrmality Criteria are based on the result in 5T units.

Source: CV135155 C3E Takble 14.6.3.5, CW183153 C5E Table 14.6.3.1 (direct and total

bilingzin), CW185155 CSE Tacle 14.6.3.7 (discontimations)

8.2.3.6.3. Study CV185362

Hematology

No clinically relevant differences between treatment arms were observed for hemoglobin, hematocrit,
leukocyte count, or platelet count. No subjects with available measurements had platelet counts

decreased from baseline to <50,000/mm?3 in either treatment arm.

Clinical Chemistry

Laboratory values that met the marked abnormality criteria were infrequent in the apixaban and SOC

arms (Table 48).
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Table 48. Summary of Laboratory Marked Abnormalities During Treatment Period - SI Units - CV185362

Ipiwxaban VE&/LMH
W =128 H =82
Lspartate Aminctransferass (AST) > 3MULN 0/125 /62 | 3.32)
Bspartate Iminctransferase (AST) > SNULM 0/135 0/ed
Aspartate Iminotransferases (AST) > LOXULN 0/125 0/e2
Bsgpartate Iminctransferase (AST) > 20HULH 0/125 0/e2
Alanine Zminctransferase (LIT) > XN 2/125 | 1.§) 0/62
Alanine Iminctransferaas (ALT) > SMULN 0/125 /a2
Alanine Iminctransfersas (ALT) > 1ONOLN 0/125 /a2
Alanine Iminctransfersas (ALT) > 20HULN 0/125 /a2
Total Biliruein (TBILI) > 2XULN 7/125 | 5.6) 4/62 [ £.5)
Condugated Biliniein (DBEILI} > 2XULN 5/114 [ 4.4) 2Z/57 [ 3.5)
Flatelets (FLAT) < SOM10%9/L 0/124 0/68z2

The denominator to calculate percentages for each analyte was the total number of treated subjects with available
lzboratory results for that analyte and treatment group.

Marked Abnormality Criteria were based on the results in 31 umnits during treatment period (first dose up to 2 days
after last doze of study medication).

Source: CV183362 C5F. Table 146.4.1

Liver Abnormalities

SAEs corresponding to hepatobiliary disorders were not reported in either treatment arm. Serum ALT or
AST elevations > 3 x ULN associated with subsequent elevations of serum total bilirubin concentrations
> 2 x ULN (findings consistent with the Hy’s Law criteria for possible DILI) were reported in none of the
subjects with available measurements in either treatment arm. AST and ALT elevations > 3 x ULN on the
same date were reported in none of the subjects with available measurements in either treatment arm.
There were no treatment discontinuations related to liver function tests in either treatment arm.

Shifts in laboratory parameters from a normal value at baseline to an out-of-range value at the Month 3
visit were most frequently (> 5%) observed in subjects with available measurements for the following:
ALT: apixaban (n=9; 10.0% vs n=5; 11.6%), AST (n=9; 10.7% vs n=7; 15.2%), and Conjugated
bilirubin (n=7; 8.0% vs n=3; 6.7%) , for apixaban vs VKA/LMWH.

8.2.3.7. Vital signs, physical findings, and other observations related to safety

There were no changes from baseline in mean vital signs or trends over time in Study CV185118,
CV185155, or CV185362.

8.2.3.8. Safety in special groups and situations

Intrinsic Factors

Prospective subgroup analyses for bleeding events were performed in CV185155 for intrinsic factor
groupings of age, ethnicity, gender, weight, race, BMI, and ALL risk. In the subgroup of obese subjects
(n = 82), he incidences of the secondary safety endpoint of a major bleeding and/or CRNM bleeding event
were similar in the apixaban and SOC arms (3/42 subjects (7.1%) and 2/40 subjects (5.0%) in the

Assessment report
EMA/CHMP/226986/2023 Page 93/112



apixaban and SOC arms, respectively; 2-sided nominal p = 0.6145; CV185155 CSR Table 14.6.1.4). In
the alternative non-obese subgroup (n = 416), a major bleeding and/or CRNM bleeding event was
reported in 10/210 subjects (5.8%) and 3/206 subjects (1.5%) in the apixaban and SOC arms,
respectively (2-sided nominal p = 0.0544).

Extrinsic Factors

Study CV185155 enrolled subjects with ALL or LL who received systemic induction chemotherapy regimen
consisting of a corticosteroid, vincristine, and single or multiple dose asparaginase (with or without
daunorubicin) concomitantly with apixaban. Leukocyte elevations to > 200,000/mm?3 were not reported
either in apixaban or SOC arms, and platelet count decreases to < 20,000/mm?3 were observed at similar
frequencies in each arm). AEs related to out-of-range laboratory results and the frequency of findings
consistent with the Hy’s Law criteria for possible drug-induced liver injury were similar in the apixaban
and SOC arms, suggesting that the concomitant use of apixaban with this chemotherapy regimen raises
no additional safety concerns.

8.2.3.9. Drug Interactions

Apixaban is metabolized by CYP3A4 and is a substrate for the efflux transporter P-gp. Co-administration
of drugs that are strong inhibitors of both CYP3A4 and P-gp can increase apixaban blood concentrations.
Patients with renal insufficiency or of low body weight may be at increased risk of increased drug
exposure leading to excessive anticoagulation due to CYP34A and P-gp drug interactions, and avoidance
of certain drug combinations should be considered.

In CVv185118, subjects were excluded if they received treatment with a strong inhibitor or inducer of
CYP3A4 or P-gp within 2 weeks of enrollment. In the event that a strong inhibitor of CYP3A4 and/or P-gp
was needed, a minimum of a 48-hour washout from apixaban prior to the administration of the strong
inhibitor of CYP3A4 and/or P-gp was to have been allowed for, if clinically possible. Concomitant systemic
treatment with strong inhibitors or inducers of both CYP3A4 and P-gp was prohibited in Cv185155 and
CV185362.

Anticoagulant use or use of other agents that may increase the risk of bleeding was restricted in these
studies. In CV185155, any anti-platelet therapy with aspirin or thienopyridines such as clopidogrel or
ticagrelor was prohibited, as was concurrent prophylactic or therapeutic treatment with LMWH,
unfractionated heparin, other oral anticoagulants, or systemic tissue plasminogen activator. In CV185362,
low dose aspirin (< 5 mg) was allowed for some conditions such as Kawasaki disease and SVP.
Otherwise, chronic daily use of nonsteroidal anti-inflammatory drugs (NSAIDs), mono anti-platelet
therapy with thienopyridines such as clopidogrel, ticagrelor, or prasugrel, and dual anti-platelet therapy
was prohibited.

