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1. Background information on the procedure

Pursuant to Article 16 of Commission Regulation (EC) No 1234/2008, Glaxosmithkline Trading Services
Limited submitted to the European Medicines Agency on 16 November 2023 an application for a

variation. b
The following changes were proposed: Q

Variation requested Type, nnexes
affected
C.l4 C.I.4 - Change(s) in the SPC, Labelling or PL due to new T I
quality, preclinical, clinical or pharmacovigilance data 0

To update sections 4.2, 4.8 and 5.2 of the SmPC in order to update informatién paediatric
population based on final results from study COMET-PACE (215226), a cate study in the RMP;
this is an open-label, nhon-comparator, multicentre study to describe th acokinetics (PK),
pharmacodynamics (PD; viral load) and safety following a single intrav%s or intramuscular dose of
sotrovimab in paediatric participants with mild to moderate COVID—Qat high risk of disease
progression. The updated RMP version 1.1 has also been submitt&d:

The requested variation proposed amendments to the Summ@ Product Characteristics and to the

Risk Management Plan (RMP). Q

2. Abbreviations: \O

ADA (anti-drug antibodies): Antibodies deveIopeo@inst sotrovimab in sotrovimab-treated patients.
AESI: Adverse events of special interest

Xo

AE: Adverse event. g
Fc-mediated effects: Immunological ﬁor functions mediated by the Fc part of an antibody (e.g.
complement activation, phagocyto ibody-dependent cell killing, etc).

I.M.: Intramuscular injection. O
I.V.: Intravenous injection.
mAb: Monoclonal antibody:

PD (Dharmacodynavﬁ\.Kinetics of SARS-CoV-2 concentration in nasal swabs from sotrovimab-

treated patients.
L 4
PK (pharmaccﬁ%): Kinetics of sotrovimab concentration in sera from treated patients.

RT-PCR (& transcription - polymerase chain reaction): Method used for quantitation of SARS-
CoV-2 R nasopharyngeal swabs of patients.

SAE: @US adverse event.

-CoV-2 (human acute severe respiratory syndrome coronavirus 2): Causative agent of COVID19.
SmPC: Summary of product characteristics.

VIR-7831: Sotrovimab.
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3. Overall conclusion and impact on the benefit/risk balance

For this variation application, the MAH provided data for sotrovimab use in the paediatric population,
based on final results from the COMET-PACE study.

The study was terminated prematurely 14.06.2023, due to the emergence of omicron BA.2, t?‘&t
SARS-CoV-2 variant against which sotrovimab exhibited worsened in vitro neutralization p , a
the provided data is thus very limited [8 paediatric patients; two participants (6 to <12
250 mg i.v. sotrovimab, and the remaining 6 participants (5 in 12 to <18 years grou 1p/6 to <12
years group) received 500 mg i.v. sotrovimab; 29 day follow-up].

The virology and ADA data for the 8 paediatric patients raises no concerns.

The PK modelling data provided by the MAH demonstrated that the pharma@s of sotrovimab in

adolescents is comparable to adults. 0

The safety data from 8 patients did not show any new signals.

Thus, with the caveat that the treated paediatric patient populatiom@s very limited, the COMET-PACE

data raises no concerns. @

The MAH proposed to remove the missing information safety rn “Use in children 212 to <18
years old” from the sotrovimab RMP, as it is considered suffiei characterised, and proposed to
update the RMP following COMET-PACE study closure ac Qﬁly. The PRAC agrees that “Use in
children =12 to <18 years old” can be deleted as missi formation safety concern based on safety
data in adolescents coming from clinical studies [7 p:%ipants with the approved posology] and post
marketing reports including literature [>100 cas hich do not show a difference in sotrovimab
safety profile in adolescents compared to the s rofile in adults. In addition, as indicated above,
the pharmacokinetic properties of sotrovimab ifngdolescents are comparable to those in adults.

f spontaneous reports via the targeted follow-up
questionnaire for lack of efficacy including.formation on variant lineage (a routine pharmacovigilance
activity) addressing “treatment fai to emerging variants” [not listed as RMP safety concern]
from the RMP (Part III and Annex sed on the limited data received via follow-up questionnaire
since no new information has b, ceived to what is being acquired from ongoing in vitro testing and
literature review.

The MAH also proposed to remove evalu

In December 2022, EMA’QQrgency Task Force cautioned that monoclonal antibodies currently
authorised for COVI 9 [suth as sotrovimab] are unlikely to be effective against emerging strains of
SARS-CoV-2. Thus, D\ering the current knowledge on SARS-CoV-2 sub variant neutralisation by
sotrovimab, the {ﬁed exposure to sotrovimab, as described in the last sotrovimab PSURs and,
that the MAH wij ntinue to evaluate sotrovimab effectiveness through non-clinical data and literature
reports, the s@ value of retrieving information through the follow-up questionnaire for lack of

> questionable. Therefore, this change is acceptable.

efficacy
Finally ing the MAH’s decision to terminate study COMET-PACE, the resulting administrative
updat emoving COMET-PACE from RMP Part III] are acceptable.

roposed changes in RMP version 1.1 are considered acceptable.

The benefit-risk balance of Xevudy remains positive.
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4. Recommendations

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

Variation requested Type Annexes
a%d
C.l.4 C.I.4 - Change(s) in the SPC, Labelling or PL due to Type 11 @
new quality, preclinical, clinical or pharmacovigilance c
data "\ 9

Y
To update sections 4.2, 4.8 and 5.2 of the SmPC in order to update information on &iatric

population based on final results from study COMET-PACE (215226), a category 3 y in the RMP;
this is an open-label, non-comparator, multicentre study to describe the phar@netics (PK),
r

pharmacodynamics (PD; viral load) and safety following a single intravenou iftramuscular dose of
sotrovimab in paediatric participants with mild to moderate COVID-19 at I’@psk of disease
progression. The RMP version 1.1 has also been updated. @

Xis recommended for approval. (

Amendments to the marketing authorisation Q?
(0]

In view of the data submitted with the variation, amendm@& nnex(es) I and to the Risk

Management Plan are recommended. O
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Annex: CHMP and PRAC assessment comments on the type 11
variation

Type II variation assessment report
EMA/CHMP/16919/2024 Page 8/38



5. Introduction

Sotrovimab (VIR-7831, GSK4182136) is a human IgG1 kappa (IgG1lk) SARS-CoV-2 neutralizing
monoclonal antibody (mAb) derived from the parental human mAb S309, which was selected from
memory B cells of an individual who survived SARS CoV-1 infection in 2003 based on the mAb@ility
to cross-neutralize SARS-CoV-2.

I.e., sotrovimab binds to a highly conserved spike protein epitope which is conserved be QSARS—
CoV-1 and -2. M

The epitope has minimal overlap with the binding site of the ACE2 receptor on the tor-binding
part of the spike protein (RBD), and the parental S309 mAb does not compete wi E2 for binding to
the receptor-binding part of the spike protein (assayed on immobilized ACE2 %ayer inferometry,
using S309 in full-length and Fab formats). §

Nevertheless, S309 as well as sotrovimab neutralize SARS-CoV-2 in vit%

be expected to enhance distribution to the respiratory mucosa. The modification is not expected to
impair wild-type Fc-mediated effector functions, i.e., sotrovimab pected to exhibit the normal, full
range of Fc-mediated effector functions known to be exerted man IgG1.

The Fc domain of sotrovimab includes an LS modification that extelﬁa ody half-life and may also

The Fc-mediated functions have been shown to contribute@ficacy in preclinical animal models.

Since approx. April 2022 i.e. for more than a year ( @time June 2023), omicron BA.2 and so-
called BA.2-descendant lineages have been driving i:&ovm-w pandemic. Further, the antigenic
evolution of the spike protein on the BA.2-descen @ lineages has markedly eroded the in vitro
neutralization activity of all the currently approfed Monoclonal antibodies.

It is not yet known how worsened in vitro neutralising activity translates to reduced clinical efficacy,
and this is indeed expected to differ bet Abs, depending for example on whether Fc-mediated
immunological effector functions conﬁbo the antiviral efficacy (ref 1-7).

