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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. 

The following changes were proposed: 

Variation requested Type Annexes 
affected 

C.I.4  C.I.4 - Change(s) in the SPC, Labelling or PL due to new 
quality, preclinical, clinical or pharmacovigilance data 

Type II I 

To update sections 4.2, 4.8 and 5.2 of the SmPC in order to update information on paediatric 
population based on final results from study COMET-PACE (215226), a category 3 study in the RMP; 
this is an open-label, non-comparator, multicentre study to describe the pharmacokinetics (PK), 
pharmacodynamics (PD; viral load) and safety following a single intravenous or intramuscular dose of 
sotrovimab in paediatric participants with mild to moderate COVID-19 at high risk of disease 
progression. The updated RMP version 1.1 has also been submitted. 

The requested variation proposed amendments to the Summary of Product Characteristics and to the 
Risk Management Plan (RMP). 

2.  Abbreviations: 

ADA (anti-drug antibodies): Antibodies developed against sotrovimab in sotrovimab-treated patients. 

AESI: Adverse events of special interest  

AE: Adverse event. 

Fc-mediated effects: Immunological effector functions mediated by the Fc part of an antibody (e.g. 
complement activation, phagocytosis, antibody-dependent cell killing, etc).  

I.M.: Intramuscular injection. 

I.V.: Intravenous injection. 

mAb: Monoclonal antibody. 

PD (pharmacodynamics): Kinetics of SARS-CoV-2 concentration in nasal swabs from sotrovimab-
treated patients. 

PK (pharmacokinetics): Kinetics of sotrovimab concentration in sera from treated patients. 

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

SAE: Serious adverse event. 

SARS-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, the first 
SARS-CoV-2 variant against which sotrovimab exhibited worsened in vitro neutralization potency, and 
the provided data is thus very limited [8 paediatric patients; two participants (6 to <12 years) received 
250 mg i.v. sotrovimab,  and the remaining 6 participants (5 in 12 to <18 years group, 1 in 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 pharmacokinetics of sotrovimab in 
adolescents is comparable to adults.    

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

Thus, with the caveat that the treated paediatric patient population was very limited, the COMET-PACE 
data raises no concerns. 

The MAH proposed to remove the missing information safety concern “Use in children ≥12 to <18 
years old” from the sotrovimab RMP, as it is considered sufficiently characterised, and proposed to 
update the RMP following COMET-PACE study closure accordingly. The PRAC agrees that “Use in 
children ≥12 to <18 years old” can be deleted as missing information safety concern based on safety 
data in adolescents coming from clinical studies [7 participants with the approved posology] and post 
marketing reports including literature [>100 cases] which do not show a difference in sotrovimab 
safety profile in adolescents compared to the safety profile in adults. In addition, as indicated above, 
the pharmacokinetic properties of sotrovimab in adolescents are comparable to those in adults.  

The MAH also proposed to remove evaluation of spontaneous reports via the targeted follow-up 
questionnaire for lack of efficacy including information on variant lineage (a routine pharmacovigilance 
activity) addressing “treatment failure due to emerging variants” [not listed as RMP safety concern] 
from the RMP (Part III and Annex 4) based on the limited data received via follow-up questionnaire 
since no new information has been received to what is being acquired from ongoing in vitro testing and 
literature review.  

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. Thus, considering the current knowledge on SARS-CoV-2 sub variant neutralisation by 
sotrovimab, the decreased exposure to sotrovimab, as described in the last sotrovimab PSURs and, 
that the MAH will continue to evaluate sotrovimab effectiveness through non-clinical data and literature 
reports, the added value of retrieving information through the follow-up questionnaire for lack of 
efficacy becomes questionable. Therefore, this change is acceptable. 

Finally, following the MAH’s decision to terminate study COMET-PACE, the resulting administrative 
updates [removing COMET-PACE from RMP Part III] are acceptable. 

The proposed 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 
affected 

C.I.4  C.I.4 - Change(s) in the SPC, Labelling or PL due to 
new quality, preclinical, clinical or pharmacovigilance 
data 

Type II I 

To update sections 4.2, 4.8 and 5.2 of the SmPC in order to update information on paediatric 
population based on final results from study COMET-PACE (215226), a category 3 study in the RMP; 
this is an open-label, non-comparator, multicentre study to describe the pharmacokinetics (PK), 
pharmacodynamics (PD; viral load) and safety following a single intravenous or intramuscular dose of 
sotrovimab in paediatric participants with mild to moderate COVID-19 at high risk of disease 
progression. The RMP version 1.1 has also been updated. 

is recommended for approval. 

