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1. Background information on the procedure

Pursuant to Article 16 of Commission Regulation (EC) No 1234/2008, AstraZeneca AB submitted to the
European Medicines Agency on 24 August 2023 an application for a variation following a worksharing
procedure according to Article 20 of Commission Regulation (EC) No 1234/2008.

The following changes were proposed:

Variation requested Type Annexes
affected
C.l.4 C.1.4 - Change(s) in the SPC, Labelling or PL due to new Type II I
quality, preclinical, clinical or pharmacovigilance data

Update of sections 4.2, 4.8, 5.1 and 5.2 of the SmPC in order to include paediatric information based
on final results from study D419EC00001 “Phase I/1I, Open-Label, Multicenter Study to Evaluate the
Safety, Tolerability, and Preliminary Efficacy of Durvalumab Monotherapy or Durvalumab in
Combination with Tremelimumab in Pediatric Patients with Advanced Solid Tumors and Hematological
Malignancies”. In addition, the MAH took this opportunity to introduce editorial changes.

The requested worksharing procedure proposed amendments to the Summary of Product
Characteristics.

Information on paediatric requirements

The application included EMA Decisions P/0301/2023 and P/0302/2023 on the agreement of a
paediatric investigation plan (PIP).

At the time of submission of the application, the PIPs P/0301/2023 and P/0302/2023 were completed.

The PDCO issued an opinion on compliance for the PIPs P/0301/2023 and P/0302/2023.

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

This variation concerns an update of the Imfinzi and Imjudo Products information (PI) based on the
results from study D419EC00001, to include pharmacokinetics, efficacy and safety paediatric data.

Study D419EC00001 was a phase I/II, open-label, multicenter study to evaluate the safety,
tolerability, and preliminary efficacy of durvalumab monotherapy or durvalumab in combination with
tremelimumab in paediatric patients with advanced solid tumours and haematological malignancies”.

Pharmacokinetic

The paediatric PK studies were based on fully validated methods. The trial design, dose selection and
reported data corresponds to the ICH guidelines on PK studies in paediatric population, paediatric
extrapolation.

Overall, in the study D419EC00001, the paediatric durvalumab systemic exposures, in combination
with tremelimumab for paediatric patients < 35 kg were lower relative to adult systemic exposures at
a durvalumab dose of 20 mg/kg every 4 weeks but were generally similar to adult systemic exposures
at a dose of 30 mg/kg every 4 weeks.

Population PK modelling and simulation data showed that systemic exposures in paediatric patients >
35 kg were generally similar to adult systemic exposures at a durvalumab dose of 20 mg/kg every 4
weeks, but higher compared to adult systemic exposures (approximately 1.5-fold) at a durvalumab
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dose of 30 mg/kg every 4 weeks. Tremelimumab systemic exposures, in combination with
durvalumab, were generally similar to adult systemic exposures at a tremelimumab dose of 1 mg/kg
every 4 weeks for paediatric patients > 35 kg but were lower relative to adult systemic exposures for
paediatric patients < 35 kg.

There is no indication for durvalumab or tremelimumab, and the combination of both in paediatric
population. Therefore, no posology recommendation can be made. The Applicant s summary of
available information in section 4.2 reflects the data available.

Pharmacology

The combination of durvalumab and tremelimumab results in enhanced circulating quantities of
proliferating CD4 T cells, as evident by an increase in CD4+Ki67+ T -cells, is consistent with the
proposed mechanisms of action of both immune checkpoint inhibitors. This result is comparable to that
observed for adult NSCLC patients also receiving this combination.

Efficacy

No formal efficacy analysis was performed for patients in the dose-finding phase; however, based on
Investigator assessment of overall RECIST responses, 2 patients in the dose-finding phase, one at
each dose level, with osteosarcoma and papillary type renal carcinoma, respectively, had a PR for over
one year.

In the dose-expansion phase, an ORR of 5.0% (1/20 patients) was reported in the evaluable for
response analysis set, and 4.8% (1/21 patients) in the FAS. No response was observed in the 11
patients initially enrolled in the SARCOMA cohort in the first stage of the Simon 2-stage design, leading
to cohort discontinuation. In the STO cohort, an ORR of 11.1% (1/9 patients) was reported in the
evaluable for response analysis set, and 10.0% (1/10 patients) in the FAS, as one patient with
chordoma had a confirmed response of PR 1.8 months after the first dose of study treatment, with a
DoR of 10.8 months.