Nevertheless, through December anuary 2023, the loss of in vitro activity against omicron
BA.2-decendant lineages had re such proportions that EMA recommended against the use of
currently approved mAbs, wit éwHO providing even stronger recommendations against the use of
currently approved mAbs (refS¥8 and 9).

R

For this variatio ication, the MAH submitted the following data:
L 4

6. Submitte

e Repo TONCOMET-PACE paediatric clinical study (TMF-16076269, 09.10.2023).
2 4

. N pharmacology modelling report: Population pharmacokinetic analyses to support
tory submission of sotrovimab (VIR7831) in adolescent participants for the treatment of

VID-19
%Alliance Pharma method validation report, V2109035.01, 21.01.2022: Validation of the
electrochemiluminescence-based assay for detection of neutralizing anti-VIR-7831 antibodies
in human serum.

e Alliance Pharma method validation report, V2201157.01, 27.07.2022: Validation of the
electrochemiluminescence immunoassay for the quantitation of VIR-7831 in human serum.
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e Resolian study report, A2202022.01, 16.08.2023: Detection of neutralizing anti-VIR-7831
antibodies in serum samples from paediatric patients in COMET-PACE.

e Resolian study report, A2202019.01, 29.08.2023: Quantification of VIR-7831 in serum samples

from paediatric patients in COMET-PACE.
e Resolian study report, A2202021.01, 25.08.2023: Detection of anti-VIR-7831 antibo b
serum samples from paediatric patients in COMET-PACE.

e Alliance Pharma method validation report, addendum, V2201157.01, 06.12.20 %dendum
to validation report V2201157.01; provides long-term stability data for VIR- 1 in human
serum stored at -20°C for up to 160 days, at —-80°C for up to 205 days, an@ve data for a

crossvalidation assessment). Q

7. Clinical pharmacology 0

T

COMET-PACE was an open-label, non-comparator, multicente to describe the pharmacokinetics
(PK), pharmacodynamics (PD; viral load) and safety follo% imgle intravenous dose of sotrovimab
h

7.1. Overview & objectives; COMET-PACE study:

in paediatric participants with mild to moderate COVID-1 gh risk of disease progression.
The study initiated 16.12.2021. \

The original co-primary objectives were to evalua e pharmacokinetics and safety by i.v. or i.m.
administration of sotrovimab in participants fro @. to <18 years (the i.m. administration arm was
not conducted, and infants <6 years of age w@bt enrolled, as the study was terminated
prematurely 14.06.2023, due to the emengénce of omicron BA.2, the first SARS-CoV-2 variant against
which sotrovimab exhibited worsened in@weutralization potency).

The safety endpoints comprised: 0
e Incidence of adverse even@Es) through day 29 and week 36
e Incidence of serious Qe events (SAEs) through day 29 and week 36
e Incidence of advevents of special interest (AESI) through way 29 and week 36

The secondary objectigs were to evaluate disease progression and pharmacodynamics (viral load in
nasopharyngeal sw@y RT-PCR) in the treated participants.

e COVID-I ase progression was monitored for 36 weeks (by phone call on days when a
home N r clinic visit was not scheduled).

L 4
o M ab efficacy was not assessed in the study.

Redrti ;ent to the COMET-PACE study was paused prior to full recruitment on 28.03.2028, due to a
rease in in-vitro neutralisation of sotrovimab against omicron BA.2, and the study was ultimately
terminated on 14.06.2023.

All study participants were infected with omicron BA.1 and omicron BA.1.1, against which sotrovimab
retains potency.
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7.2. Participant disposition in COMET-PACE:

Five participants were enrolled in the 12 to <18 years age band and 3 participants were enrolled in the

6 to <12 years age band.

The participant disposition is detailed in the figure below.

Figure 1: Disposition of participants in the COMET-PACE study.

A

o>
52

*
Subjects Screened (n=9)
| Screen fallure (n
‘ « Did not ‘exclusion critenia (ne1)
il oD Subjects Randomized (n=8) N4
Age 610 <12 yrs (n=3) SN I
Age 12 10 <18 yrs (n=5) Enrolled Analysis Set
V2
domized but not d
4;7
v
Subjects Treated (n=8)
Sotrovimab IV
Safety Malvsls Set
)
Age 6 to <12 yrs mutodlm
(n=3) (n=5)
] (\
Completed (n=1, 33%) Completed (n=5,100%)
Died (n+0, 0%) Died (n=0, 0%)
Withdrawn (n=2, 67%) Withdrawn (n=0, 0%)
= Lost to follow-up (n=1)
- Withdrawal by subject (ne1) O
B
Sotrovimab IV Sotrovimab IV
(12 to <18 yrs) Total
(N=5) (N=8)
Participant status
Completed® N 1(33%) 5(100%) 6(75%)
Withdrawn b 2 (67%) 0 2 (25%)
Died - 0 0 0
Primary reason®/sub-reason¢ for s
withdrawal
Lost to follow-up =N 1 (33%) 0 1(13%)
Other \{ 1(33%) 0 1(13%)
Withdrawal by particigant 1(33%) 0 1(13%)
Other 2 \ 1(33%) 0 1(13%)
*
Figure text:
A: Graphica] de(my'l of participant disposition, COMET-PACE.
B: Tabula iction of participant disposition, COMET-PACE (safety population).

articipant is considered to have completed the study if he/she has completed the week 36 visit.

Participants may have only 1 primary reason.

Percentages for sub-reasons may sum to more or less than 100%. Participants may have more than 1 sub-reason
underneath a single primary reason. Participants are not required to indicate sub-reasons.

The¥igure is collated from figure 2 and table 4 in the COMET-PACE study report (TMF-16076269, 09.10.2023).
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7.3. Demographics, COMET-PACE:

The majority of the participants were female (5/8, 63%), white in origin, not hispanic or latino in
ethnicity, and had a median age of 13.5 years.

The demographics are detailed in the Table 1 below.
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Table 1: Demographics in COMET-PACE.

Sotrovimab IV | Solrovimablv | Sctrovimab IV
Gto<iZyrs) | (12to<iByrs) Total
=3 {N=5] iN=8}

Sex

n 3 5 8

Fernala 1(33%) 4 (B0%) 5(60%) |

[ 26T%) 1 (20%) 3(38%) |
_Age iyears}'

n 3 5 8

Maan 87 12 125
EX 058 160 251

Midsan 100 LK 135
[ Min 5 i3
[ Max 10 16

Ethnicity

n ] 3
[ Hisparec of Lano % 1%

Hiod Hispanc of Laing 1

ol reported 0 ]

Linkmgpan 1] [!]

High Level Race

[ 3 5

Black of Afgan Amencan 0 1 (20%)

Whae 3 {100%) 4 (80%)

Mxed race 0 0

Othar 0 0

Ribeots il

n 3 5

Biack of Alrican Amefican 0 1 (20%)

White = White'CaucassanEunopesn J(100%) 4 (B0%s) b
Hentage A@
Mixed Race 0 [ [
E 0 1] 1]
| Height {cen)

n 3 [ I —
| Mean 1321 s 152 5
Eq TE7 1847
[ Madan 1350 80| 1575
[l N L F2
m 137 Nl 1] 173
| Weight (kg)

n 3 5 8
| Lean E350 5481
El 26 659 3438
| Median £050 S045
[ Min. & 557 278
 Max, 1 1210 1210

BMI (kg/m*Z)

n 3 5 .
| Mean 18,57 107 2649

5D N 3575 FEE =

Modian N 1838 66 715

Min. m 155 032 155
[ Max. e 718 e 319

BN
[N __ - 3 5 8

-: CaHTLa S :'H&! {%_} '1E!t

> nercanta !E! [%]- L 12Et

3 5 B
1(39%) [ (17%)

[ [20%) (17%)

[ i) (13%)
1 (33%) a (%) |
1(33%) 3 {60%) A(50%) |
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Table text:

a For participants less than 2 years, full date of birth is collected. For participants 2 years or older, age is imputed from month
and year of birth. The calculation uses the last day of the month and calculates age relative to screening date.

b Percentiles based on US Centers for Disease Control and Prevention growth chart for children >2 years of age.
Note: Percentages are calculated from the displayed n counts. ;

The table corresponds to table 7 in the COMET-PACE study report (TMF-16076269, 09.10.2023).