Amendments to the marketing authorisation 

In view of the data submitted with the variation, amendments to Annex(es) I and to the Risk 
Management Plan are recommended. 
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Annex: CHMP and PRAC assessment comments on the type II 
variation 
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5.  Introduction 

Sotrovimab (VIR-7831, GSK4182136) is a human IgG1 kappa (IgG1κ) 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's ability 
to cross-neutralize SARS-CoV-2.  

I.e., sotrovimab binds to a highly conserved spike protein epitope which is conserved between SARS-
CoV-1 and -2.   

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

Nevertheless, S309 as well as sotrovimab neutralize SARS-CoV-2 in vitro. 

The Fc domain of sotrovimab includes an LS modification that extends antibody half-life and may also 
be expected to enhance distribution to the respiratory mucosa. The LS modification is not expected to 
impair wild-type Fc-mediated effector functions, i.e., sotrovimab is expected to exhibit the normal, full 
range of Fc-mediated effector functions known to be exerted by human IgG1.  

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

Since approx. April 2022 i.e. for more than a year (present time June 2023), omicron BA.2 and so-
called BA.2-descendant lineages have been driving the COVID-19 pandemic. Further, the antigenic 
evolution of the spike protein on the BA.2-descendant lineages has markedly eroded the in vitro 
neutralization activity of all the currently approved 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 between mAbs, depending for example on whether Fc-mediated 
immunological effector functions contribute to the antiviral efficacy (ref 1-7).  

Nevertheless, through December 2022 - January 2023, the loss of in vitro activity against omicron 
BA.2-decendant lineages had reached such proportions that EMA recommended against the use of 
currently approved mAbs, with the WHO providing even stronger recommendations against the use of 
currently approved mAbs (ref 8 and 9).  

6.  Submitted data: 

For this variation application, the MAH submitted the following data: 

• Report for COMET-PACE paediatric clinical study (TMF-16076269, 09.10.2023). 

• Clinical pharmacology modelling report: Population pharmacokinetic analyses to support 
regulatory submission of sotrovimab (VIR7831) in adolescent participants for the treatment of 
COVID-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. 

 

• 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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• Resolian study report, A2202022.01, 16.08.2023: Detection of neutralizing anti-VIR-7831 
antibodies in serum samples from paediatric patients in COMET-PACE. 

• Resolian study report, A2202019.01, 29.08.2023: Quantification of VIR-7831 in serum samples 
from paediatric patients in COMET-PACE. 

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

• Alliance Pharma method validation report, addendum, V2201157.01, 06.12.2022 (addendum 
to validation report V2201157.01; provides long-term stability data for VIR-7831 in human 
serum stored at –20°C for up to 160 days, at –80°C for up to 205 days, and the data for a 
crossvalidation assessment). 

7.  Clinical pharmacology 

7.1.  Overview & objectives; COMET-PACE study: 

COMET-PACE was an open-label, non-comparator, multicenter study to describe the pharmacokinetics 
(PK), pharmacodynamics (PD; viral load) and safety following a single intravenous dose of sotrovimab 
in paediatric participants with mild to moderate COVID-19 at high risk of disease progression. 

The study initiated 16.12.2021. 

The original co-primary objectives were to evaluate the pharmacokinetics and safety by i.v. or i.m. 
administration of sotrovimab in participants from birth to <18 years (the i.m. administration arm was 
not conducted, and infants <6 years of age were not enrolled, as the study was terminated 
prematurely 14.06.2023, due to the emergence of omicron BA.2, the first SARS-CoV-2 variant against 
which sotrovimab exhibited worsened in vitro neutralization potency). 

The safety endpoints comprised: 

• Incidence of adverse events (AEs) through day 29 and week 36 

• Incidence of serious adverse events (SAEs) through day 29 and week 36 

• Incidence of adverse events of special interest (AESI) through way 29 and week 36 

The secondary objectives were to evaluate disease progression and pharmacodynamics (viral load in 
nasopharyngeal swabs, by RT-PCR) in the treated participants. 

• COVID-19 disease progression was monitored for 36 weeks (by phone call on days when a 
home visit or clinic visit was not scheduled).   

• Sotrovimab efficacy was not assessed in the study. 

 

Recruitment to the COMET-PACE study was paused prior to full recruitment on 28.03.2028, due to a 
decrease 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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7.3.  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.
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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): 

Nasal cavity and nasopharyngeal swabs were collected for quantitation of viral load (concentration of 
SARS-CoV-2 RNA in nasal swabs by quantitative RT-PCR) and viral variant determination and 
resistance surveillance (nucleotide sequencing of spike protein gene from viral RNA in the nasal 
swabs). 