In the evaluable for response analysis set, DCR was 9.1% (1/11 patients) in the SARCOMA cohort and
11.1% (1/9 patients) in the STO cohort at both Week 16 and Week 24. Similar results were observed
for sensitivity analyses performed on the FAS. The median PFS in the SARCOMA and STO cohorts was
1.7 months (90% CI: 1.58, 1.91) and 1.7 months (90% CI: 0.89, 2.76), respectively, and all patients
in the dose-expansion phase of the study had progression events (PD or death). In the SARCOMA
cohort, the median OS was 6.6 months (90% CI: 1.87, 15.77), with a survival rate of 25.6% at 12
months. In the STO cohort, the median OS was 6.9 months (90% CI: 1.61, NR), with a survival rate of
40.0% at 12 months and 30.0% at 24 months.

Overall, the study is negative efficacy-wise, and no paediatric indication is sought. The SmPC reflects
the data available.

Safety

Assessment of safety was a primary objective for the dose-finding phase of this study. The safety
profile was as expected for this patient population and consistent with the known safety profile of
durvalumab administered as monotherapy or in combination with tremelimumab in adults.

No new safety concerns were identified.

No treatment-emergent ADA against durvalumab or tremelimumab were detected, thus no assessment
of the potential impact of ADA on safety could be made.

The safety data collected in Study D419EC00001 belongs to a paediatric development for an indication
neither approved in children nor in adults. Thus, the safety data are presented together with the
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results of the paediatric clinical study in section 5.1 instead of section 4.8, in order to avoid confusions
or off-label use in the paediatric population.

The full PIP compliance check opinions for the durvalumab PIP (EMEA-002028-PIP01-16-M04) and the
tremelimumab PIP (EMEA-002029-PIP01-16-M04) has been submitted with the response to the RSI.
PDCO adopted a positive opinion for both procedures on 13 October 2023.

The benefit-risk balance of Imfinzi and Imjudo, remains positive.

3. Recommendations

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

Variation requested Type Annexes
affected
C.l.4 C.1.4 - Change(s) in the SPC, Labelling or PL due to Type II I
new quality, preclinical, clinical or pharmacovigilance
data

Update of sections 4.2, 5.1 and 5.2 of the SmPC in order to include paediatric information based on
final results from study D419EC00001 “Phase I/II, Open-Label, Multicenter Study to Evaluate the
Safety, Tolerability, and Preliminary Efficacy of Durvalumab Monotherapy or Durvalumab in
Combination with Tremelimumab in Pediatric Patients with Advanced Solid Tumors and Hematological
Malignancies”. In addition, the MAH took this opportunity to introduce editorial changes.

Xlis recommended for approval

Amendments to the marketing authorisation

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

Paediatric data

The CHMP reviewed the available paediatric data of studies subject to the agreed Paediatric
Investigation Plans EMEA-C-002028-PIP01-16-M04 and EMEA-C-002029-PIP01-16-M04 and the results
of these studies are reflected in the Summary of Product Characteristics (SmPC).

4. EPAR changes

The table in Module 8b of the EPAR will be updated as follows:
Scope

Please refer to the Recommendations section above
Summary

Based on the results from study D419EC00001 in children and adolescents, sections 4.2, 5.1, and 5.2
have been updated. The efficacy and safety of durvalumab in combination with tremelimumab in
children were assessed but not established. Currently available data are reported in the SmPC. In the
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dose-expansion phase, an Overall Response Rate of 5.0% (1/20 patients) was reported in the
evaluable for response analysis set. No new safety signals were observed relative to the known safety
profiles of durvalumab and tremelimumab in adults.

For more information, please refer to the Summary of Product Characteristics.
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Annex: Rapporteur’s assessment comments on the type II
variation
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5. Introduction

Imfinzi (durvalumab) is a human monoclonal antibody that binds to the PD L1 protein and blocks the
interaction of PD-L1 with the PD-1 and CD80 proteins, countering the tumour’s immune-evading
tactics and releasing the inhibition of immune responses.

Tremelimumab is a human mAb that targets the activity of cytotoxic T lymphocyte-associated protein 4
(CTLA-4). Tremelimumab blocks the activity of CTLA-4, contributing to T-cell activation, priming the
immune response to cancer and fostering cancer cell death.