8.2.3.10. Use in Pregnancy and Lactation

N/A

8.2.3.11. Overdose

There were no instances of intentional overdose in CV185118, CV185155, or CV185362. One case of
unintentional overdose was reported in CV185362, consisting of an evening dose administered twice,
without adverse effects.
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8.2.3.12. Drug Abuse

N/A

8.2.3.13. Withdrawal and Rebound

In these studies, bleeding and thromboembolic events were important endpoints of the study. Post study
follow-up was of critical importance and was essential to preserving subject safety and the integrity of the
study. Subjects who discontinued study drug prior to completing treatment were to be followed for
collection of efficacy and safety outcomes and/or survival follow-up data as per protocol.

8.2.3.14. Effects on ability to drive or operate machinery or impairment of mental ability

N/A

8.3. Postmarketing data

Apixaban is not approved for use in paediatric patients and the paediatric use of apixaban in the post-
marketing setting constitutes off-label use. Upon review of off-label use data with apixaban, no new
safety signals were identified.

8.4. Discussion

Apixaban for thromboembolism prevention during induction chemotherapy in paediatric subjects with
newly diagnosed ALL or LL (T or B cell) and a new CVAD inserted

In study CV158155, 512 patients with a mean age of 7 years (1 to 18 years) were included. The median
extent of exposure in 250 subjects in the apixaban arm who received at least one dose of apixaban, was
25.0 days (mean [SD]: 23.5 [6.25]), which may be considered limited.

Apixaban treatment was not associated with an increased incidence of the primary safety endpoint of
(adjudicated) major bleeding events (2 in each group), which appears to be reassuring. However, clinical
relevant non-major bleedings were observed with increased incidence (11 (4.3%) vs 3 (1.2%); RR 3.67
(1.04-13.0)) with increased need for platelet transfusion (37.1% vs 32.8%), which may be a regarded as
a significant safety issue in such young. Most of these CRNM bleedings were epistaxis (8 vs 3). Further,
minor bleedings were also increased (n=37 (14.5%) vs n=20 (7.8%; RR 1.85 (1.10-3.10).

Further, the frequency of AEs and treatment-related AEs were numerically increased for apixaban vs SOC
(232/256 (90%) vs 215/256 (84.0%), and 38/256 (14.8%) vs 3/256 (1.2%)). Furthermore, a small
increased incidence was observed for serious adverse events (35.9% vs 32%). However, interpretation of
the AEs is complex due to the underlying disease and oncology treatment, and the open-label nature of
the study. There was an increased frequency of discontinuation due to adverse events (13.7% vs 0.8%)
on apixaban, mostly due to GI disorders (n=7; 2.7% vs n=1; 0.4%, no bleeding disorders) and liver
enzyme elevations (n=7; 2.7% vs n=0), which are known AEs of apixaban, but may also be attributed to
the underlying setting.

SAEs corresponding to hepatobiliary disorders were not reported, however serum AST or ALT elevations
to > 3 x ULN, associated with elevations of serum total bilirubin concentrations to > 2 x ULN, consistent
with Hy’s Law criteria, were reported in 13 subjects (5/247 (2%) subjects on apixaban and 8/248 (3.2%)
subjects on SOC. In addition, elevated liver enzymes were reported in both treatment groups at similar
frequency, likely reflecting the underlying disease and concomitant (oncology) treatment.
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Serious AE of embolism was reported more frequently on apixaban (n=9; 3.5% vs n= 3; 1.2%). No data
are provided on the location of the embolism and on the clinical outcome. The applicant is requested to
provide case narratives on all adverse events of embolisms that are reported, providing data on location,
severity, treatment required and clinical outcome (OC).

Paediatric subjects with congenital or acquired heart disease (CAHD) requiring chronic anticoagulation for

thromboembolism prevention

In study CV185362, a prospective, randomized, open label, multi-center study, safety and
pharmacokinetics of apixaban versus vitamin K antagonist or LMWH were investigated in 192 paediatric
subjects with congenital or acquired heart disease requiring chronic anticoagulation for thromboembolism
prevention. The median exposure was substantial with 358 days (mean 330.6, SD 83.04) and could
provide relevant information on the safety profile in this population.

A limited number of the primary safety endpoint of the composite adjudicated major or CRNM (clinical
relevant non-major) bleeding events during the treatment period were found without any significant
difference due to these low numbers: 1/126 (0.8%) subject in the apixaban arm and 3/62 (4.8%)
subjects in VKA/LMWH arm ((RR) of 0.16 (CI: 0.02-1.54)). This was far below the estimated bleeding
event rates of 24% in the control group and 8% in the apixaban group, thereby impacting the power of
the study to detect a statistically significant treatment difference and limits drawing any conclusions on
the risk of significant bleedings. Although, the low absolute rate of adjudicated major or CRNM bleeding
events is in general reassuring, the substantially lower event rate than expected questions the external
validity of the study. This implication in relation to the results should be further discussed (OC).

Regarding the secondary safety endpoints, one (0.79%) subject in the apixaban arm and 1 (1.61%) in
the VKA/LMWH arm had an adjudicated major bleeding event during the treatment period. Further, one
(0.79%) subject in the apixaban arm and 2 (3.23%) in the VKA/LMWH arm had an adjudicated CRNM
bleeding event during the treatment period. In total, 47 (37.30%) subjects in the apixaban arm and 23
(37.10%) in the VKA/LMWH arm had an adjudicated bleeding event (major, minor, or CRNM) during the
treatment period. An imbalance was mainly seen for minor bleeding events, specifically epistaxis (14.3%
of subjects on apixaban vs 6.5% of subjects on VKA/LMWH).

Adverse events were reported at similar frequency with 107 (84.9%) and 53 (85.5%) subjects in the
apixaban and VKA/LMWH arms, respectively. The most frequently reported AEs were vomiting (15.9%
and 14.5%), epistaxis (15.9% and 9.7%), pyrexia (15.9% and 12.9%) and headache (15.1% and 4.8%).
Treatment-related AEs were reported in 41 (32.5%) and 16 (25.8%) subjects in the apixaban and
VKA/LMWH arms, respectively. Imbalances in adverse events were seen for epistaxis and headache.

In the apixaban arm, all of the 38 epistaxis events were mild (Grade 1) and adjudicated as minor
bleeding events. None of the epistaxis events required treatment and all but one of the events resolved
while the subjects continued receiving apixaban treatment. Although the reports of epistaxis were
considered generally mild and were resolved without intervention, the incidence of epistaxis on treatment
with apixaban seems to be higher in paediatric patients (in study CV185362 15.9%) compared to adults
(ranging from 1/10-1/1000).