7.4. Sotrovimab dosages used for paediatric patients in COMET-P,

*

The selection of the sotrovimab dosing in COMET-PACE was based on conventional aghric scaling to
achieve sotrovimab exposures in paediatric patients that are equivalent to exposu served in the
adult population after a single i.v. 500 mg dose (i.e. the adult exposure that prowi protection
against hospitalization or death by day 29 in the pivotal COMET-ICE efﬁcacy% performed in adult
unvaccinated participants predominantly infected with the index strain).

».

Eligible participants were treated with a single i.v. dose of sotrovimab %

Two participants (6 to <12 years) received 250 mg i.v. sotrovimab @nd the remaining 6 participants (5
in 12 to <18 years group, 1 in 6 to <12 years group) received 5 i.v. sotrovimab.

Intravenous sotrovimab was administered undiluted using a pump for participants under <15
kg, and diluted in 40 mL saline for participants <15 kg.

Because endotoxin specification limits for sotrovimab e allowable levels for infants weighing
<1.88 kg, infants <2 kg were excluded from the stu\

Dosing was performed within 2 days of screening ssment, and participants were dosed < 7 days
from onset of COVID-19 symptoms. ScreeningQ ccur on the same day as dosing.

Duration of administration was 30-<35 mi{tjs r 7 participants and 35-<40 minutes for 1

participant, without interruptions.

Additional details for the posology em in COMET-PACE are given in the Table 2 below.

@b

R

“
-
N
~

<
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Table 2: Sotroviman posology employed in COMET-PACE.

Arm Name Sotrovimab IV
Intervention Label Sotrovimab
Type Biologic
Dose Formulation Solubon in single use vial (62.5 mg/mlL)
Unit Dose Strength(s) 500 mgivial (500 mg’8 mL)
Dosage Level(s) by Weight: Qo<?vesry
*2t0<5kg 625mg =1mL
o5t0<15kg: 125mg=2mlL
* 1510 <40 kg 250 mg = 4mL
210 <6 years:
e51t0<15kg 125mg = 2mL
* 1510 <40 kg 250 mg = 4 mL
610 <12 years:
* 1510 <40kg: 250 mg = 4mL
*240kg: 500 mg = 8mlL
1210 <18 years:
*1510<40kg: 250 mg = 4mL
* 240 kg S00mg =8ml f\_‘
Route of Administration IV infusion \
Dilution with Saline * Parbapants <15 kg: none 0
o Participants 215 kg: 40 mL
Duration of Infusion
Use
IMP and NIMP
Sourcing
Packaging and Labeling imab was provided in a single-use vial
labeled as requared per country
requirement
CurrenUFormer Name(s) or Alias{e: VIR-7831, GSK4182135

Table text: Q
IMP: Investigational i | product.

NIMP: Non-invesfigati

medicinal product

*

>

7.5. MET-PACE analysis sets:

The table corre@to table 2 in the COMET-PACE study report (TMF-16076269, 09.10.2023).

MET-PACE, 8 participants constituted the enrolled, safety and PK analysis set and 7 participants
constituted the virology analysis set.

One participant was excluded from the virology analysis set as it did not have a lab confirmed
quantifiable baseline nasopharyngeal swab. All the participants were treated with i.v. sotrovimab.

See details for the COMET-PACE analysis sets in the Table 3 below.
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Table 3: Table: COMET-PACE analysis sets.

No treatment Sotrovimab | Sotrovimab Total
Population (N=1) v v (N=9)
Sotrovimab IV (12to <18 Total
(6 to <12 yrs) yrs) (N=8) b
(N=3) (N=5)
Screened 1(100%) 3(100%) 5(100%) | 8(100%) | 9(100%) Q/
Enrolled 0 3 (100%) 5 (100%) 8 (100%) 8(89%)
Safety 0 3 (100%) 5 (100%) 8 (100%) 8(89°%
Pharmacokinetic 0
(PK) 3 (100%) 5 (100%) 8 (100%) )
PK principal stratum 0 3 (100%) 5 (100%) 8 (100%) )
Virology 0 2 (67%) 5 (100%) 7 (88%) & 8%
Table text: V 4

Enrolled: All participants who entered the study and are assigned a randomization ID{

Safety: All participants who are exposed to study treatment.

Pharmacokinetic (PK): All participants who are exposed to study treatment a %d at least 1 non-missing PK assessment
(non-quantifiable values were considered as non-missing values).

PK Principal Stratum: All participants in the PK analysis set who would le*to complete the IV dose.

baseline.
No treatment column: Subjects not randomized to study treat 2
The table corresponds to table 6 in the COMET-PACE ﬂud@ﬁl‘hﬁ-momzw, 09.10.2023).

7.6. Results; clinical serolog;(}

Virology: All participants who are exposed to study treatment and@uanﬁﬁable SARS-CoV-2 viral load measurement at
t

gy anti-sotrovimab antibodies (ADAs) and neutralizing anti-
As) were validated.

The bioanalytical methods used to
sotrovimab antibodies (neutralizi

ported in 1 participant (20%) in the adolescent age (12 to <18
As were reported.

Treatment-emergent ADAs wer
years) group. No neutralizj

AN

7.7. Assess mments; clinical serology:

.
ADAs but po@alizing ADAs have been reported in sotrovimab-treated adults, at low incidence.

This is s Xized as follows in the Current SmPC section 5.1: "Treatment-emergent anti-drug

I DAs) to a single 500 mg intravenous infusion of sotrovimab were detected in 9%

) of participants, in controlled clinical studies with follow up durations of 18-36 weeks. No
icipants with confirmed treatment-emergent ADAs had neutralising antibodies against sotrovimab,
andi\there was no evidence of an association of ADA with any impact on the safety, efficacy, or
pharmacokinetics after a single intravenous infusion".

antibo,

(1

The finding of ADAs in one sotrovimab-treated adolescent and no neutralizing ADAs in any participant
in COME-PACE is thus not surprising.
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While the number of participants in COMET-PACE is too low to estimate ADA incidence in paediatric
patients, the COMET-PACE data is not concerning.

7.8. Results; clinical virology (sotrovimab PD): b

<

Nasal cavity and nasopharyngeal swabs were collected for quantitation of viral load (cgngratmn of
SARS-CoV-2 RNA in nasal swabs by quantitative RT-PCR) and viral variant determinatj d
resistance surveillance (nucleotide sequencing of spike protein gene from viral RN% e nasal
swabs).

On analysis of the virology data, 2 errors were identified. Firstly, the incorr %m (Amies buffer
was used instead of Universal Transport Medium) was used and secondly t e%ﬂmes in the tubes
were lower than specified. This affected all virology samples from the 8 a’&ants in COMET-PACE.
The CRO initiated CAPA activities for this quality event/deviation (repo@, QE-014548). Validation
reports for the RT-PCR assay prepared by the CRO concluded that (i) the use of Amies buffer instead of
Universal Transport Medium impacts the robustness of the viral | antitation assay including
overall quantitation and ability to call a negative viral load una usly, but (ii) technically valid
results can be obtained from samples in Amies buffer, and th%itivity of the assay is comparable to
samples in the desired buffer (see details in COMET-PACEQy port, section 4.6.2). Based on the
abovementioned validation report findings, and becaus ssay nevertheless yielded quantitative
viral load data, and that sequencing of the virologica\ es was still possible, the MAH considers the
results to be interpretable. Also, as all COMET-PACE nasal swab samples were collected in Amies
buffer, the virology results are likely to be intern onsistent within the study.