Durvalumab is being developed as monotherapy, and in combination with tremelimumab and other
anticancer agents, as a potential immunotherapy treatment across various tumour types, stages of
disease, and lines of treatment. Durvalumab is approved:

. As a monotherapy treatment for adults with unresectable, stage III non-small cell lung cancer
(NSCLC) in patients whose disease has not progressed after chemoradiation therapy based on the
PACIFIC Phase III study.

. In combination with etoposide and either carboplatin or cisplatin as first-line treatment of adult
patients with extensive-stage small cell lung cancer (ES-SCLC) in the US, European Union (EU), Japan,
China, and many other countries around the world based on the CASPIAN Phase III study.

. In combination with tremelimumab and platinum-based chemotherapy for adult patients with
metastatic NSCLC with no sensitizing epidermal growth factor receptor mutation or anaplastic
lymphoma kinase anaplastic lymphoma kinase genomic tumour aberrations (based on the pivotal
Phase III POSEIDON study [D419MC00004]).

. In combination with gemcitabine and cisplatin for adult patients with locally advanced or
metastatic biliary tract cancer (based on the pivotal Phase III TOPAZ-1 study [D933AC00001]).

o In combination with tremelimumab for adult patients with unresectable hepatocellular
carcinoma (based on the pivotal Phase III HIMALAYA study [D419CC00002]).

Imjudo (tremelimumab) is currently only approved for use in combination with durvalumab as stated
above.

With this submission the MAH is proposing an update to the paediatric information included in the
product labelling for Imjudo and Imfinzi.

The MAH has included the final Clinical Study Report for Study D419EC00001, titled ‘Phase I/1I, Open-
Label, Multicenter Study to Evaluate the Safety, Tolerability, and Preliminary Efficacy of Durvalumab
Monotherapy or Durvalumab in Combination with Tremelimumab in Pediatric Patients with Advanced
Solid Tumors and Hematological Malignancies.’

Study D419EC00001 is listed in the EU PIPs (EMEA-002028-PIP01-16-M04 and EMEA-002029-PIP01-
16-M04) as Study 2. The study evaluated the combination of durvalumab and tremelimumab in 50
paediatric patients with relapsed or refractory malignant solid tumours (except primary central nervous
system tumours). This submission of paediatric study results is performed in compliance with these
paediatric investigation plans (PIP) which do not support a paediatric indication.

Please note that the same Type II update to the Tremelimumab AstraZeneca MAA has been submitted
separately as this license is to withdraw as per notification to EMA 29 September 2023. In spite of this
a separate report is circulated (Tremelimumab AstraZeneca 11/002).

Type II variation assessment report
EMA/20881/2026 Page 9/90



6. Clinical Pharmacology aspects

6.1. Methods - analysis of data submitted

Population PK models

To evaluate if the pharmacokinetic behaviour of durvalumab and tremelimumab is similar between
adults and paediatric patients, the pharmacokinetics of durvalumab and tremelimumab after IV
administration in paediatric population with advanced solid malignancies were assessed in a phase I/II
study (D419EC00001 2023). In the current analysis, previously developed population pharmacokinetic
(PopPK) models for durvalumab and tremelimumab were updated by integrating the paediatric sparse
PK data to describe the serum concentration-time profile of durvalumab and tremelimumab in
paediatric and adult patients with various tumour types. Typical population mean parameters and
associated inter- and intra-individual variability, as well as the influence of covariates on the PopPK
parameters of durvalumab and tremelimumab were assessed.

Several PopPK models have been developed for durvalumab and the most recent one (D419CC00002
2021) was developed using 7 phase I/II/III clinical studies (1108, ATLANTIC, PACIFIC, CASPIAN,
POSEIDON, Study 22, and HIMALAYA). Durvalumab PK was characterized using a 2-compartment
model with a time dependent clearance. Albumin levels (ALB), creatinine CL, ECOG status, LDH, sex,
body weight (WT), tumour types and combination therapy were statistically significant covariates on
clearance. WT and sex had a statistically significant impact on central volume of distribution. However,
none of the covariates were considered as clinically relevant (impact on CL and V1 were less than or
about 30%).