On analysis of the virology data, 2 errors were identified. Firstly, the incorrect medium (Amies buffer 
was used instead of Universal Transport Medium) was used and secondly the volumes in the tubes 
were lower than specified. This affected all virology samples from the 8 participants in COMET-PACE. 
The CRO initiated CAPA activities for this quality event/deviation (report PPD, 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 load quantitation assay including 
overall quantitation and ability to call a negative viral load unambiguously, but (ii) technically valid 
results can be obtained from samples in Amies buffer, and the sensitivity of the assay is comparable to 
samples in the desired buffer (see details in COMET-PACE study report, section 4.6.2). Based on the 
abovementioned validation report findings, and because the assay nevertheless yielded quantitative 
viral load data, and that sequencing of the virological samples 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 internally consistent within the study. 

Thus, the following findings were made (see also results in the figure and table below):  

• All participants exhibited high viral RNA loads before treatment on day 1 (day 1 nasal swabs 
were collected pre-dosing with sotrovimab).   

• Generally, viral loads declined by 3,000-fold to 5,000-fold over time in sotrovimab-treated 
participants, and all participants had negative viral load results at day 29 (undetectable viral 
RNA or viral RNA concentration below quantification level, approx. 2 log10 copies/mL). 

• All 8 participants were infected with omicron BA.1 (2/8, 25%) or omicron BA.1.1 (6/8, 75%) 
variants, against which sotrovimab retains in vitro neutralization activity. 

• The viral load profiles for 2 participants met the criteria for viral rebound (defined as increase 
of >1 log10 increase in viral RNA concentration, or viral RNA becomes quantifiable after having 
been undetectable). 

• Both participants were infected with omicron BA.1.1 (against which sotrovimab retains in vitro 
neutralization activity), and in both participants, viral RNA was undetectable by day 29. 

o 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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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 of 
sotrovimab in human serum were selective, accurate, and reproducible. All methods used to 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, 8, 29, and again at 
Week 12 (Day 85 ± 7 days). PK parameters for sotrovimab were calculated using standard non-
compartmental methods and actual sampling times. PK parameters through Week 12: maximum 
observed serum concentration (Cmax), concentration at Day 29 (CD29), time to Cmax (Tmax), area 
under the serum-concentration-time curve extrapolated to infinite time (AUCinf), area under the 
serum-concentration-time curve to Day 29 (AUC0-D29), terminal elimination half-life (t½), 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 termination, PK data from the 8 enrolled 
participants were added to a final population PK dataset. The final population PK model was used to 
generate individual post-hoc parameters for each of those participants. These parameters along with 
parameters from the non-compartmental analysis were reported in the study results. 

PK-results: The discontinued COMET-PACE study had recruited 5 of the intended 6 in the IV 
adolescent group, all of whom were received 500mg IV, and all of whom completed the study follow-
up (Week 36) as defined in the protocol. In addition, 3 of the intended 12 participants in the 6-<12-
year age group were enrolled; two of those participants received 250mg IV, and one participant 
received 500mg IV. 

Observed sotrovimab concentrations in COMET-PACE and PK parameters from NCA, table 2 below, 
revealed similar exposures in the 12 to <18 years age group as compared to results from population 
PK analysis in adults:  

• The Cmax was comparable between the 12-<18 years age group and adults (197.7 and 170.1 
µg/mL respectively), and ~2-fold higher in the 6-<12 years age group (342.9 µg/mL). 

• The AUC0-D29 was approximately 1.2-fold higher in the 12-<18 years age group (2041.17 
versus 1637.1 day*µg/mL) as compared to adults, and approximately 1.9 -fold higher in the 6-
<12 years age group (3190.4 versus day*µg/mL). 

• Summary values from the 6 to <12 years group are based on one participant’s data as the 
other two participants had missing EOI samples; PK results in the 6-<12 years age group 
should be interpreted with caution given the small number of participants included in the 
analysis. 
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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.  

• The geometric mean bodyweight-adjusted CL was 0.05 L/day in the 3 participants in the 6 to 
<12 years age group and 0.10 L/day in the 5 participants in the 12 to <18 years age group, as 
compared to 0.10 L/day in adults. 

• The mean AU0-29 in the 6 to<12 years age and 12 to<18 years age band was 2664.0 and 
1924.3 µg*day/mL, respectively.  