There were 19 headache adverse events in the apixaban arm compared to 3 in the VKA/LMWH arm. None
of the headache AEs were reported as treatment related. Case narratives did not reveal a clear causality
for apixaban and potential confounding factors related to Fontan procedure and reporting bias in this
open-label study may play a role. Headache has not been previously identified as a common adverse
event in apixaban-treated subjects.

In this study, elevated liver enzyme were reported at similar frequencies for the apixaban and SOC
group, and no cases of elevations >3 x ULN were reported.
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A generally similar incidence was observed for serious adverse events (SAEs) in the apixaban arm (n=26
(20.6%)) vs the VKA/LMWH arm (n=13 (21.0%)). The investigator considered SAEs treatment-related in
6 (4.8%) subjects in the apixaban arm and 5 (8.1%) subjects in the VKA/LMWH arm. Any clear specific
factor contributing to these findings appears difficult to identify and interpretation of such data are limited
by the open-label nature of the study. The SAEs all relate to bleeding complications and are consistent
with adult data. The case narratives did not reveal new relevant concerns, though no information was
provided on exposure to apixaban when developing a bleeding complication, e.g. anti-FXa-activity.

Drug discontinuation due to AE, intolerability, or bleeding was reported with a higher incidence of 7
(5.56%) subjects in the apixaban arm compared to the 1 (1.61%) subject in the VKA/LMWH arm (relative
risk of 3.11 (95% CI 0.44, 21.98)). The case narratives did not reveal a specific pattern in the occurrence
of adverse events or reduced tolerability. No signal of a new safety issue could be detected from the
current data.

9. PRAC advice

n/a

10. Changes to the Product Information

As a result of this variation, section(s) 4.2 and 5.1 of the SmPC are being updated to provide relevant
information available on efficacy and safety information of apixaban in the paediatric population.

In this application, the MAH is not claiming a new indication for VTE prophylaxis in the paediatric population,
nor registering a paediatric formulation.

The following addition is proposed in section 4.2:

Paediatric population
The safesrand efficacy of Eliquis in children and adolescents below age 18 hasve not been established
for the ndication of thromboembolism prevention. Currently available data are descnibed 1n section

5.1 but no recommendation on a posology can be made Me-data are avalabla

Assessor’'s comment:

In study 185362, apixaban dosed at a target exposure of 1200 ng*hr/ml was not associated with an
increased risk of bleeding, as compared with VKA or LMWH. However, the external validity of study
CV185362 to evaluate the bleeding risk may be questioned. Further, in study CV185155, for apixaban
dosed at a target exposure of 620 ng*hr/ml, an increase of the frequency of CRNM bleeding as well as
minor bleeding on apixaban as compared to Standard-Of-Care (no thromboprophylaxis) was observed.
Therefore, it cannot be concluded that the safety of Eliquis in paediatric patients has been established.

Further, data on the treatment of thrombo-embolism have not been evaluated yet.

Therefore, it is requested to rephrase (MO):

Paediatric population
The safety and efficacy of Eliquis in children and adolescents below age 18 hasve not been established
for—the—indication—of thrombeembelism—prevention. Currently available data on thromboembolism

prevention are described in section 5.1 but no recommendation on a posology can be made.

The following addition is proposed in section 5.1:
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Paediatric population

Assessor’'s Comment:

In accordance with "A guideline on Summary of Product Characteristics (SmPC), sept 2009”, a cross-
reference should be made with section 4.2. Therefore it is required to add the following (OC):

"There is no authorised paediatric indication (see section 4.2).”

Prevention of VTE in paediatric patients with acute lvmphoblastic leukaemia or hmphoblastic
bymphoma (ALL, LL)

In the PREVAPDLALL study, a total of 512 patients age =1 to <18 with newly diagnosed ALL or LL,
undergoing mduction chemotherapy mcluding asparaginase via an indwelling central venous access
device, were randomuised 1:1 to open-label thromboprophylasus with apixaban or standard of care
(with no svstemic anticoasulation). Apixaban was admimstered according to a fixed-dose. body
weighi-tiered resimen desisned to produce exposures comparable to those seen in adults who recerved
2.5 mg twice daily (see Table 14). Apixaban was provided as a 2.5 mg tablet, 0.5 mg tablet, or

0.4 mo/ml. oral solution. The median duration of exposure in the apixaban arm was 25 days.

1
Table 14: Apixaban dosing in the PREVAPIX-ALL study

Weight Range Dose schedule
6to<105ke 0.5 mg twice daly
105t <18 kg 1 mo twice daily
18 to <25 kg 1.5 mg twice daily
25t0=35ke 2 myg twice daily
>35kg 2.5 mg twice daly

The primary efficacy endpoimnt was a composite of adjudicated symptomatic and asymptomatic non-
fatal deep vein thrombosis, pulmonary embolism_ cerebral venous sinus thrombosis, and venous
thromboembolism-related death. The incidence of the primary efficacy endpoint was 31 (12.1%) in the
apixaban arm versus 45 (17.6%) in the standard of care arm. The relative nisk reduction did not
achieve sionificance.

Safety endpoinis included adjudicated major bleeding and a composite of adjudicated major and
CENM bleeding. using ISTH defined criteria. Major bleeding occurred in 0.8% of patients in each
treatment arm. The difference between study arms for the composite of major and CRNM bleeding
was not statistically sienificant

Assessor’'s comment:

In study 185155 (Prevapix-ALL), apixaban treatment was not associated with an increased incidence of
the primary safety endpoint of (adjudicated) major bleeding events (2 in each group), which appears
to be reassuring. However, the incidence of adjudicated CRNM bleeding was increased in the apixaban
treatment arm as compared to standard-of-care (n=11; 4.3% vs n=3; 1.2%, RR 3.67 (95% CI 1.04-
13.0). Also, minor bleedings were observed with increased frequency on apixaban (n=37; 14.5% vs
n=20; 7.8%; RR 1.85 (1.10-3.10).

The applicant is asked to describe these data in this section of the SmPC (OC).
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Comment Concerned Member State:

We generally agree on the proposed text in 5.1, however, we find it sufficient to express that the
participants received a dose designed to produce exposures comparable to those seen in adults and
hence we suggest that the tables can be removed.

Assessment of the CMS comment:

The dose scheme in table 14 has been developed using complex dose-modelling, and without the
information in table 14, the appropriate dosages for each weight range cannot be evidently retrieved
from the dose used in adults. Therefore, it is considered relevant to include the table containing the
dose schedule, as this cannot be retrieved easily in any other way. Therefore, it is not agreed with the
CMS to delete the table.