Two PopPK models have been developed for tremelimumab and the most recent one (D419CC00002
2021) was developed using 8 phase I/II/III clinical studies (D4190C00002, D4190C00006,
D4190C00010, D4880C00003 (DETERMINE), D4884C00001, POSEIDON, Study 22 and HIMALAYA).
The model was described by a 2-compartmental distribution model with both linear and time-
dependent elimination (for monotherapy, elimination was linear only). WT, ALB, sex, combination
therapy and primary indication had a statistically significant impact on clearance. WT and sex had a
statistically significant impact on central volume of distribution. However, none of the covariates were
considered as clinically relevant (impact on CL and V1 were less than or about 30%).

A summary of the applied approach used to evaluate if the pharmacokinetic behaviour of durvalumab
and tremelimumab is similar between adults and paediatrics can be seen in Figure 1.
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Figure 1 Overview of Pharmacometrics Analysis
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Firstly, Durvalumab and tremelimumab concentrations versus time profiles were explored graphically
to isolate patterns and features in the pharmacokinetic behaviour of the different subjects and/or
populations included in this PopPK analysis. Due to the different study designs of the studies included
in this analysis, the graphical evaluation was performed using time after last dose instead of
chronological time and also normalizing drug levels by dose level when appropriate.

Secondly, an external evaluation by means of VPC methodology was used to evaluate if the
pharmacokinetic behaviour of durvalumab and tremelimumab is similar between adults and
paediatrics. A graphical way of evaluating the performance of the established adult PopPK model was
to simulate the same design properties of the external dataset (data from paediatrics) using the final
parameter estimates of the established population PK model (adult PopPK model), and then, compare
the distributions between simulations and observations. A plot of the time course of the paediatric
durvalumab and tremelimumab observations along with the 90% prediction intervals for the simulated
values from the PopPK model in adults provided a VPC. Similar PK behaviour between populations
(adults and paediatrics) was concluded if the observations from paediatric mostly laid within the 90%
prediction intervals and they are randomly distributed throughout the simulated typical PK profile
derived from the adult PopPK model.

Results of this external evaluation determined the population approach that was implemented to
adequately estimate pharmacokinetics of durvalumab and tremelimumab in paediatrics:

e Updating adult PopPK model: if adult PopPK model adequately described paediatric PK data
e To develop a new PopPK model: if adult PopPK model poorly described paediatric PK data

If similar PK behaviour of durvalumab or tremelimumab was concluded between both populations
(adults and paediatrics) during the external evaluation, the adult PopPK model was updated including
the paediatric PK data. Thus, the adult PopPK model was rerun adding the PK samples from paediatric
study, and the new parameter estimates were considered as the final PopPK parameters for both
populations (adults + paediatrics). This new PopPK model (adults + paediatrics) has the same
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structure than that of adults. If deemed necessary, some arrangements in this new PopPK model
(adult + paediatrics) were allowed to improve model fit.

Durvalumab Population PK model

Table 1 provides a stratification of the data used in the population PK analysis per study. There were
50 paediatric patients and 4050 patients from previous dataset, resulting a total 4100 patients in the
dataset. A total of 221 below the lower limit of quantification (LLOQ) samples (1.46%) were excluded
from current analysis and 5 of them were from paediatric study. In addition, 13 samples from
paediatric study were also excluded from the analysis due to incorrect PK sample time. Eventually,
15166 serum PK samples from 4100 patients treated with durvalumab were available in the final
dataset for analysis.

Table 1 Durvalumab Population PK Analysis - Summary of the Data

Study Number of |Total number Number (%) of Number (%) of obs.
i . subjects of obs. excluded obs. below the LLOQ (total)
ICD-ON-MEDIA-4736-1108 1001 6090 4 (0.0657) 26 (0.427)
D419QC00001

L 260 665 16 (2.41) 19 (2.86)
(Caspian)
[p4191C00001 473 1760 0 (0) 24 (1.36)
(Pacific) - ' A
[P4191C00003 444 1405 0 (0 17(1.21
(Atlantic) . © 7(1.21)
[p419MC00004 649 1761 1 (0.0568 47 (2.67)

7 .05 47 (2.67
(Poseidon) )
[P4190C00022 295 963 20 (2.08) 15 (1.56)
295 Z2
(Study22) o T T
D419CC00002 928 2245 37 (1.65) 68 (3.03)
(Himalaya) o - R o
[D419EC00001 50 I 15 (6.50) 5 (151)
277 .5 3 R

(Pediatrics) i -
[Total 4100 15166 96 (0.633) 221 (1.46)