 

Table 6:  Summary Statistics of PK and Exposure Parameters by Age Group Based on Population PK 

 

 

Table 7:  Summary Statistics of Derived PK Parameters by Age Group Based on Population PK 

 

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.  

• The geometric mean CL of sotrovimab in adolescent participants after a 500 mg IV dose was 
0.10 L/day in the primary analysis and 0.09 L/day in the secondary analysis, with a 
comparable value in adult participants of 0.10 L/day. 

• In the primary analysis, sotrovimab exposures were comparable between adolescent and adult 
participants who received a 500 mg IV dose, with a geometric mean AUC0-inf of 5138.9 and 
5024.4 µg*day/mL and a geometric mean AUC0-D29 of 1866.4 and 1571.1 µg*day/mL, 
respectively. 

• In the secondary analysis, sotrovimab exposures remained comparable between adolescent 
and adult participants, with a geometric mean AUC0-inf of 5519.6 and 5024.4 µg*day/mL and 
a geometric mean AUC0-D29 of 1583.9 and 1571.1 µg*day/mL, respectively.   

 

Table 8: Summary Statistics of Pharmacokinetic and Exposure Parameters by Age: Primary and 
Secondary PPK Analysis 
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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 Exposures 

 

 

8.11. Assessor comments; Pharmacokinetics:  

In the discontinued paediatric study COMET-PACE, the pharmacokinetics of IV administered sotrovimab 
were evaluated in 5 adolescent (12 to 18 years) and in three children (6 to 12 years). Sotrovimab was 
quantified 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*µg/mL) and Cmax (197.7 versus 
170.1 µg/mL). The performed POP-PK analysis provides similar results. In the cohort of children (6 to 
12 years) a higher exposure was found. The MAH concludes that the PK-data in children (6 to 12 
years) is too limited to establish the pharmacokinetics of sotrovimab in this population. This conclusion 
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 of sotrovimab in 
adolescents is comparable to adults.    

8.  Clinical Safety aspects 

8.1.  Methods – analysis of data submitted 

In addition to safety data from Study VIR-7831-5005 (215226, COMET-PACE) which was the primary 
paediatric study intended to provide paediatric sotrovimab data in order 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: 

- Two adolescent participants from the COMET-TAIL study. 

- Accumulated post marketing data as of 19 August 2023. 

COMET-PACE has been described earlier in this report, please refer to the pharmacology section. 

COMET-TAIL was a Phase 3 randomized, multi-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 randomized 1:1:1 to receive a single dose 500 mg IV infusion of sotrovimab or 
a single IM injection of sotrovimab at 1 of 2 dose levels (250 mg or 500 mg). 

8.2.  Results 

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

There were 11 participants in the COMET-PACE and COMET-TAIL studies who were <18 years of age 
who received sotrovimab. Ten participants received weight-based sotrovimab 500 mg IV and 1 
participant received sotrovimab 250 mg IM. 

In COMET-PACE 8 enrolled participants received study intervention, i.e., 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. Two participants (6 to <12 years) received 250 mg IV 
sotrovimab 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. 

Me
di

cin
al
 p

ro
du

ct
 n

o 
lo
ng

er
 a

ut
ho

ris
ed



 
Type II variation assessment report   
EMA/CHMP/16919/2024  Page 26/38 
 

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 adolescents 12 to 
<18 years of age as well as for children <12 years of age (off-label use) by 19 August 2023 have not 
identified any new safety issues in these age groups. 

A total of 8 enrolled participants in the COMET PACE study received study intervention, i.e., 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. 

Two participants (6 to <12 years) who were < 40 kg received 250 mg IV sotrovimab 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 (all were at least 40 kg). The duration of administration was 30-<35 minutes for 7 
participants and 35-<40 minutes for 1 participant, without interruptions. 

The majority of the participants were female (5[63%] of 8), White (7 [88%]), non- Hispanic or Latino 
(6 [75%]), and had a median age of 13.5 years (range: 9 to 16 years). 

The majority of participants in both the age bands had at least 1 predefined risk factor associated with 
COVID-19 progression. The most frequently reported risk factors for disease progression were obesity 
(4[50%] of 8 participants) and diabetes (3[38%] of 8 participants). The majority of participants had a 
symptom duration of ≤3 days (5[63%] of 8 participants) at enrolment. 