Thus, the following findings were made (see a@sults in the figure and table below):

e All participants exhibited high vir loads before treatment on day 1 (day 1 nasal swabs
were collected pre-dosing with_s@trgvimab).

e Generally, viral loads decl 3,000-fold to 5,000-fold over time in sotrovimab-treated
participants, and all partic s had negative viral load results at day 29 (undetectable viral
RNA or viral RNA conce@ion below quantification level, approx. 2 log10 copies/mL).

e All 8 participants {nfected with omicron BA.1 (2/8, 25%) or omicron BA.1.1 (6/8, 75%)
variants, against Q sotrovimab retains in vitro neutralization activity.

e The viral loa \tiles for 2 participants met the criteria for viral rebound (defined as increase
of >1 logl0’i ase in viral RNA concentration, or viral RNA becomes quantifiable after having
been und@able).

o Bo‘th @ipants were infected with omicron BA.1.1 (against which sotrovimab retains in vitro
Ization activity), and in both participants, viral RNA was undetectable by day 29.

v
& One Participant (6 to <12 years old) had an initial viral load of 5.26 log10 copies/mL
@ and experience an initial decline of >2 log10 copies/mL before increasing to 5.85 log10
copies/mL. This increase was followed by a decrease to < lower limit of detection on
day 11 that was sustained through day 29.

o Another Participant (6 to <12 years old) had a detectable but not quantifiable viral load
on day 1. On days 3, 5 and 8, viral RNA loads fluctuated between approx. 7.5 and 4.5
log10 copies/mL, and on day 29, viral RNA was no longer detectable.
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e Treatment-emergent substitutions were observed in the spike protein, but these affected

neither the receptor-binding site nor the sotrovimab epitope.

Figure 2: Levels of SARS-CoV-2 RNA in nasal swabs; sotrovimab-treated participants in COMET-PACE.
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Figure text: ‘\
Treatment Qay @gle i.v. dose).

in nasal swabs of individual participants in COMET-PACE.

tg, group mean.
+/- one standard error.

igure is collated from figures 3 and 12.4 in the COMET-PACE study report (TMF-16076269, 09.10.2023).

| RNA loads in nasal swabs of children 6 to <12 years and adolescents 12 to <18 years in COMET-PACE.
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Table 4: Treatment-emergent spike protein mutations determined from SARS-CoV-2 RNA in nasal
swabs; sotrovimab-treated participants in COMET-PACE.

Sotrovimab Treatment Groups

Sotrovimab IV

Sotrovimab IV (12 to <18 yrs) Sotrovimab
Participant Category (6to <12 yrs) N=3 |N=5 Total (N=8)b
Participants with Paired 2 (67%) 3 (60%) 5 (63%)
Sequence Data, n? (%) .
Participant with TE Spike protein|2 (100%) 1 (33%) 3 (602/0)%
substitution detected 2N
Participants with a TE RBD 0 0 0 \ -
substitution N
Participants with a TE 0 0 N4

Sotrovimab Epitope Substitution
Amino Acid Change Per Residue in SpikeP n (%)‘

A27T 1 (50%) 0 o N1 (20%)
V701 2 (100%) 0 6’ 2 (40%)
D88* 0 1(33%) 1 (20%)
T1671 0 1 (33%) 1 (20%)
Q218STOP 1 (50%) 1 (20%)
V534F 0 1 (20%)
L945F 0 1 (20%)
V9521 1 (50%) 1 (20%)
T11171 1 (50%) 1 (20%)

Table text: é

N: Number of participants in the safety population in COMET

TE: Treatment-emergent.

An amino acid deletion is represented by "*".

An amino acid substitution resulting in a stop codon is indica’ with "STOP"

a. denominator is the number of participants with ng data available.

b. n = number of participants with treatment-e! ( substitutions in the spike protein.

c. n= number of participants with the ami bstitution listed.

The table corresponds to table 23 in th -PACE study report (TMF-16076269, 09.10.2023).

"

7.9. Assessors comments; clinical virology (sotrovimab PD):

The MAH is thanke@he information concerning the errors in the RT-PCR analysis at the CRO. The
MAHs conclusion@ e clinical virology data is nevertheless interpretable is supported.
.

The COMEI'-F@/lroIogy data is obviously too limited to allow conclusions regarding sotrovimab PD in

paediatri 1:\ s.
Nevenhé it can be stated that the changes in viral loads in the 8 sotrovimab-treated adolescent
patients’in COMET-PACE reflect what is seen in adults (relatively rapid decline in viral loads and

Iti ely clearance in in most patients; treatment-emergent spike amino acid changes relatively
cOmmon).

This high-level correspondence between sotrovimab PD in adult and paediatric patients is perhaps not
surprising, as the MAH considers that the exposure in the COMET-PACE participants were
approximately equivalent to exposures considered to be protective in adults, and all participants were
infected with omicron BA.1 and BA.1.1, against which sotrovimab retains potency.
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As such, the COMET-PACE virology data raises no concerns.

7.10. Methods and Results; pharmacokinetics:

PK-methods: The bioanalytical methods used for COMET-PACE to quantify concentrations
sotrovimab in human serum were selective, accurate, and reproducible. All methods u;e%analyze

PK and immunogenicity samples were validated prior to analysis. \
In COMET-PACE study, Blood PK samples were collected post-dose on Day 1, 5, S,and again at
dard non-

Week 12 (Day 85 + 7 days). PK parameters for sotrovimab were calculated ugi
compartmental methods and actual sampling times. PK parameters through@
observed serum concentration (Cmax), concentration at Day 29 (CD29), ti max (Tmax), area
under the serum-concentration-time curve extrapolated to infinite time (AWCIinf), area under the
serum-concentration-time curve to Day 29 (AUC0-D29), terminal elimi half-life (t'2), and volume
of distribution at steady state (Vss), as data permitted, were reported as primary endpoints. Due to
the limited data produced by COMET-PACE due to early study tergaination, PK data from the 8 enrolled
participants were added to a final population PK dataset. Thef'% pulation PK model was used to

2: maximum

generate individual post-hoc parameters for each of those pa %} ants. These parameters along with

parameters from the non-compartmental analysis were re the study results.

PK-results: The discontinued COMET-PACE study h @ited 5 of the intended 6 in the IV
adolescent group, all of whom were received 500mg$,and all of whom completed the study follow-
up (Week 36) as defined in the protocol. In additi of the intended 12 participants in the 6-<12-
year age group were enrolled; two of those pari g?cs received 250mg IV, and one participant
received 500mg IV. ‘6

Observed sotrovimab concentrations in C -PACE and PK parameters from NCA, table 2 below,
revealed similar exposures in the 12 t ears age group as compared to results from population
PK analysis in adults: é

e The Cmax was comparabl een the 12-<18 years age group and adults (197.7 and 170.1
pg/mL respectively), ar@z-fold higher in the 6-<12 years age group (342.9 pug/mL).

e The AUCO0-D29 wa oximately 1.2-fold higher in the 12-<18 years age group (2041.17
versus 1637.1 da /mL) as compared to adults, and approximately 1.9 -fold higher in the 6-
<12 years ag?%)up 3190.4 versus day*ug/mL).

e Summary v@ from the 6 to <12 years group are based on one participant’s data as the
other ;w@(icipants had missing EOI samples; PK results in the 6-<12 years age group
shouIC)}g'nterpreted with caution given the small number of participants included in the

S
R
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Table 5: Derived Sotrovimab Serum Pharmacokinetic Parameters Through Week 12 Based NCA
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A comprehensive POP-PK model was previously developed to describe sotrovimab pharmacokinetics in
adult and adolescent participants with COVID-19 and in healthy volunteers after IM and IV
administration. The POP-PK model was used to generate individual post-hoc parameters for the 8
participants who completed COMET-PACE, see table 3 and 4 below.

e The geometric mean bodyweight-adjusted CL was 0.05 L/day in the 3 participants in t@to

<12 years age group and 0.10 L/day in the 5 participants in the 12 to <18 years a@ p, as

compared to 0.10 L/day in adults. )@
*
e The mean AUO-29 in the 6 to<12 years age and 12 to<18 years age band w& 4.0 and
1924.3 pg*day/mL, respectively. O

Table 6: Summary Statistics of PK and Exposure Parameters by Age Group&n Population PK

T
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Table 7: Summary Statistics @ived PK Parameters by Age Group Based on Population PK

R

“
-
N
~

To comparatively assess sotrovimab exposures between adolescents and adults, data from the five
adolescents from COMET-PACE were added to the previously developed POP-PK dataset. Individual

post-hoc parameters were generated to compare exposures in adolescents versus exposures in adults.
The primary analysis defined adolescents as participants <18 years, while a secondary analysis
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included participants <18 years; in both analyses, adults were defined as age > 18 years. Mean
parameter values from each of these populations were compared against the same parameter values
in adults, see table 5, table 6 and figure below.