A summary the continuous characteristics of the population in the PopPK analysis dataset, stratified by
paediatric and previous studies can be seen in Table 2. sPD-L1 was not available in several studies
(including paediatric study) and had 58.9% of missing values overall. No ADA positive subjects were
found in paediatric population.
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Table 2 Summary of Continuous Covariates

Total Previous Studies Pediatrics
Individuals
N 4100 4050 50
Individuals by study
Previous Studies 4050 (98.8%) -- -
[Pediatrics 50(1.22%) -- -~
|Age (vears)
Mean (SD) 61.6 (12.0) 62.2(10.7) 11.5 (4.30)
Median (IQR) 63.0 (56.0-69.0) 63.0 (56.0-69.0) 11.5(8.00-15.0)
Min-max 1.00-96.0 18.0-96.0 1.00-17.0
Missing 0 (0%) 0 (0%) 0 (0%)
Bodyweight (kg)
Mean (SD) 70.7 (16.8) 71.0(16.4) 439(23.4)
Median (IQR) 69.0 (59.0-80.1) 69.1 (59.0-80.4) 39.0(27.3-59.0)
Min-max 10.0-175 31.0-175 10.0-116
Missing 4{0.0976%) 4(0.0988%) 0 (0%)
Creatinine clearance (mL/min)
Mean (SD) 90.9 (32.2) 90.5(31.5) 133 (55.1)
MMedian (IQR) 85.8 (68.4-107) 85.6 (68.3-106) 125 (91.5-166)
Min-max 25.7-317 25.7-279 58.4-317
Missing 70 (1.71%) 65 (1.60%) 5(10.0%)
IAlbumin (g/L)
MMean (SD) 38.4(5.19) 384(5.19) 41.7 (4.65)
Median (IQR) 39.0(35.0-42.0) 39.0(35.0-42.0) 42.0(39.8-44.9)
Min-max 4.10-57.1 4.10-57.1 31.0-52.0
Missing 79 (1.93%) 73 (1.80%) 6(12.0%)
[Lactate Dehvdrogenase (IU/L)
MMean (SD) 337 (428) 337 (429) 365 (395)
Median (IQR) 239 (186-361) 239 (186-361) 264 (210-365)
Min-max 18.0-15800 18.0-15800 130-2650
Missing 142 (3.46%) 137 (3.38%) 5(10.0%)
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| Total Previous Studies Pediatrics
Neutrophil-to-Lymphocyvte Ratio
Mean (SD) 398 (6.28) 3.99 (6.33) 3.62(3.38)
Median (IQR) 3.12(2.17-462) 3.13(2.19-462) 2.52(1.54-3.93)
Min-max 0.00300-253 0.00300-253 0.452-18.0
Missing 2040 (49.8%) 2037 (50.3%) 3 (6.00%)
s-PDL1 (pg/mL)
Miean (SD) 138 (103) 138 (103) NA (NA)
MMedian (IQR) 125 (95.1-161) 125 (95.1-161) NA (NA-NA)
Miin-max 67.1-3470 67.1-3470 --
Missing 2416 (58.9%) 2366 (58.4%) 50 (100%)

IQR = mter-quartile range; NA = not available; SD = standard deviation: sPD-L1 = soluble programmed cell
death ligand 1; -- = not applicable

A correlation plot illustrating correlations between continuous covariates indicated that CrCL was

correlated with age and WT. Otherwise, no relevant correlations were observed. No important
dependencies between categorical-continuous covariate pairs were observed.

Figure 2 shows concentrations vs time since last dose (TSLD) by study and dose. There were no signs
of evident differences in the systemic exposure of durvalumab between the paediatric group and

adults.

Figure 2 Durvalumab Concentration vs Time Since Last Dose by Study

CD-ON-MEDIA-4736-1108 | [ D4190C00022(Study22) | [ D4191C00001 (Pacific)

D419MC00004 (Poseidon)

Durvalumab concentration (pg/mL)

Time since last dose (day)

Dose
3mg/kg
10mg/kg
15mg/kg
20mg/kg
30mg/kg
1500mg

An external evaluation by means of pc-VPC methodology was used to evaluate if the previous adult
PopPK model was able to predict the new paediatric PK data (see Figure 3). Due to most of the
paediatric observations are within the prediction intervals of adult PopPK model, a similar PK behaviour
between the two populations (adults and paediatrics) could be concluded.
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Figure 3 Prediction-Corrected Visual Predictive Check Plot of the External Dataset
(paediatric PK data) for the Previously Established Adult popPK Model of Durvalumab
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Based on these results, the full covariate model was re-evaluated based on the current data (paediatric
+ adult) and previous developed model structure (adult PopPK model). The covariate analysis was
then conducted in three steps:

Covariates included in the full covariate model were removed one by one to assess their impact to
obtain a starting model for the following step.