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

- 6 to <12year age group: worsening of background medical condition, infective complication of 
immunosuppression, aspartate aminotransferase increase, alanine aminotransferase increase and 
blood creatinine increase (1 participant); 

- 12 to <18 years age group: contusion (1 participant), gastroenteritis viral (1 participant), congenital 
heart disease with associated complication (1 participant). 

 

In the COMET TAIL study, there were 2 adolescent participants enrolled who received sotrovimab 
500 mg IV dose and 1 who received 250 mg IM dose; all 3 were followed through week 24 post 
infusion. None of the adolescent participants experienced any AE or SAE. 

Events related to expected progression, signs, or symptoms of COVID-19 were reported as DRE. One 
participant who received a 500 mg IV dose reported a disease related event: vomiting of Grade 2 in 
severity, that started on the day of dosing and resolved in 9 days. There were no laboratory values 
outside 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 participants 12 to 
<18 years and 3 participants in the 6 to <12 years) in the COMET-PACE study. No SAEs, deaths or 
hypersensitivity reactions were reported.  In the COMET-TAIL study, there were 2 adolescent 
participants receiving a sotrovimab 500 mg IV dose and one receiving a 250 mg IM dose; none of 
them had any AE. It can be concluded that the safety profile of sotrovimab in these the few adolescent 
participants was consistent with the known safety profile of the drug. 

Thus, the proposed revision of the statement in section 4.2 of the SmPC “The safety and efficacy of 
Xevudy in children under 12 years old or weighing less than 40 kg have not yet been established. 
Currently available data are described in sections 4.8 and 5.2 but no recommendation on posology can 
be made.” is supported. 

Discussion 

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

Sotrovimab was quantified 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 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, the performed POP-PK analysis provides similar results. In the cohort of 
children (6 to 12 years) a higher exposure was found. The MAH concludes that the PK-data in children 
(6 to 12 years) is too limited to establish the pharmacokinetics of sotrovimab in this population. This 
conclusion is supported. It was requested that the SmPC, section 5.2, is updated with the obtained PK-
results in adolescents (SmPC).  

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

ADAs but not neutralizing ADAs have been reported in sotrovimab-treated adults, at low incidence and 
reflected in the SmPC. The finding of ADAs in one sotrovimab-treated adolescent and no neutralizing 
ADAs in any participant in COME-PACE is thus not surprising. 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. 

There 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 participants were 
infected with omicron BA.1 and BA.1.1, against which sotrovimab retains potency. Overall, the virology 
data raises no concerns. 

In the study no AEs reported were serious, fatal, or considered related to study intervention by the 
investigator, and none led to withdrawal from the study. The safety data from 8 patients did not show 
any new signals, the safety profile was in line with the known one for adults and the proposed changes 
to the SmPC reflect this adequately. 

9.  PRAC advice 

Not applicable. 

10.  Risk management plan 

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

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

• remove COMET PACE study as an interventional PASS – study terminated early (see Part II 
Module SVII.2) 

• discontinue use of sotrovimab specific Targeted Follow up Questionnaire (TFuQ) to collect 
additional information for reports of potential lack of efficacy including information on virus 
lineage; this proposal is supported by review of information collected and summarized in each 
6-monthly PBRER/EU PSUR for sotrovimab since implementation of TFuQ in December 2021; 
based on the limited data received via TFuQ no new information has been received to what is 
being acquired from ongoing in vitro testing and literature review 

The (main) proposed RMP changes were the following: 
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There are no other RMP versions under evaluation. 

10.1.  Safety Specification 

Epidemiology of the indications and target population 

The MAH updated this section with current epidemiology data on the indications and target population. 

Non-clinical part of the safety specification 

The MAH updated sub section viral resistance in line with the information included in the currently 
approved sotrovimab product information. 

Clinical trial exposure 

The MAH updated this section with current clinical trial exposure. 

Populations 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 information in 
line with approved product information. 

The proposed updates regarding “Children <18 years old” are also acceptable, please refer to the 
following assessment comment on Part II, Module SVII – Missing information. 

Missing information 

“Use in children ≥12 to <18 years old” previously classified as missing information is removed from 
the list of safety concerns. The MAH provided the following rationale: 

The MAH considers use in children ≥12 to <18 years old (adolescents) to be sufficiently characterized 
based on the available safety data from clinical studies (8 adolescent participants), post marketing 
data and/or literature (over 100 adolescent patients) and that there is no supposition based on 
available data that the safety profile in adolescents is likely to differ from the one in adults. Therefore, 
missing information: use in children ≥12 to <18 years old is 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 database is provided below. 