Prevention of TE in paediatric patients with congenital or acquired heart disease

SAXOPHONE was a randomised 2:1 open-label. multi-center comparative study of patients 28 days
to <18 vears of age with congemital or acquired heart disease who require anticoasulation. Patients
recerved etther aprxaban or standard of care thromboprophylasis with a vitanin K antagomist or low
molecular weight heparin. Apixaban was admimstered according to a fixed-dose. body weight-tiered
regimen desioned to produce exposures comparable to those seen m adults who recerved a dose of

5 mg twice daily (see Table 15). Apixaban was provided as a 5 mg tablet, 0.5 mpg tablet. or 0.4 mg/ml
oral solution. The mean duration of exposure in the apixaban arm was 331 days.

Table 15: Apixaban dosing in the SAXOPHONE study

Weight Range Dose schedule
6o <9 kg 1 myo twice daily
910 <12 ko 1.5 mg twice daily
12to <18 kg 2 mo twice daily

Weight Eange Dose schedule
18 to <25 kg 3 myg twice daily
25to <35 kg 4 myg twice daily

=35 kg 5 mo twice daily

The primary safety endpoint. a composite of adjudicated ISTH defined major and CEINM bleeding,
occurred in 1 (0.8%:) of 126 patients in the apxaban arm and 3 (4.8%) of 62 patients in the standard of
care arm. The secondary safetv endpoinis of adjudicated major, CRINM., and all bleeding events were
sumilar in incidence across the two treatment arms. The secondary safety endpoint of drug
dizcontinuation due to adversze event. intolerability. or bleeding was reported 1n 7 (5.6%) subjects 1n
the apixaban arm and 1 (1.6%) subject in the standard of care arm_ No patients in erther treatment arm
experienced a thromboembolic event. There were no deaths in erther treatment arm.

Assessor’'s comment:

For study CV185362 (SAXOPHONE), no superiority for the composite primary safety endpoint of
adjudicated major and CRNM bleeding was demonstrated. The proposed text for this study can be
agreed upon. In addition, in line with the guideline on Summary of Product Characteristics, it is advised
to add that the findings of this study are considered inconclusive (OC).
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Comment Concerned Member State:

We generally agree on the proposed text in 5.1, however, we find it sufficient to express that the
participants received a dose designed to produce exposures comparable to those seen in adults and
hence we suggest that the tables can be removed.

Assessment of the CMS comment:

The dose scheme in table 15 has been developed using complex dose-modelling, and without the
information in table 15, the appropriate dosages for each weight range cannot be evidently retrieved
from the dose used in adults. Therefore, it is considered relevant to include the table containing the
dose schedule, as this cannot be retrieved easily in any other way. Therefore, it is not agreed with the
CMS to delete the table.

The European Medicines Agency has deferred the obligation to submit the results of studies
with Eliquis in one or more subsets of the paediatric population
(see section 4.2 for information on paediatric use).

Assessor’'s comment:

This remark is agreed upon.

Please refer to Attachment 1 which includes all the changes to the Product Information as proposed by
the Applicant (including an additional editorial change in section 5.1), including the Rapporteur’s
assessment.

11. Request for supplementary information
11.1. Major objections

Clinical aspects

1. In study CV185362, apixaban dosed at a target exposure of 1200 ng*hr/ml was not associated
with an increased risk of bleeding, as compared with VKA or LMWH. However, the external
validity of study CV185362 to evaluate the bleeding risk may be questioned. Further, in study
CV185155, for apixaban dosed at a target exposure of 620 ng*hr/ml, an increase of the
frequency of clinical relevant non-major (CRNM) bleeding as well as minor bleeding on apixaban
as compared to Standard-Of-Care (no thromboprophylaxis) was observed. Therefore, it cannot be
concluded that the safety of Eliquis in paediatric patients has been established. Further, data on
the treatment of thrombo-embolism have not been evaluated yet. Therefore, it is requested to
rephrase the statement in section 4.2 as follows:

Paediatric population
The safety and efficacy of Eliquis in children and adolescents below age 18 hasve not been
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established—fer—the—indication—of thromboembelism—prevention. Currently available data on

thromboembolism prevention are described in section 5.1 but no recommendation on a posology
can be made.

11.2. Other concerns

Clinical aspects

2. In study CV185155, apixaban resulted in a numerical improvement of the primary composite
endpoint of non-fatal deep vein thrombosis (asymptomatic or symptomatic), pulmonary
embolism, and cerebral venous sinus thrombosis (CVST); and VTE related death, as compared to
SOC, with a RR of 0.69 (95% CI 0.45-1.05), with 31 (12.1%) and 45 (17.6%) events for
apixaban vs SOC, though not reaching statistical significance. This numerical improvement was
mostly attributable to a numerical improvement in asymptomatic deep venous thrombosis (DVT)
events (27 vs 38). From the data provided, it is not clear as to whether the numerical reduction
of asymptomatic DVT only concerns central venous access device (CVAD)-related thrombi. No
data are provided on the location of the thrombi, especially in relation to the position of the
CVAD, as well as on the severity, treatment required and clinical outcome. The applicant is asked
to provide these data.

3. In study CV185155, serious adverse event (AE) of embolism was reported more frequently on
apixaban (n=9; 3.5% vs n=3;1.2%). No data are provided on the location of the embolism and
on the clinical outcome. The applicant is requested to provide case narratives on all adverse
events of embolisms that are reported, providing data on location, severity, treatment required
and clinical outcome.

4. In study CV185362, a very limited number of 1 vs 3 events of the primary safety endpoint has
been observed, which is far below the estimated bleeding event rate of 8% vs 24% to power the
study. Although such numbers appear to be reassuring, these numbers limits drawing any
conclusions on the risk of significant bleedings and questions the external validity of the study.
The MAH is requested to discuss the value/external validity of this study also in relation to the
observed findings.

5. In accordance with "A guideline on Summary of Product Characteristics (SmPC), sept 2009”, in
section 5.1 of the SmPC, subsection Paediatric Population, a cross-reference should be made with
section 4.2. Therefore, it is required to add the following: ” There is no authorised paediatric
indication (see section 4.2).”