Graphical inspected all covariate effects and covariates of interest were tested to assess their
impact on the full covariate model.

In addition, the relevance of inter-individual variability and residual variability was also evaluated.

Additionally, the few covariates of interest (paediatric vs. adult population, and age) were tested on CL
and V1. These analyses confirmed that age was a significant covariate for durvalumab on CL and V1.

The following durvalumab model was chosen as final model:

Two-compartmental distribution model with time-dependent clearance.

Inter-subject variability (IIV) was characterised on clearance (CL), central volume (V1), peripheral
volume (V2) and the maximum change for time-dependent clearance

A combination of proportional and additive residual error model

Albumin levels (ALB), creatinine CL, ECOG status, LDH, sex, body weight (WT), combination
therapy, tumour type and age as statistically significant covariates on CL
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e WT, sex and age had a statistically significant impact on V1.

The relationships between the covariates and the model parameters are described in the following
equations:

CLcat.cov = lcomb:() ) (l - 0-0438607111):1) ) (l - 0'0358€0Wlb=2) ) 1ECOGbin:0
: (]- - 0-0484ECOGbm:1) ) lmaie ) (1 - 0-137female) ) 1tumtyp:0
(1= 0.0381 umeyp=1) - (1 + 0.07241miyp=2) - (1 + 0.0465meyp=3)

a!b —0.635 CrCL- 0.147 LDH. 0.0447 WT. 0.395 AGE. 0.140
e 7 N = I ) I v A =
~ - Tmax -t
(‘LT,f. = 0.286 - CLeat.cov - CLeont.cov - exp (m) : EXp(m)

WT 0.525 AGE 0.094
" 63

69.4 : lma.Ie : (1 —0. 134fema[e)

where ClLcat.cov, CLcont.cov and CLT,i represent the impact of categorical and continuous covariates
and the individual total CL including the time-dependent decrease of CL, respectively.

The parameter estimates for the final updated model are reported in Table 3. Parameters were well
estimated and the typical parameter estimates CL, V1 and V2 are 0.286 L/day, 3.45 L and 2.08 L,
which are close to what have been reported previously, 0.277 L/day, 3.45 L and 2.13 L respectively
(D419CC00002 2021). All parameter estimates were reported with 95% confidence intervals, as a
measure of estimation uncertainty, estimated using the standard error of the estimates obtained from
the minimization routine. The paediatric population presents a reduction of the mean age and mean
total body weight (11.5 years and 43.9 kg) compared with mean adult population (62.3 years and 71.0
kg) of -81% and -38%, respectively. Thus, as expected from the covariate effect of age and weight on
PK parameters, the mean individual post-hoc parameters CL, V1 and V2 for paediatric population
(0.171 L/day, 2.04 L and 1.71 L, respectively) were -39%, -39% and -19 % lower than the mean
individual post-hoc PK parameters in adults (0.280 L/day, 3.35 L and 2.11 L, respectively).
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Table 3 Durvalumab Population PK Model Parameter Estimates (Final Model)