As stated above, based on the accumulated safety data from clinical studies and post marketing, the 
safety profile in adolescent is considered similar to the one identified in the adults with no new safety 
issues identified. Therefore, following termination of COMET-PACE study, no additional PV activities are 
proposed, and the study is also proposed to be removed as an interventional PASS. Considering that 
the use in children ≥12 to <18 years old (adolescents) is sufficiently characterized, the relatively low 
usage of sotrovimab including in pediatric population, as well as the level of burden on healthcare 
systems and patients, a new observational study is not considered needed or a viable option to collect 
further information on this patient population. 

Clinical trial data 

A total of 11 participants <18 years old were enrolled in sotrovimab clinical studies. Of these 11 
participants, 3 participants (age 12 to <18 years) were enrolled in COMET-TAIL (2 received sotrovimab 
500mg IV, and one 250mg IM), and 8 participants were enrolled in COMET-PACE study. Of the 8 
participants in COMET-PACE study, 5 participants were enrolled in the 12 to <18 years age band and 3 
participants were enrolled in the 6 to <12 years age band. Two participants (6 to <12 years) received 
250 mg IV sotrovimab and remaining 6 participants (5 in 12 to <18-year group, 1 in 6 to <12 year 
group) received 500 mg IV sotrovimab. 

None of the 3 adolescents participants enrolled in COMET-TAIL study reported adverse events. One 
participant 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: 

• 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 complex 
medical history and cytopenias, hypokalemia, neutropenia, hypo-gammaglobulinemia, 
thrombocytopenia, thrombotic microangiopathy, hypertension, immunocompromised state, 
seizure disorder, and obesity) 

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

No other significant AEs were reported including adverse events of special interest such as IRR within 
24 hours post dose, HSR at any time post dose, events suggestive of antibody dependent 
enhancement (ADE) or immunogenicity related adverse events. There were no reports of MIS-C in this 
study. 

Grade shifts in laboratory parameters, including increases to Grade 3 and 4, were noted for post-
baseline versus baseline values in hematology and clinical chemistry parameters and reflected complex 
medical history or participants’ comorbidities. 

No evidence of treatment affected changes in vital signs were observed. There were no baseline or 
post baseline changes in ECG considered clinically significant by the investigator. 

PRAC Rapporteur assessment comment: 

The MAH enrolled 11 participants <18 years old in clinical studies, including 8 participants ≥12 to 
<18 years old. Of these 8 participants, 7 participants received 500 mg sotrovimab IV [the approved 
posology]. 

The presented data from clinical studies do not suggest new safety concerns for patients ≥12 to <18 
years old: the investigator assessed all reported adverse events as unrelated to sotrovimab, and all 
adverse events (PTs) were non-serious and occurred only once. The CHMP assessment report within 
this procedure also states that the safety profile of sotrovimab in the few adolescent participants 
was consistent with the known safety profile of the drug [in adults], based on data from adolescent 
participants in studies COMET-PACE and COMET-TAIL. 

 

Post marketing data 

Cumulatively, by 19 August 2023, 57 post marketing reports have been received in the MAH’s safety 
database for use of sotrovimab in children (<18 years old). Of these, 21 cases were from literature, 35 
were spontaneous cases and the remaining one was a post-marketing surveillance case. 

Of these 57 reports, 45 cases had age provided and the remaining 12 cases indicate that report is for a 
child but age is not specified. For these 12 cases, 11 cases did not have any adverse events reported 
(the PTs include off label use and product prescribing issue). The remaining case was for a child who 
received 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). 

For cases received for adolescent patients, majority of the adverse events reported are consistent with 
known safety profile of sotrovimab and include PTs of drug hypersensitivity, lip oedema, rash, 
urticaria, pruritus, erythema, hypersensitivity and swelling (one event each). The remaining adverse 
events reported included PTs of paresthesia, vertigo, vomiting, hyperglycemia and alopecia (one event 
each). 

Of the 32 cases received for children <12 years old, 30 cases did not have any adverse events 
reported (the PTs include off label use, product use issue, or product prescribing issue). The remaining 
two cases described non serious event of infusion related reaction and urticaria with outcome resolved 
and serious event of encephalopathy with significant comorbidities (ruptured spleen and T cell acute 
leukemia) and the following other medications that were initiated as early as day after sotrovimab 
infusion: cytarabine, methotrexate, vincristine sulfate, Oncaspar, nelarabine, mitoxantrone 
hydrochloride and venetoclax. 