6. In study CV185155 (Prevapix-ALL), apixaban treatment was not associated with an increased
incidence of the primary safety endpoint of (adjudicated) major bleeding events (2 in each
group), which appears to be reassuring. However, the incidence of adjudicated clinical relevant
non-major (CRNM) bleeding was increased in the apixaban treatment arm as compared to
standard -of-care (n=11; 4.3% vs n=3; 1.2%, RR 3.67 (95% CI 1.04-13.0). Also, minor
bleedings were observed with increased frequency on apixaban (n=37; 14.5% vs n=20; 7.8%;
RR 1.85 (1.10-3.10). The applicant is asked to describe these data in section 5.1 of the SmPC
(please refer to the annotated SmPC).
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For study CV185362 (SAXOPHONE), no superiority for the composite primary safety endpoint of
adjudicated major and CRNM bleeding was demonstrated. The proposed text for this study in
section 5.1 of the SmPC can be agreed upon. However, in line with the guideline on Summary of
Product Characteristics, it is advised to add that the findings of this study are considered
inconclusive (please refer to the annotated SmPC).
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12. Assessment of the responses to the request for
supplementary information

12.1. Major objections
Clinical aspects

1. In study CV185362, apixaban dosed at a target exposure of 1200 ng*hr/ml was not associated
with an increased risk of bleeding, as compared with VKA or LMWH. However, the external
validity of study CV185362 to evaluate the bleeding risk may be questioned. Further, in study
CV185155, for apixaban dosed at a target exposure of 620 ng*hr/ml, an increase of the
frequency of CRNM bleeding as well as minor bleeding on apixaban as compared to Standard-Of-
Care (no thromboprophylaxis) was observed. Therefore, it cannot be concluded that the safety of
Eliquis in paediatric patients has been established. Further, data on the treatment of thrombo-
embolism have not been evaluated yet. Therefore, it is requested to rephrase the statement in
section 4.2 as follows:

Paediatric population

The safety and efficacy of Eliquis in children and adolescents below age 18 hasve not been

established—fer—the—indication—of thromboembelism—prevention. Currently available data on
thromboembolism prevention are described in section 5.1 but no recommendation on a posology
can be made.

Summary of the MAH'’s Response

A response is provided below regarding the validity of safety results observed in studies CV185155 and
CV185362. However, considering that a positive benefit/risk balance was not established in
thromboembolism prevention, the Marketing Authorization Holder (MAH) agrees with the request of the
CHMP to modify the Summary of Product Characteristics (SmPC) statement in Section 4.2 as requested (a
revised version of the Product Information is provided in Module 1).

Regarding the exposure data from studies CV185155 and CV185362, the MAH would like to call

attention to the following observations:

- Despite the lower apixaban exposures observed in Study CV185155 relative to those in Study
CV185362, the safety of apixaban in the former was being compared to that of no systemic
anticoagulation, which was the Standard of Care (SOC) at the time for this patient population
with newly diagnosed Acute Lymphoblastic Leukemia / Lymphoblastic Lymphoma
(ALL/LL). Accordingly, it is reasonable to expect a higher incidence of bleeding events among
patients receiving anticoagulation compared to those receiving none.

- Attention is further directed to the observed rates of Major, Clinically Relevant Non-major
(CRNM), as well as Minor bleeding events in the apixaban and comparator groups of studies
CV185155 (no systemic anticoagulation) and CV185362 (vitamin K antagonist [VKA] / Low
Molecular Weight Heparin [LMWH]), summarized in Table 1.1-1:

- For Study CV185155 the sum totals of any bleeding events reported were 50 (19.5%) in
the apixaban group and 25 (9.8%) in the SOC group. These rates are compared to those for
any bleeding events in Study CV185362, of 47 (37.3%) and 23 (37.1%) in the apixaban
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and VKA/LMWH groups, respectively.

- The incidence of any bleeding events was higher in the apixaban group of Study CV185362

than in the apixaban group of Study CV185155, consistent with the higher exposures
targeted for the apixaban group in study CV185362.

- The incidence of any bleeding events was substantially higher in the SOC active
comparator group (treated with VKA/LMWH) in Study CV185362 than in the SOC

placebo comparator group of Study CV185155, also consistent with outcomes for patients

exposed to anticoagulation (VKA/LMWH) compared to those who were not exposed to
any, respectively.

The reported rate of bleeding events in Study CV185155 was comparable to that seen in other

paediatric direct oral anticoagulants studies (Table 1.1-2).

Overall, in the paediatric apixaban clinical development program encompassing studies

CV185118, -155, and -362, 970 paediatric patients at increased risk of thromboembolism were
randomized, including 579 to apixaban; of whom 568 were treated. Collectively, this represents

the single largest group of paediatric patients exposed to a single oral anticoagulant in the

randomized clinical studies that have been conducted in this age group to-date. As such, this is a

robust and reasonably sufficient overall population from which to characterize the safety of
apixaban treatment in paediatric patients.

Further discussion on the external validity of Study CV185362 is provided in the response to

Question 4 (See Section 4.1).

Table 1.1-1: Adjudicated Bleeding Events in Apixaban Clinical Studies
Study CVI85155 Study CV1E5362
. Standard of Care . Standard of Care
Type of bleeding events Apizahin (No anticoagulant) Aplxahon (VEA/LMWH)
(n=2156) (n=256) (n=126) (n=62)
Major 2 (0.8) 2(0.8) 1{ 0.8) 1(1.6)
Major + CRNM, n (%) 13 (5.1) 5(2.00 1 (0.8) 3(4.%)
CENM#*, n (%0) 11 (4.3) 3(1.2) 1 (0.8) 2(3.2)
Minor, n (%&) 37 (14.5) 20{7.8) 46 (36.5) 21(33.9)
Any adjudicated bleeding | 5 19 5 25 (9.8) 47 (37.3) 23 (37.1)
cvents, n (%)
*The most common adjudicated CRNM bleeding event contributing to the treatment difference in Study CVIB5155 was
epistaxis, identified in § and 3 subjects in the apixaban and Standard of Care groups, respectively.
Source: CVI1835155 final CSE, Table 8.1-1 ! and CV185362 final CSR, Table H.]-lz-. Table 5.1 for CV183362 Minor bleeding
events
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Table 1.1-2: Bleeding Events Reported for Other Direct Oral Anticoagulants

UNIVERSE EINSTEIN-JR* ENNOBLE-ATE" DIVERSITY ®

Rivaroxaban | ASA | Rivaroxaban | VKA/ | Edoxaban | VKA/ | Dabigatr SOC
Hepann LMWH an

n=66 n=34 n=329 n=162 | n=109 n=58 n=176 n=90

Major 1 0 0 2 0 0 4 2
(2%) (1%) (2%) (2%)

CRNM 4 3 10 1 1 I 2 I
(6%) (9%) (3%) (1%) (0.9%) (1.7%) (1%) (1%)

Trivial/ 21 12 - - - - 13 21
Minor (33%) (35%) (19%%) (23%)

All - - - - 4 2 18 22
Bleeding (3.7%) (3.4%) (22%) (24%)

Abbreviations: Apix: apixaban: ASA: aspirin: Dabe: dabigatran: Edox: edoxaban: LMWH: Low Molecular Weight Heparin: Riva:
tivaroxaban; SOC: standard of care; VICA: vitamin K antagonist