0.10 L/day in the primary analysis and 0.09 L/day in the secondary analysis, with a

The geometric mean CL of sotrovimab in adolescent participants after a 500 mg IV doi was
comparable value in adult participants of 0.10 L/day. @

In the primary analysis, sotrovimab exposures were comparable between adoles and adult
participants who received a 500 mg IV dose, with a geometric mean AUCO_i% 38.9 and
5024.4 ug*day/mL and a geometric mean AUC0-D29 of 1866.4 and 1571. ay/mL,
respectively. d

In the secondary analysis, sotrovimab exposures remained comparagﬁ ween adolescent
and adult participants, with a geometric mean AUCO-inf of 5519.6 a 24.4 pg*day/mL and
a geometric mean AUC0-D29 of 1583.9 and 1571.1 pg*day/ml_@ ctively.

Table 8: Summary Statistics of Pharmacokinetic and Exposure P ers by Age: Primary and
Secondary PPK Analysis

S
\0(\
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Table 9: Table 6. Summary Statistics of Derived Pharmacokinetic Parameters: Primary and Secondary
PPK Analysis

Figure 3: Boxplot of Adult Exposures with Overlaid Adolescent Expogures

8.11. @sor comments; Pharmacokinetics:

In e@ontinued paediatric study COMET-PACE, the pharmacokinetics of IV administered sotrovimab
aluated in 5 adolescent (12 to 18 years) and in three children (6 to 12 years). Sotrovimab was
quawmtified using a validated bioanalytical method and the PK-parameters were determined using NCA.
In the cohort of children, NCA analysis was possible only for one child. The previously generated
population PK model for sotrovimab was applied to calculate individual post. hoc. PK-parameters for
each of the paediatric subjects. The paediatric mean PK-parameters were compared to adult POP-PK
model estimates. An additional POP-PK analysis was performed including a few additional data from
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adolescents exposed to sotrovimab in other clinical studies of sotrovimab. Overall, the applied PK
methodology for the paediatric PK-extrapolation is found to be adequate.

The key exposure parameters of sotrovimab, AUC0-D29 and Cmax, were comparable between
adolescents and adults: AUC0-D29 (2041.17 versus 1637.1 day*ug/mL) and Cmax (197.7 versus

170.1 pg/mL). The performed POP-PK analysis provides similar results. In the cohort of childr to
12 years) a higher exposure was found. The MAH concludes that the PK-data in children (6
years) is too limited to establish the pharmacokinetics of sotrovimab in this population. T#i clusion

is supported. The SmPC, section 5.2, has been adequately updated with the obtained PK-results in
adolescents.

In conclusion, it has been demonstrated by the MAH that the pharmacokinetics animab in
adolescents is comparable to adults. &

8. Clinical Safety aspects ,00

8.1. Methods - analysis of data submitted é

In addition to safety data from Study VIR-7831-5005 (21522®%ET—PACE) which was the primary
paediatric study intended to provide paediatric sotrovimat@ iorder to present the totality of
current paediatric data from participants who received weight-based 500 mg IV sotrovimab, the
following safety data are also summarized here: \\6

- Two adolescent participants from the COMET-TA@tudy.
- Accumulated post marketing data as of 19 2023.
COMET-PACE has been described earlier |Kh5 report, please refer to the pharmacology section.

COMET-TAIL was a Phase 3 randomized@ti—center, open-label, non-inferiority study of IM versus IV
administration of sotrovimab, in participants aged 12 years and above at high risk of disease
progression. The study randomize .1 to receive a single dose 500 mg IV infusion of sotrovimab or
a single IM injection of sotroviné 1 of 2 dose levels (250 mg or 500 mg).

8.2. Results k

A total of 2289 partici ts in Vir/GSK sponsored clinical studies have received sotrovimab
administered by IV ion (N=1314) or IM injection (N=975).

There were 11 icipants in the COMET-PACE and COMET-TAIL studies who were <18 years of age
who receivedic%hvimab. Ten participants received weight-based sotrovimab 500 mg IV and 1
participa t‘ﬂ\ ed sotrovimab 250 mg IM.
In CO CE 8 enrolled participants received study intervention, i.e., IV infusion of weight-based
50 sing. Five participants were enrolled in the 12 to <18 years age band and 3 participants
rolled in the 6 to <12 years age band. Two participants (6 to <12 years) received 250 mg IV
sotgovimab and the remaining 6 participants (5 in the 12 to <18 year group, 1 in the 6 to <12 year
group) received 500 mg IV sotrovimab.

In COMET-TAIL (GSK Study 217114/VIR-7831-5008), 3 adolescents (12 to <18 years of age) received
sotrovimab. Two participants received sotrovimab 500 mg IV. One participant received sotrovimab 250
mg IM.
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Overall, the AEs reported from the post marketing use of sotrovimab are consistent with those
observed in clinical studies. Following the grant of the regulatory approvals for sotrovimab,
spontaneous post-marketing reports of anaphylaxis have been received. Based on the review of these
post-marketing reports, the Reference Safety Information for sotrovimab was updated to include
anaphylaxis in the Adverse Reactions section. Post-marketing reports received for adolescentsﬁo
<18 years of age as well as for children <12 years of age (off-label use) by 19 August 2023 ot
identified any new safety issues in these age groups. @

A total of 8 enrolled participants in the COMET PACE study received study intervention, L IV

infusion of weight based 500 mg dosing. Five participants were enrolled in the 12 to %18 years age
band and 3 participants were enrolled in the 6 to <12 years age band. O

Two participants (6 to <12 years) who were < 40 kg received 250 mg IV sotroVi and the
remaining 6 participants (5 in the 12 to <18 year group, 1 in the 6 to <12 roup) received 500
mg IV sotrovimab (all were at least 40 kg). The duration of administratiomb30-<35 minutes for 7
participants and 35-<40 minutes for 1 participant, without interruption§.

The majority of the participants were female (5[63%] of 8), White ‘QSS%]), non- Hispanic or Latino
(6 [75%]), and had a median age of 13.5 years (range: 9 to 16 r

The majority of participants in both the age bands had at Iea%edeﬁned risk factor associated with
COVID-19 progression. The most frequently reported risk fj r disease progression were obesity
(4[50%] of 8 participants) and diabetes (3[38%] of 8 p Qnts). The majority of participants had a
symptom duration of <3 days (5[63%] of 8 particip&@enrolment.

Of the 8 enrolled participants, 5 (63%) experienc t least 1 AE. None of the events were reported in
more than 1 participant each and none occurred ma frequency greater than once each. None of the
AEs were serious, fatal, or considered related €0 study intervention by the investigator, and none led to
withdrawal from the study. All the AEs w of Grade 1 or Grade 2 severity. Of the 4 participants who
reported AEs after dosing with sotrovim %e preferred terms of the AEs (generalised as deemed
necessary to prevent the identification tﬁdy participants)) were:

- 6 to <12year age group: worsen ackground medical condition, infective complication of
immunosuppression, aspartate ransferase increase, alanine aminotransferase increase and
blood creatinine increase (1 p, ant);

- 12 to <18 years age gro ntusion (1 participant), gastroenteritis viral (1 participant), congenital
heart disease with associa complication (1 participant).

)

In the COME'I;T tudy, there were 2 adolescent participants enrolled who received sotrovimab
500 mg IV do nd 1 who received 250 mg IM dose; all 3 were followed through week 24 post
infusion. None offthe adolescent participants experienced any AE or SAE.