PRAC Rapporteur assessment comment: 

Cumulatively, the MAH retrieved 57 post marketing case reports in children from its safety 
database. Of these, 13 cases included a confirmed age group of ≥12 to <18 years old. 

The presented post marketing case reports do not suggest new safety concerns for patients ≥12 to 
<18 years old: all reported adverse events (PTs) in adolescents occurred only once, and most 
events reflect hypersensitivity reactions, which are known to occur with sotrovimab. The reported 
adverse events for other paediatric age groups or paediatric patients with an unknown age, that 
may refer to adolescents, mostly concern cases reporting off label use as the only event (41/44 
retrieved cases). 

 

In addition, published data on use of sotrovimab in children have been reviewed. There were 13 
articles identified which are listed in the Table 18 of the RMP [not replicated in this assessment report]. 
In summary, these publications describe use of sotrovimab in approximately 200 paediatric patients 
and of these approximately 90 patients were less than 12 years old. Where dosing of sotrovimab was 
specified, it was either at approved dose of 500mg or weight adjusted for weight below 40kg. Overall, 
the data reported provides evidence that sotrovimab treatment was well tolerated in these paediatric 
patients. 

PRAC Rapporteur assessment comment: 

The presented literature articles, including 75 – 100 adolescent participants, do not suggest new 
safety concerns for patients ≥12 to <18 years old: most articles report that no (severe) adverse 
reactions 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 ≥12 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 against 
circulating Omicron BA.2 SARS-CoV-2 variants and awaiting a permissive change in the variant 
landscape. However, as no significant change in the variant landscape was forthcoming since the study 
pause, the MAH took the decision to close the study early on 14 June 2023. Since current usage of 
sotrovimab in general and including the paediatric population is relatively low, an observational study 
is not considered a viable option to collect further information on this patient population. Moreover, 
since use in children ≥12 to <18 years old is no longer considered to meet the criteria for inclusion as 
a missing information no additional PV is proposed. 

PRAC Rapporteur assessment comment: 

The currently approved sotrovimab RMP includes “Use in children ≥12 to <18 years old” as missing 
information safety concern. At the time of regulatory approval, only adult patients were included in 
the sotrovimab clinical program. Although the indication includes patients 12 years old whose weight 
is at least 40 kg, it was based on adult PK data extrapolation. To address “Use in children ≥12 to 
<18 years old”, the sotrovimab RMP includes study COMET-PACE as a category 3 additional 
pharmacovigilance activity: an open-label study to evaluate pharmacokinetics, pharmacodynamics 
and safety following a single dose of sotrovimab in paediatric patients with mild to moderate COVID-
19 at high risk of disease progression. 

Following the MAH’s decision to terminate the COMET-PACE study, the MAH proposes to delete “Use 
in children ≥12 to <18 years old” as missing information from the RMP. The assessor agrees that 
“Use in children ≥12 to <18 years old” can be deleted as missing information safety concern based 
on: 

1. Safety data in adolescents from clinical studies [7 participants with the approved posology] 
and post marketing reports including literature [>100 cases] do not show a difference in 
sotrovimab safety profile in adolescents compared to the safety profile in adults. 

2. A possibly different safety profile between adolescents and adults cannot be explained by a 
difference in pharmacokinetic properties of sotrovimab in these age groups: the CHMP 
assessment report states that the MAH demonstrated that the pharmacokinetic properties of 
sotrovimab in adolescents are comparable to those in adults. (At the time of approval, 
pharmacokinetic properties in adolescents had not been evaluated, as adolescents were 
excluded from clinical trials.) 

Therefore, “Use in children ≥12 to <18 years old” is considered sufficiently characterised.  

 

As a consequence of the above, the MAH also deleted the topic use in children ≥12 to <18 years old 
from sub section SVII.3 Details of important identified risks, important potential risks, and missing 
information. 

PRAC 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  

Important identified risks None  
Important potential risks None  
Missing information Use in pregnancy 

Use in children ≥12 to <18 years old 

 

Considering the data in the safety specification, the safety concerns listed above are appropriate. 