Study duranon: CV183133 = ~29 days; CV183362 = Up to 12 months: UNIVERSE = 12 months; EINSTEIN-IR = 3 months:
EMNOBLE-ATE = 12 months; DIVERSITY = 3 months

Assessment of the MAH’s Response

It is agreed with the applicant that the frequency of bleeding events in study CV185155 is limited, and
reduced as compared with study CV185362 (with sum totals of any bleeding events in subjects on
apixaban of 50 (19.5%) in study CV185155 vs 47 (37.3%) in study CV185362), logically due to the lower
exposure. However, as compared with Standard-of-Care, that consists of not administering
anticoagulation, the frequency of bleeding events is increased, e.g. for CRNM bleeds (n=13; 5.1% vs
n=5; 2.0%). This of course can be understood from a mechanistic perspective, but it does imply that the
administration of apixaban results in an increase of bleeding events, while a beneficial effect on thrombo-
embolic events has not been demonstrated. Therefore, though the frequency of bleeding events is
considered low, safety is not considered demonstrated as compared to standard-of-care. For that reason
the statement that safety of apixaban is established cannot be agreed upon. Nevertheless, the MAH
agrees with the statement as requested in section 4.2, therefore, the issue is considered resolved.

Conclusion

Issue is resolved.

Xloverall conclusion and impact on benefit-risk balance has/have been updated accordingly

[INo need to update overall conclusion and impact on benefit-risk balance

12.2. Other concerns

Clinical aspects

2. In study CV185155, apixaban resulted in a numerical improvement of the primary composite
endpoint of non-fatal deep vein thrombosis (asymptomatic or symptomatic), pulmonary
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embolism, and cerebral venous sinus thrombosis (CVST); and VTE related death, as compared to
SOC, with a RR of 0.69 (95% CI 0.45-1.05), with 31 (12.1%) and 45 (17.6%) events for
apixaban vs SOC, though not reaching statistical significance. This numerical improvement was
mostly attributable to a numerical improvement in asymptomatic DVT events (27 vs 38). From
the data provided, it is not clear as to whether the numerical reduction of asymptomatic DVT only
concerns CVAD-related thrombi. No data are provided on the location of the thrombi, especially in
relation to the position of the CVAD, as well as on the severity, treatment required and clinical
outcome. The applicant is asked to provide these data.

Summary of the MAH’s Response

Tabulated descriptive statistics for asymptomatic adjudicated Deep Vein Thrombosis (DVT) events are
provided, including location and Central Venous Access Device (CVAD) relationship as well as severity,
treatment requirement, and outcome from adverse events (AEs) associated with these clinical events.
Additionally, information for location and CVAD involvement in individual subjects with both symptomatic
and asymptomatic events is included in Appendix 1, and severity, treatment requirement, and outcome
from the AEs associated with these clinical events is included in Appendix 2. Information on location and
CVAD involvement was obtained from either individual adjudication reviewers, core lab review of images,
or site assessment, in that order of preference. Regarding AEs, adjudicated clinical events were
associated events first using verbatim term; for remaining non-matching events, a secondary association
was made based on closest matching thrombus event, based on event date. Adverse Event Preferred
Terms considered for this match included: thrombosis, vascular access site thrombosis, deep vein
thrombosis, and peripheral embolism.

Among subjects with asymptomatic DVT events in Study CV185155, 17 of 27 (63%) in the apixaban
group and 20 of 38 (53%) in the SOC group were adjudicated as CVAD-related (Table S.2). Accordingly,
37% of the asymptomatic thrombi in the apixaban group and 47% of those in the SOC group - were not
CVAD-related. Therefore, the numerically lower incidence of adjudicated events of asymptomatic thrombi
seen in the apixaban group relative to the SOC group was not limited to CVAD-related thrombi.

Among those asymptomatic thrombi that were, in fact, CVAD-related, the majority in both groups were
located in the upper extremities, right more often than left, with the next most common location having
been in the right atrium. The majority of the asymptomatic thrombi in both groups were of grade I or II
(mild to moderate) intensity. More than half of the asymptomatic thrombi in both study groups required
treatment. In the apixaban group, half of the asymptomatic thrombi were reported as
recovered/recovering or resolved/resolving. This was similar to the finding in the SOC group.

In summary, the characteristics of the asymptomatic DVTs were similar in both groups in terms of
anatomic location and CVAD-relatedness. CVAD-related DVTs comprised more than half of the total
number of DVTs in both study groups. However, the numerically lower incidence of asymptomatic DVTs in
apixaban-treated participants was observed among those whose events were CVAD-related, as well as
those whose events were not CVAD-related.

Assessment of the MAH’s Response

In study CV185155, asymptomatic DVT was detected in 27 (10.5%) of subjects on apixaban vs 38
(14.8%) of subjects on Standard-of-Care (no systemic anticoagulation). This numerical reduction of DVT
on apixaban was driven by a slight reduction in the number of CVAD related thrombi(n=17; 6.6% vs
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n=20; 7.8%), and more substantially by the number of TE events not (locally) related to the CVAD (nh=9;
3.5% vs n=16; 6.3%). Embolism occurred at a similar rate for apixaban vs SoC (n=13; 5.1% vs n=11;
4.3%), and treatment was required less often on apixaban (n=15; 5.9% vs n=26; 10.2). In conclusion,
the numerical reduction in asymptomatic DVT on apixaban was not only driven by a reduction in CVAD-
associated thrombosis but also related to a reduction in systemic (non-catheter-related) DVT.

Conclusion:

Issue is resolved.

3. In study CV185155, serious AE of embolism was reported more frequently on apixaban (n=9;
3.5% vs n=3;1.2%). No data are provided on the location of the embolism and on the clinical
outcome. The applicant is requested to provide case narratives on all adverse events of
embolisms that are reported, providing data on location, severity, treatment required and clinical
outcome.

Summary of the MAH’s Response

In Study CV185155, 13 AEs in the apixaban group and 11 in the SOC group coded to the MedDRA
preferred term of “embolism”. These events are summarized in Table S.3; and Appendix 3 provides a line
listing for these subjects. The line listing provides location, severity, treatment required, and outcome.
Severity, treatment, and outcome are from the AE dataset, with outcome for non-serious events listed as
resolved or not resolved, depending on the presence of an event end date. Information for AEs is
available in Appendix 16.2.6.2 to the CV185155 final CSR. Narratives for serious adverse events (SAEs)
in apixaban-treated subjects are also available in Table S.600 to the CV185155 final CSR.