N

Events r¢ @ d to expected progression, signs, or symptoms of COVID-19 were reported as DRE. One
partic' ['Wwho received a 500 mg IV dose reported a disease related event: vomiting of Grade 2 in
sev@gity*that started on the day of dosing and resolved in 9 days. There were no laboratory values
de of the normal range or clinically significant changes post baseline observed. The safety profile
of sotrovimab in these adolescent participants was consistent with the safety profile of the overall
population enrolled in the study. There were no new adverse reactions identified from this study.

A summary of safety data from post-marketing sources is presented in the Periodic Benefit Risk
Evaluation Reports (PBRER)/European Union (EU) Periodic Safety Update Reports (EU-PSUR) provided
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to regulatory agencies on a regular basis. The most recent PBRER/EU-PSUR has a cut-off date of 19
August 2023 with a submission date by 27 October 2023.

8.3. Assessors comment

No new safety issues were identified among the 8 paediatric participants enrolled (5 partici

<18 years and 3 participants in the 6 to <12 years) in the COMET-PACE study. No SAEs, %
hypersensitivity reactions were reported. In the COMET-TAIL study, there were 2 adot s@
participants receiving a sotrovimab 500 mg IV dose and one receiving a 250 mg IM dg@se;*none of
them had any AE. It can be concluded that the safety profile of sotrovimab in thes@e ew adolescent
participants was consistent with the known safety profile of the drug.

or

Thus, the proposed revision of the statement in section 4.2 of the SmPC "Théssaféty and efficacy of
Xevudy in children under 12 years old or weighing less than 40 kg have ngt been established.
Currently available data are described in sections 4.8 and 5.2 but no re@ endation on posology can

be made.” is supported. {

Discussion @

In the discontinued paediatric study COMET-PACE, sotrovi %evaluated in 5 adolescent (12 to 18
years) and in three children (6 to 12 years), which Is oﬁ ly a very limited sample size.

Sotrovimab was quantified using a validated bioanaly ethod and the PK-parameters were
determined using NCA. In the cohort of children, analysis was possible only for one child. The
previously generated population PK model for sotmab was applied to calculate individual post. hoc.
PK-parameters for each of the paediatric subj%The paediatric mean PK-parameters were compared
to adult POP-PK model estimates. An additional POP-PK analysis was performed including a few
additional data from adolescents expose trovimab in other clinical studies of sotrovimab. Overall,
the applied PK methodology for the % ¢ PK-extrapolation is found to be adequate.

The key exposure parameters of sm ab, AUCO0-D29 and Cmax, were comparable between

adolescents and adults, the perfg POP-PK analysis provides similar results. In the cohort of
children (6 to 12 years) a hig posure was found. The MAH concludes that the PK-data in children
(6 to 12 years) is too limite establish the pharmacokinetics of sotrovimab in this population. This
conclusion is supported. I requested that the SmPC, section 5.2, is updated with the obtained PK-

results in adolescentsﬁw

In conclusion, it ha@‘. demonstrated by the MAH that the pharmacokinetics of sotrovimab in
adolescents is’c able to adults.

ADAs but not@alizing ADAs have been reported in sotrovimab-treated adults, at low incidence and

reflecte ?1 mPC. The finding of ADAs in one sotrovimab-treated adolescent and no neutralizing
ADAs in articipant in COME-PACE is thus not surprising. While the number of participants in
COM is too low to estimate ADA incidence in paediatric patients, the COMET-PACE data is not
co ing.

Thege appeared to be some errors in the RT-PCR analysis at the CRO, the MAHs conclusion that the
clinical virology data is nevertheless interpretable is supported. The COMET-PACE virology data is
obviously too limited to allow conclusions regarding sotrovimab PD in paediatric patients.
Nevertheless, it can be stated that the changes in viral loads in the 8 sotrovimab-treated adolescent
patients in COMET-PACE reflect what is seen in adults (relatively rapid decline in viral loads and
ultimately clearance in in most patients; treatment-emergent spike aminoacid changes relatively
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common).

This high-level correspondence between sotrovimab PD in adult and paediatric patients is perhaps not
surprising, as the MAH considers that the exposure in the COMET-PACE participants were

approximately equivalent to exposures considered to be protective in adults, and all participa were
infected with omicron BA.1 and BA.1.1, against which sotrovimab retains potency. Overall, th@logy

data raises no concerns. @

In the study no AEs reported were serious, fatal, or considered related to study interventief)by the
investigator, and none led to withdrawal from the study. The safety data from 8 patiit:_:dld not show
any new signals, the safety profile was in line with the known one for adults and t?@ osed changes

to the SmPC reflect this adequately. Q
9. PRAC advice S’

Not applicable.

10. Risk management plan @

The MAH submitted an updated RMP (Version 1.1; data lo 19 August 2023, date of final sign
off: 06 November 2023) with this application. The MAH ided the following rationale for submitting
an updated RMP: 6

e remove Use in children =12 to <18 years as missing information (supporting data provided
in Part II Module SVII.2)

e remove COMET PACE study as an inte@tional PASS - study terminated early (see Part II

Module SVII.2) &

e discontinue use of sotrovimab ific Targeted Follow up Questionnaire (TFuQ) to collect
additional information for tsof potential lack of efficacy including information on virus
lineage; this proposal is s%;ted by review of information collected and summarized in each
6-monthly PBRER/EU PG r sotrovimab since implementation of TFuQ in December 2021;
based on the limited datasfeceived via TFuQ no new information has been received to what is
being acquired fro oing in vitro testing and literature review

The (main) proposedw changes were the following:

(%
é}(\

&>
2,
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There are no other RMP versions under evaluatioro

10.1. Safety Specification Q

&

Epidemiology of the indicat@s and target population

The MAH updated this section wif rent epidemiology data on the indications and target population.

Non-clinical part on&safety specification

The MAH updated su ction®viral resistance in line with the information included in the currently
approved sotrovima@ uct information.

L 4

Clinical tr'cj posure

*

The MA)—BNed this section with current clinical trial exposure.

P ions not studied in clinical trials

The&MAH proposed that the exclusion criterion “Children <18 years old” should no longer be included
as missing information and provided an updated brief rationale. The MAH also included updated
exposure data from clinical trials for other special population.
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Post-authorisation experience

The MAH updated this section with current post-authorisation exposure data.

PRAC Rapporteur assessment comment:

All MAH-proposed changes to the above RMP modules are acceptable: the MAH proposes
administrative updates to the number of exposed participants in clinical studies, updated @
epidemiology information on the approved indication [COVID-19], and non-clinical in.fo@mn in
line with approved product information. \

The proposed updates regarding “Children <18 years old” are also acceptable, pI@ efer to the
following assessment comment on Part II, Module SVII - Missing informatioq.

N
Missing information 0
“Use in children =12 to <18 years old” previously classified as missing i mation is removed from
the list of safety concerns. The MAH provided the following rational(
The MAH considers use in children =212 to <18 years old (adoles ) to be sufficiently characterized

based on the available safety data from clinical studies (8 adnt participants), post marketing
data and/or literature (over 100 adolescent patients) and hefe is no supposition based on
available data that the safety profile in adolescents is li Qiffer from the one in adults. Therefore,
missing information: use in children 212 to <18 yea m proposed to be removed as safety concern
from the RMP. Summary of the supporting available data& from clinical studies, literature and/or post
marketing reports received in MAH’s safety datab@s provided below.

As stated above, based on the accumulated satety®data from clinical studies and post marketing, the
safety profile in adolescent is considered sipilar to the one identified in the adults with no new safety
issues identified. Therefore, following te Kﬂon of COMET-PACE study, no additional PV activities are
proposed, and the study is also propo go'be removed as an interventional PASS. Considering that
the use in children 212 to <18 yes adolescents) is sufficiently characterized, the relatively low
usage of sotrovimab including in p @ ric population, as well as the level of burden on healthcare
systems and patients, a new o ational study is not considered needed or a viable option to collect
further information on this patief® population.