10.3.  Pharmacovigilance plan 

Routine pharmacovigilance activities 

Treatment failure due to emerging variants 

 

PRAC Rapporteur assessment comment: 

“Treatment failure due to emerging variants” is not listed as a safety concern in the sotrovimab 
RMP, however a follow-up questionnaire is in place to address this topic. Monitoring treatment 
failure due to emerging variants through evaluation of spontaneous reports via the targeted follow-
up questionnaire for lack of efficacy including information for variant lineage, even if not included as 
safety concern, is in line with other monoclonal antibodies indicated for COVID-19. In this variation 
procedure, 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. Given 
sotrovimab’s reduced ability to neutralise emerging SARS-CoV-2 sub variants, treatment failure may 
be considered an expected event and that was also the reason that it was agreed to stop the 
COMET-PACE study. Considering the current knowledge on SARS-CoV-2 sub variant neutralisation 
by sotrovimab and that the MAH will continue to evaluate sotrovimab effectiveness through non-
clinical data and literature reports, the added value of retrieving information through the follow-up 
questionnaire for lack of efficacy becomes questionable. Additionally, as the MAH commented, data 
collected through the targeted follow-up questionnaire has been limited [possibly due to low 
response rate or lack of information on SARS-CoV-2 sub variants]. The decreased exposure to 
sotrovimab, as described in the last sotrovimab PSURs, will likely also lead to less (information 
from) spontaneously reported cases, including cases reporting lack of efficacy. 

 

Additional pharmacovigilance activities 

In sections Additional pharmacovigilance activities and Summary table of additional pharmacovigilance 
activities, the MAH deleted reference to study COMET-PACE, addressing safety concern “Use in children 
≥12 to <18 years old”, and proposed a change in the planned date for the COVID-PR [addressing the 
safety concern “Use in pregnancy”] final study report,: 

 

PRAC Rapporteur assessment comment: 

Following the MAH’s decision to terminate study COMET-PACE, the resulting administrative updates 
[removing COMET-PACE from RMP Part III] are acceptable. 

The MAH did not justify the change in planned date for the final report of the study COVID-PR. 
However, the proposed change is acceptable, as the MAH is not the sponsor of this study and the 
previous date coincided with the date for end of data collection. 

  

10.4.  Risk minimisation measures 

The MAH updated Part V of the RMP by removing all references to the previously recognised safety 
concern “Use in children ≥12 to <18 years old”. 

PRAC Rapporteur assessment comment: 

The proposed updates to Part V of the RMP are acceptable, as these result from deleting “Use in 
children ≥12 to <18 years old” as missing information from the RMP, which was discussed earlier 
and considered acceptable. 

 

Me
di

cin
al
 p

ro
du

ct
 n

o 
lo
ng

er
 a

ut
ho

ris
ed



 
Type II variation assessment report   
EMA/CHMP/16919/2024  Page 36/38 
 

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 

The annexes have been updated appropriately, in line with the other proposed changes in the RMP. 

10.7.  Overall conclusion on the RMP 

The changes to the RMP are acceptable. 

The MAH is reminded that in case of a Positive Opinion, the body of the RMP and Annexes 4 and 6 (as 
applicable) will be published on the EMA website at the time of the EPAR publication, 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 throughout this procedure. 

11.  Changes to the Product Information 

Sections 4.2, 4.8 and 5.2 of the SmPC are updated with the new information on paediatric population 
based on final results from study COMET-PACE (215226). 

For details, please see attachment 1( SmPC) 

12.  Request for supplementary information 

12.1.  Major objections 

Clinical aspects 

None. 

12.2.  Other concerns 

Clinical aspects 

The MAH is requested to update the SmPC. The key PK results from the PK studies in adolescents 
(COMET-PACE) should be provided as suggested in the EMA guideline, A GUIDELINE ON SUMMARY OF 
PRODUCT CHARACTERISTICS (SmPC):  Results of pharmacokinetic studies in the different paediatric 
age groups should be summarised, with a comparison to adults if available. Furthermore, in the SmPC 
it should be noted that the paediatric study was discontinued. Me

di
cin

al
 p

ro
du

ct
 n

o 
lo
ng

er
 a

ut
ho

ris
ed



 
Type II variation assessment report   
EMA/CHMP/16919/2024  Page 37/38 
 

13.  Assessment of the responses to the request for 
supplementary information 

13.1.  Other concerns 

Clinical aspects 

Question  
The MAH is requested to update the SmPC. The key PK results from the PK studies in adolescents 
(COMET-PACE) should be provided as suggested in the EMA guideline, A GUIDELINE ON SUMMARY OF 
PRODUCT CHARACTERISTICS (SmPC):  Results of pharmacokinetic studies in the different paediatric 
age groups should be summarised, with a comparison to adults if available. Furthermore, 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 SmPC to include 1) key PK results from the 
PK studies in adolescents, and 2) that the paediatric study was discontinued. 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 been updated.  

Assessment of the MAH’s response 

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

Conclusion 

No need to update overall conclusion and impact on benefit-risk balance  
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