Among these AEs, 9 SAEs were reported in the apixaban group, and 3 other SAEs were reported in the
SOC group. A total of 6 of 9 SAEs in the apixaban group were reported by the investigator as
asymptomatic DVT on the end-of-study scans. According to the study protocol, all AEs of
thromboembolism were sent for adjudication except for those determined at the site to be superficial
venous thromboses. In the apixaban group, 10 of the 13 embolism-associated AEs were adjudicated as
an event while, similarly in the SOC group, 8 of the 11 embolism-associated AEs were adjudicated as an
event. The remaining events were either adjudicated as non-events or were superficial venous
thromboses. In both groups, all the adjudicated events were DVTs; none were emboli. The explanation
for this finding is that the investigator-reported AE terms as listed in Appendix 3 are mapped to the
MedDRA term “embolism” even though there was no embolic event.

The AEs were grade 1 or 2 in 11 of 13 AEs in the apixaban group and 10 of 11 in the SOC group. Of the
remaining 2 AEs in the apixaban group, one grade 3 and one was grade 4. Treatment was required for 10
of 13 AEs in the apixaban group and 7 of 11 in the SOC group. In the apixaban group, 11 of 13 AE were
recovered/recovering or resolved/resolving, compared to 6 of 11 in the SOC group.

In summary, while AEs and SAEs that were mapped to the MedDRA preferred term of “embolism” were
reported in both treatment groups, in fact none of these events were adjudicated as having been an
embolic event. There was, therefore, no imbalance in adjudicated embolism events between the 2 study
groups during the intended treatment period.
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Assessment of the MAH’s Response

In study CV185155 13 vs 11 AEs were coded as MedDRA preferred term “embolism” for apixaban vs
SoC, with 9 vs 3 graded serious. Upon adjudication, 10/13 and 8/11 were DVTs and 3/13 vs 3/11 were
superficial venous thrombosis. No AE was adjudicated as embolism. From the data provided, no
difference for AEs reported as embolism between both treatment groups was seen.

Conclusion:

Issue is resolved.

4, In study CV185362, a very limited number of 1 vs 3 events of the primary safety endpoint has
been observed, which is far below the estimated bleeding event rate of 8% vs 24% to power the
study. Although such numbers appear to be reassuring, these numbers limits drawing any
conclusions on the risk of significant bleedings and questions the external validity of the study.
The MAH is requested to discuss the value/external validity of this study also in relation to the
observed findings.

Summary of the MAH’s Response

In Study CV185362, the primary safety endpoint was a composite of adjudicated Major or CRNM
bleeding. One (0.79%) subject in the apixaban group and 3 (4.84%) subjects in the SOC group met the
primary safety endpoint.

Study CV185362 was not powered to identify statistically significant treatment differences that might
exist, given the limited number of thromboembolic events expected to occur in this study population;
instead, it was designed as a safety and pharmacokinetic/pharmacodynamic (PK/PD) study in which the
efficacy variables were summarized using descriptive statistics only, and not analyzed for statistical
significance. The apixaban and SOC event rates (8% and 24%, respectively) that are cited in Question 4
of the Assessment Report, are taken from Table 8.1-4 in the CV185362 protocol; Table 8.1-4 is entitled
“Possible Power to Detect a Significant Difference between Comparator Group and Apixaban Group for the
Primary Safety Endpoint”. The MAH would like to point out that these were not put forward as the actual
event rates expected in this study. Table 8.1-4 presents a range of hypothetical treatment group event
rates and corresponding treatment differences that might be seen in the study at different hypothetical
levels of statistical power.

The rates of key safety events (Major and CRNM bleeding) that were observed in Study CV185362 are
comparable to those reported in other studies involving thromboprophylaxis with rivaroxaban* and
edoxaban?® in paediatric patients with heart disease at increased risk of thromboembolic events (Table
1.1-2). Therefore, the low rates observed do not invalidate study CV185362 in light of other,
contemporaneous studies with similar rates:

- In the UNIVERSE study (Part B, n=66 subjects), 1 participant (2%) experienced a single
adjudicated Major bleeding event. No participants were reported to have experienced any Major
bleeding events in the aspirin comparator group. The proportion of participants with CRNM

Assessment report
EMA/CHMP/226986/2023 Page 108/112



bleeding events was lower in the rivaroxaban treatment group (6%) than in the aspirin group
(9%). These rates were higher than those in the apixaban and VKA/LMWH groups (0.8% and
4.8%, respectively).

- In the ENNOBLE-ATE study, adjudicated CRNM bleeding events occurred in 1 patient (0.9%) in
the edoxaban treatment group at 15 days and 1 (1.7%) in the SOC anticoagulant group at 54
days, corresponding to annualized rates of 0.04 and 0.07, respectively. During the extension
period (treatment through a maximum of year post-enrollment), there was 1 adjudicated
clinically relevant bleeding event (0.7%).

Further, the observed rates are comparable to those reported in studies of other direct oral
anticoagulants used for treatment of paediatric patients:

o DIVERSITY: 6/176 (3.4%) vs. 3/90 (3.3%) of dabigatran and heparin/VKA treated
patients, respectively

o EINSTEIN-Jr: 10/329 (3.0%) vs. 3 (1.9%) of rivaroxaban and heparin and/or VKA-treated
patients, respectively

In summary, the MAH considers that the low rates of Major or CRNM bleeding in Study CV185362 are
consistent with those reported in other studies of direct oral anticoagulants in paediatric patients.
Furthermore, when the safety results of Study CV185362 are viewed together with those from Study
CV185155, the MAH believes they do, in fact, support the external validity of the study in paediatric
patients with congenital or acquired cardiac disease or other conditions that place them at increased risk
of thromboembolic events.

Assessment of the MAH’s Response

In study CV185362 the use of apixaban was investigated in paediatric subjects with congenital or
acquired heart disease. As explained by the applicant, it was not feasible to design a study that was
adequately powered to show statistically significant treatment differences for any of the endpoints due to
the low frequency of events related to the endpoints and due to anticipated limitations in recruitment of
patients. The number of patients included was based upon feasibility and was expected to provide
sufficient data for descriptive statistics on efficacy and safety. This reasoning is considered acceptable.

The power-calculation for the primary safety endpoint of the composite of adjudicated major or CRNM
bleeding events, that was presented in the study protocol, was hypothetical and performed as
assessments of precision. The event rate estimates of 8 vs 24% were not based on data from literature.

In fact, In the UNIVERSE study investigating rivaroxaban in children post-Fontan procedure, major
bleeding occurred in 1 (2%) and CRNM bleeding in 6% of participants, vs 9% of subjects on ASA. In the
ENNOBLE-ATE study, the use of edoxaban was investigated for primary or secondary thromboprophylaxis
in paediatric patients with heart disease. Here, CRNM bleeding events occurred in 1 (0.9%) vs 1 (1.7%)
of subjects on edoxaban vs SOC anticoagulants, and TE events occurred on no subject on edoxaban and 1
subject on SOC.