Clinical trial data Q

A total of 11 particip \< 18 years old were enrolled in sotrovimab clinical studies. Of these 11
participants, 3 parti%ts (age 12 to <18 years) were enrolled in COMET-TAIL (2 received sotrovimab
500mg 1V, ang e 2560mg IM), and 8 participants were enrolled in COMET-PACE study. Of the 8
participants i T-PACE study, 5 participants were enrolled in the 12 to <18 years age band and 3
participan rg enrolled in the 6 to <12 years age band. Two participants (6 to <12 years) received
250 mg Xovimab and remaining 6 participants (5 in 12 to <18-year group, 1 in 6 to <12 year
group ed 500 mg IV sotrovimab.

No e 3 adolescents participants enrolled in COMET-TAIL study reported adverse events. One
ipant who received 500mg IV dose reported disease related event: vomiting of Grade 2 in
severity, which started on the day of dosing and resolved in 9 days. There were no laboratory values

outside of normal range or clinically significant changes post baseline observed.

Of the 8 participants enrolled in COMET-PACE, 5 (63%) experienced any AE. None of the AEs were
considered related to study intervention by the investigator and none led to withdrawal from the study.
All the AEs were non serious and of Grade 1 or Grade 2 severity. There were no SAEs or deaths
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reported. Of the 4 participants who reported AEs after dosing, the preferred terms of AEs (generalised
as deemed necessary to prevent the reidentification of study participants) were:

e 6 to <12-year age group: worsening of background medical condition and infective
complication of immunosuppression, aspartate aminotransferase increase, alanine
aminotransferase increases and blood creatinine increase (all in 1 participant) with co@
medical history and cytopenias, hypokalemia, neutropenia, hypo-gammaglobuline
thrombocytopenia, thrombotic microangiopathy, hypertension, immunocompromj ate,
seizure disorder, and obesity) '\

e 12 to <18 years age group: contusion (1 participant), gastroenteritis viraIG ticipant),
congenital heart disease with complications (1 participant)

No other significant AEs were reported including adverse events of special i &uch as IRR within
24 hours post dose, HSR at any time post dose, events suggestive of anti% ependent
enhancement (ADE) or immunogenicity related adverse events. There reports of MIS-C in this
study. %

Grade shifts in laboratory parameters, including increases to Grad %nd 4, were noted for post-
baseline versus baseline values in hematology and clinical chemi@parameters and reflected complex
medical history or participants’ comorbidities.

No evidence of treatment affected changes in vital signs vw%bserved. There were no baseline or
post baseline changes in ECG considered clinically si@i@t y the investigator.

PRAC Rapporteur assessment comment:

<18 years old. Of these 8 participants, 7 participants received 500 mg sotrovimab IV [the approved

posology]. &

The presented data from clinical studie@gnot suggest new safety concerns for patients 212 to <18
years old: the investigator assessed alNteported adverse events as unrelated to sotrovimab, and all
adverse events (PTs) were non—sﬁ and occurred only once. The CHMP assessment report within
this procedure also states that fety profile of sotrovimab in the few adolescent participants
was consistent with the kno ety profile of the drug [in adults], based on data from adolescent
participants in studies C(%PACE and COMET-TAIL.

Post marketing datqﬁ\
Cumulatively,’byQﬂugust 2023, 57 post marketing reports have been received in the MAH’s safety
sotrovimab in children (<18 years old). Of these, 21 cases were from literature, 35

database for
were spont\ cases and the remaining one was a post-marketing surveillance case.

The MAH enrolled 11 participants <18 years oISQinical studies, including 8 participants =12 to

Of these ports, 45 cases had age provided and the remaining 12 cases indicate that report is for a
child \@ge is not specified. For these 12 cases, 11 cases did not have any adverse events reported
(th nclude off label use and product prescribing issue). The remaining case was for a child who
ed sotrovimab off label (hypoxic COVID-19 with symptoms onset more than 5 days). Concurrent
comorbidities included acute renal failure, methemoglobinemia and the patient was receiving
continuous veno-venous hemofiltration. Concomitant medications included anakinra, dexamethasone,
anidulafungin, posaconazole, vancomycin, meropenem and methylthioninium chloride. The patient
deteriorated, experienced hypotension requiring inotropic support, and hyperlactacidemia, had to be
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admitted to ICU, suffered pulmonary hemorrhage and eventually died. It was unknown if an autopsy
was performed.

Of the 45 cases with age provided, 13 cases were for adolescents (12 to <18 years old) and 32 cases
were for children <12 years old (range 2 months to 11 years).
bwith

For cases received for adolescent patients, majority of the adverse events reported are cons
known safety profile of sotrovimab and include PTs of drug hypersensitivity, lip oedema, ra@
urticaria, pruritus, erythema, hypersensitivity and swelling (one event each). The remai dverse

events reported included PTs of paresthesia, vertigo, vomiting, hyperglycemia and alﬁ ia (one event

each). O

Of the 32 cases received for children <12 years old, 30 cases did not have anxQerse events
reported (the PTs include off label use, product use issue, or product prescribing ¥ssue). The remaining
two cases described non serious event of infusion related reaction and urticasia with outcome resolved
and serious event of encephalopathy with significant comorbidities (ruptuge@sSpleen and T cell acute
leukemia) and the following other medications that were initiated as ea}rbs day after sotrovimab
infusion: cytarabine, methotrexate, vincristine sulfate, Oncaspar, nﬁrabine, mitoxantrone
hydrochloride and venetoclax. )

PRAC Rapporteur assessment comment:

Cumulatively, the MAH retrieved 57 post marketing case@ts in children from its safety
database. Of these, 13 cases included a confirmed ag up of 212 to <18 years old.
;uXw

The presented post marketing case reports do not st new safety concerns for patients 212 to
<18 years old: all reported adverse events (PTs@dolescents occurred only once, and most
events reflect hypersensitivity reactions, whi nown to occur with sotrovimab. The reported
adverse events for other paediatric age groupgpaediatric patients with an unknown age, that
may refer to adolescents, mostly concer%es reporting off label use as the only event (41/44
retrieved cases).

a

NJ
In addition, published data on u Qtrovimab in children have been reviewed. There were 13
articles identified which are li @ the Table 18 of the RMP [not replicated in this assessment report].
In summary, these publicati describe use of sotrovimab in approximately 200 paediatric patients
and of these approximate patients were less than 12 years old. Where dosing of sotrovimab was
specified, it was eith t appPoved dose of 500mg or weight adjusted for weight below 40kg. Overall,
the data reported ppﬁ evidence that sotrovimab treatment was well tolerated in these paediatric
patients.

PRAC Rappo, ssessment comment:

L 4
The pr & iterature articles, including 75 - 100 adolescent participants, do not suggest new
safety rns for patients 212 to <18 years old: most articles report that no (severe) adverse
reac@ occurred and, if reported, the adverse events or reactions occurred only once.

In summary, available clinical data, although limited (8 adolescent participants), together with
additional supporting post marketing data (over 100 adolescent patients) provides sufficient evidence
that treatment of adolescents with 500mg IV dose of sotrovimab is well tolerated and the safety profile
appears to be similar to the safety profile established in adults. Therefore, use in children 212 to <18
years old is no longer considered to meet the criteria for inclusion as a missing information.
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The MAH considers that routine risk minimization measures via sotrovimab labelling (SmPC Section
4.2, 4.8 and 5.2) are sufficient. Routine PV through routine signal detection activities and PSUR
assessments of use of sotrovimab in children is also considered sufficient.