The low number of event rates for the primary safety endpoint (the composite of adjudicated major or
CRNM bleeding events) that were reported in study CV185362, 1 (0.79% vs 3 (4.84%) for apixaban vs
VKA/LMWH indeed is in line with the event rates that have been encountered in similar patient categories.
Therefore, the external validity of the study is considered confirmed.

Assessment report
EMA/CHMP/226986/2023 Page 109/112



Conclusion:

Issue is resolved.

5. In accordance with “A guideline on Summary of Product Characteristics (SmPC), sept 2009”, in
section 5.1 of the SmPC, subsection Paediatric Population, a cross-reference should be made with
section 4.2. Therefore it is required to add the following: ” There is no authorised paediatric
indication (see section 4.2).”

Summary of the MAH’s Response

The MAH agrees with the request and has added the cross-reference with section 4.2 in the SmPC section
5.1, subsection Paediatric Population (a revised version of the Product Information is provided in Module
1.

Assessment of the MAH’s Response
The applicant has adapted the wording in the SmPC appropriately.
Conclusion

Issue is resolved.

6. In study CV185155 (Prevapix-ALL), apixaban treatment was not associated with an increased
incidence of the primary safety endpoint of (adjudicated) major bleeding events (2 in each
group), which appears to be reassuring. However, the incidence of adjudicated CRNM bleeding
was increased in the apixaban treatment arm as compared to standard -of-care (n=11; 4.3% vs
n=3; 1.2%, RR 3.67 (95% CI 1.04-13.0). Also, minor bleedings were observed with increased
frequency on apixaban (n=37; 14.5% vs n=20; 7.8%; RR 1.85 (1.10-3.10). The applicant is
asked to describe these data in section 5.1 of the SmPC (please refer to the annotated SmPC).

Summary of the MAH'’s Response

The MAH agrees with the request and has added a description of the data on adjudicated CRNM bleeding
and Minor bleeding in the description of Study CV185155 in the SmPC section 5.1 (a revised version of
the Product Information is provided in Module 1).

Safetv endpoints were adjudicated according to ISTH eriteria. The primary safety endpoint. major
bleeding. occurred in 0.8% of patients in each treatment arm. CRNM bleedine occurred in |1 patients
(4.3%) in the apixaban arm and 3 patients { 1.2%b) in the standard of care arm. The most common
CRNM bleeding event contributing to the treatment difference was mild to moderate intensity
epistaxis. Minor bleeding events occurred in 37 patients in the apixaban arm (14.5%) and 20 patients
(7.8%) in the standard of care arm.
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Assessment of the MAH’s Response

The addition of information on bleeding events for study CV185155 in section 5.1 of the SmPC adequately
reflects the study findings.

Conclusion

Issue is resolved.

7. For study CV185362 (SAXOPHONE), no superiority for the composite primary safety endpoint of
adjudicated major and CRNM bleeding was demonstrated. The proposed text for this study in
section 5.1 of the SmPC can be agreed upon. However, in line with the guideline on Summary of
Product Characteristics, it is advised to add that the findings of this study are considered
inconclusive (please refer to the annotated SmPC).

Summary of the MAH’s Response

The MAH understands that the results of CV185362 do not allow for a definitive assessment of efficacy. In
this regard, it is important to note that this was never the intent of the study. Nevertheless, the MAH
considers that the alternative language proposed below for section 5.1 of the SmPC accurately reflects
the study results: “This study was prospectively designed for descriptive efficacy and safety because of
the expected low incidence of TE and bleeding events in this population. Due to the observed low
incidence of TE in this study, a definitive risk benefit assessment could not be established.”

In agreement with the PIP, CV185362 was a randomized, controlled study of apixaban versus SOC in
paediatric patients with congenital or acquired heart disease. Its main objectives, as detailed in the PIP,
were to assess the safety and PK/PD characteristics of apixaban in this population. As stated in the
protocol, “The reported low incidence of thromboembolic and bleeding events in children limits the
feasibility for a phase III trial. However, there remains a need to understand the safety and PK/PD profile
of apixaban in children with heart disease... Therefore, the current study is designed to characterize
apixaban safety and PK/PD profile, and is a descriptive study for which the safety, PK/PD, and efficacy
variables will be summarized.” The protocol also states that CV185362 was, “not expected to be fully
powered for either efficacy or safety due to the low incidence of thromboembolic and bleeding events in
children”.

The study results achieved the objectives of CV185362. The safety of apixaban was demonstrated to be
comparable to SOC. Furthermore, the bleeding rates seen in the study were also similar to those in other
pediatric direct oral anticoagulants studies. The PK/PD of apixaban were also elucidated and was
consistent with its known mechanism of action. The study findings were therefore clinically meaningful, as
attested to by the study Steering Committee. While it is true that there were no efficacy events in either
group of the study, precluding the establishment of a benefit-risk assessment, that does not mean that
the study as a whole was inconclusive or not interpretable.

w

This study was prospectively designed for descriptive efficacy and safety because of the

expected low incidence of TE and bleeding events in this population. Due to the observed low
incidence of TE in this study a definitive risk benefit assessment could not be established."
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Assessment of the MAH’s Response

The data on efficacy and safety from study CV185362 are reported in a balanced way. The reasoning on

the interpretability of data is acknowledged and the added text in the SmPC is agreed upon.

Conclusion

Issue is resolved.

Xloverall conclusion and impact on benefit-risk balance has/have been updated accordingly

[INo need to update overall conclusion and impact on benefit-risk balance

i ELIQUIS (apixaban) Summary of Product Characteristics (SmPC), January 2021.

ii Eliquis, US Prescribing Information, Bristol-Myers Squibb and Pfizer Inc., 2012.

i Cirincione B, Kowalski K, Nielsen J, et al. Population pharmacokinetics of apixaban in
subjects with nonvalvular atrial fibrillation. CPT Pharmacometrics Syst Pharmacol.
2018;7(11):728-38.

v Byon W, Sweeney K, Frost C, Boyd RA. Population pharmacokinetics,
pharmacodynamics, and exploratory exposure-response analyses of apixaban in subjects treated
for venous thromboembolism. CPT Pharmacometrics Syst Pharmacol. 2017 May;6(5):340-349.

v EMA. Background review for the excipient propylene glycol. Doc. Ref.
EMA/CHMP/334655/2013, Committee for Human Medicinal Products (CHMP), European Medicines
Agency 2014-Nov-20 (Adopted: 09-Oct-2017). Accessed at:
ema.europa.eu/en/documents/report/background-review-excipient-propylene-glycol-context-revisi
on-guideline-excipients-label-package_en.pdf
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