Owing to the obligation to fulfil paediatric regulatory requirements, the COMET-PACE study remained
on pause since 28 March 2022 due to a decrease in in vitro neutralization of sotrovimab agamlb
circulating Omicron BA.2 SARS-CoV-2 variants and awaiting a permissive change in the va
landscape. However, as no significant change in the variant landscape was forthcommg study
pause, the MAH took the decision to close the study early on 14 June 2023. Since curfe %
sotrovimab in general and including the paediatric population is relatively low, an obServa |onal study
is not considered a viable option to collect further information on this patient pop @ n. Moreover,
since use in children 212 to <18 years old is no longer considered to meet th@la for inclusion as
a missing information no additional PV is proposed. &1

&

PRAC Rapporteur assessment comment:

The currently approved sotrovimab RMP includes “Use in children 212@18 years old” as missing
information safety concern. At the time of regulatory approval, or%dult patients were included in
the sotrovimab clinical program. Although the indication includ ents 12 years old whose weight

is at least 40 kg, it was based on adult PK data extrapolatio dress “Use in children 212 to
<18 years old”, the sotrovimab RMP includes study COMET- s a category 3 additional
pharmacovigilance activity: an open-label study to evalu armacokinetics, pharmacodynamics

and safety following a single dose of sotrovimab in ar/c patients with mild to moderate COVID-
19 at high risk of disease progression. K

Following the MAH's decision to terminate the C@T—PACE study, the MAH proposes to delete “Use
in children 212 to <18 years old” as missing@ ation from the RMP. The assessor agrees that
“Use in children =212 to <18 years old” can be'deleted as missing information safety concern based

X

1. Safety data in adolescents fr inical studies [7 participants with the approved posology]
and post marketing repo ding literature [>100 cases] do not show a difference in
sotrovimab safety profile olescents compared to the safety profile in adults.

2. A possibly different profile between adolescents and adults cannot be explained by a
difference in phar ikmetlc properties of sotrovimab in these age groups: the CHMP
assessment rethes that the MAH demonstrated that the pharmacokinetic properties of
sotrovimab doleScents are comparable to those in adults. (At the time of approval,
pharmaco properties in adolescents had not been evaluated, as adolescents were

exclude ¢ cI|n|caI trials.)
Therefore, hildren =12 to <18 years old” is considered sufficiently characterised.

0\
Asac ence of the above, the MAH also deleted the topic use in children =12 to <18 years old
fr ection SVII.3 Details of important identified risks, important potential risks, and missing
@Pﬁtion.

PI&C Rapporteur assessment comment:

This is acceptable, in line with deleting “Use in children =12 to <18 years old” as safety concern.
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10.2. Summary of the safety concerns

Table SVIII.1: Summary of the Safety Concerns

Summary of safety concerns b;

Important identified risks None Vo N

Important potential risks None ,1(/

Missing information Use in pregnancy '\
Considering the data in the safety specification, the safety concerns listed a ré appropriate.
10.3. Pharmacovigilance plan @o

Routine pharmacovigilance activities

Treatment failure due to emerging variants Q

PRAC Rappor.te essment comment:

“Treatment ghe due to emerging variants” is not listed as a safety concern in the sotrovimab
*

RMP, h
failure

e\ follow-up questionnaire is in place to address this topic. Monitoring treatment

emerging variants through evaluation of spontaneous reports via the targeted follow-
naire for lack of efficacy including information for variant lineage, even if not included as
ncern, is in line with other monoclonal antibodies indicated for COVID-19. In this variation
edure, the MAH proposes to delete the targeted follow-up questionnaire for lack of efficacy
reports from Part III and Annex 4 of the RMP. In the rationale for submitting an updated RMP, the
MAH explains that “based on the limited data received via follow-up questionnaire no new
information has been received to what is being acquired from ongoing in vitro testing and literature
review”.
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The assessor agrees that the questionnaire included in Annex 4, can be removed from the RMP. As
described in the currently approved product information, SARS-CoV-2 (sub) variants that emerged
since Omicron BA.2 show reduced susceptibility to sotrovimab. In December 2022, EMA’s
Emergency Task Force cautioned that monoclonal antibodies currently authorised for COVID-19
[such as sotrovimab] are unlikely to be effective against emerging strains of SARS-CoV-2. Gi
sotrovimab’s reduced ability to neutralise emerging SARS-CoV-2 sub variants, treatment fai ay
be considered an expected event and that was also the reason that it was agreed to sto
COMET-PACE study. Considering the current knowledge on SARS-CoV-2 sub variant pe isation
by sotrovimab and that the MAH will continue to evaluate sotrovimab effectivenessq h non-

clinical data and literature reports, the added value of retrieving information thro e follow-up
questionnaire for lack of efficacy becomes questionable. Additionally, as the M @wmented, data
collected through the targeted follow-up questionnaire has been limited [p ue to low
response rate or lack of information on SARS-CoV-2 sub variants]. The de d exposure to

sotrovimab, as described in the last sotrovimab PSURs, will likely also le&d t@*less (information
from) spontaneously reported cases, including cases reporting lack of%acy.

NS

Additional pharmacovigilance activities @

In sections Additional pharmacovigilance activities and Su. ble of additional pharmacovigilance
activities, the MAH deleted reference to study COMET-PA addressing safety concern “Use in children
>12 to <18 years old”, and proposed a change in the p d date for the COVID-PR [addressing the
safety concern “Use in pregnancy”] final study repor&

(\O
X

)
PRAC Rapporteur assessment comn@
Following the MAH'’s decision to ate study COMET-PACE, the resulting administrative updates
[removing COMET-PACE from Part III] are acceptable.

The MAH did not justify t &nge in planned date for the final report of the study COVID-PR.
However, the proposed e is acceptable, as the MAH is not the sponsor of this study and the
previous date coinci&g{with he date for end of data collection.

G

10.4. st@inimisation measures

The MA}-@a ed Part V of the RMP by removing all references to the previously recognised safety
‘l in children 212 to <18 years old”.

apporteur assessment comment:

Thé proposed updates to Part V of the RMP are acceptable, as these result from deleting “Use in
children 212 to <18 years old” as missing information from the RMP, which was discussed earlier
and considered acceptable.
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10.5. Elements for a public summary of the RMP

The elements for a public summary of the RMP do not require revision following the conclusion of the
procedure.

10.6. Annexes @b

The annexes have been updated appropriately, in line with the other proposed changes i RMP.
10.7. Overall conclusion on the RMP é

The changes to the RMP are acceptable. &

The MAH is reminded that in case of a Positive Opinion, the body of the RMP apd Annexes 4 and 6 (as
applicable) will be published on the EMA website at the time of the EPA cation, so considerations
should be given on the retention/removal of Personal Data (PD) and identification of Commercially
Confidential Information (CCI) in any updated RMP submitted thro%)ut this procedure.

11. Changes to the Product Informa@

Sections 4.2, 4.8 and 5.2 of the SmPC are updated wit ew information on paediatric population
based on final results from study COMET-PACE (215

For details, please see attachment 1( SmPC) O

12. Request for supplemﬁgy information

12.1. Major objections QCJ

Clinical aspects O

None. Q

12.2. Other co \ns

L 4
Clinical at)g

*
The MAH uested to update the SmPC. The key PK results from the PK studies in adolescents
(COMEL; E) should be provided as suggested in the EMA guideline, A GUIDELINE ON SUMMARY OF
P CHARACTERISTICS (SmPC): Results of pharmacokinetic studies in the different paediatric

ups should be summarised, with a comparison to adults if available. Furthermore, in the SmPC
it uld be noted that the paediatric study was discontinued.
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13. Assessment of the responses to the request for
supplementary information

13.1. Other concerns

Clinical aspects

. \(o
Question Q{

The MAH is requested to update the SmPC. The key PK results from the PK s% adolescents
(COMET-PACE) should be provided as suggested in the EMA guideline, A G E ON SUMMARY OF
PRODUCT CHARACTERISTICS (SmPC): Results of pharmacokinetic studieﬁ different paediatric

age groups should be summarised, with a comparison to adults if availa rthermore, in the SmPC
it should be noted that the paediatric study was discontinued.

Summary of the MAH’s response @
The MAH accepts the Rapporteur’s requests to update the Sm nclude 1) key PK results from the
PK studies in adolescents, and 2) that the paediatric study %ontinued. Of note, commentary
comparing the paediatric and adult data was provided in the initial SmPC within this procedure.

The revised product information is attached and has@vdated.

Assessment of the MAH’s response O

The SmPC, section 5.2, has been updated by @AH as requested. The issue is considered resolved.

Conclusion (&

XINo need to update overall concléh&d impact on benefit-risk balance

,\O

(\\
0\
.\o

QQJ
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