Parameter | Estimate | RSE (%) ‘ 9384 CT Shrinkage (%) Unit
Population Parameter
CL 0.286 2.16 [0.274: 0.298] - Liday
Vesnma 345 0.802 [3.39;3.50] - L
W paripharal 2.08 274 [1.87;2.19] - L
Qeerareomparmae 0474 5.78 [0.420; 0.327] - L/day
Tomex chamge CL -0.346 4352 [-0.376; -0.313] - Liday
TCx change CL 429 130 [31.9;33.8] - day
LAM change CL 1.00 - - - -
Covariate
Albumin on CL -0.633 299 [-0.672; -0.398] - -
Creatinine clearance on CL 0.147 149 [0.104; 0.190] - -
ECOG status on CL 00484 218 [-0.0681; -0.0277] - -
LDHonCL 0.0447 230 [0.0245; 0.0649] - -
Sex on CL -0.137 8.46 [-0.160; -0.114] - -
COMBI1 on CL -0.0438 282 [-0.0680; -0.0195] - -
COMB2 on CL -0.0338 50.6 [-0.0712; -0.000333] - -
Bodyweight on CL 0.395 7.82 [0.335; 0.436] - -
Tumer type 1 on CL -0.0381 477 [-0.0737; -0.00251] - -
Tumer type 2 on CL 0.0724 464 [0.00223; 0.143] - -
Tumer type 3 on CL 0.0465 46.6 [0.00403; 0.0889] - -
AgeonCL 0.140 182 [0.0873; 0.192] - -
Sex on Ve -0.134 175 [-0.155;-0.114] - -
Bodyweight on Ve 0.525 442 [0.479: 0.370] - -
Ageon Ve 0.0942 192 [0.0388; 0.130] - -
Interindividual Variability
Parameter Estimate | RSE (%3) 9304 CI Shrinkage (%) Unit
ETACL 0.0880 292 [0.0830; 0.0931] 158 -
Cov CL-V1 0.0366 5.61 [0.0326: 0.0406] - -
ETA Ve 0.0517 3.26 [0.0484; 0.0350] 292 -
ETA Tope 0.0226 188 [0.0143; 0.0309] 70.0 -
ETA Vp 0.209 9.06 [0.172; 0.247] 574 -
Residual Variability
Proportional component 0.246 0.511 [0.243; 0.248] 17.5 -
Additive component 31 8.79 [2.67;3.78] 17.5 pgmL

Abbreviztions: CI=confidence interval Cl=clearance, COMB]=dwvalumab + SOC or tremelmmmah,

COMB =dwvalumalb + tremelimimab + S0C, Cov=Cevanance, ECOG=Eastern Cooperative Oncology Group,
ETA=random effact, LAM=Hill factor, LDH=lactate dehydrogenase, PE=pharmacokinetics, (=inter-compartmental
clearance, R.SE=relative standard emor, Tmax=mammum change of CL over tme, TC3(0: time to 50%% change of CL over
time; Tumer type 1=NSCLEC, Tumer type 2= bladder cancer, Tumer type 3 = HCC, Vl=ceniral volume of distnbution,
W2=penipheral volume of dismbution.

Standard GOF plots showed good agreement between the model prediction and the durvalumab serum
concentration when pooling all data. The other VPCs including stratification for each study, for age-
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group and for weight-groups showed adequate model performance in the paediatric population. The
large degree of overlap between the observed and model derived concentrations in subjects with age
lower than 18 years and in subjects with weight lower than 35 kg indicated that the current model
could adequately describe durvalumab pharmacokinetics in paediatric subjects.

The impact of the selected covariates on clearance at steady-state (CL,ss) and V1 based on a
univariate assessment are presented as tornado plots in Figure 4 and Figure 5, using paediatric
covariate range relative to adult reference after administration of 20 mg/kg (that corresponds to a
total dose of 780 mg for a paediatric subject of 39 kg (median of paediatric population)).

Figure 4 Impact of Paediatric Covariates on Durvalumab Clearance at Steady State -Tornado
Plot

Durvalumab Steady state Clearance (L/day)
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Chemo = chemotherapy: CRCL = creatinine clearance; Durva = durvalumab; ECOG = Eastern Cooperative
Oncology Group. LDH=lactate dehydrogenase. NSCLC=non-small cell lung cancer. Treme = tremelimumab
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Figure 5 Impact of Paediatric Covariates on Durvalumab Central Volume - Tornado Plot

Durvalumab Central Volume of distribution (L)
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Durva = durvalumab: ECOG = Eastern Cooperative Oncology Group

Only bodyweight showed a significant impact on model parameters CLss and V1, with a maximum
change of -46.9% on CLss and -56.9% on V1 for the 5th percentile of observed paediatric WT values,
predicting a significant increase of AUCss +88.2% (see Figure 6) in paediatric patients with lower

bodyweight. For all other tested covariates, no covariate showed a significant impact on model

parameters CLss and V1. AGE had the most pronounced impact on CLss and V1, with a maximum
change of -31% in CLss and -22% [V1] for the 5th percentile of observed AGE in the paediatric

population.
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Figure 6 Impact of Paediatric Covariates on Durvalumab AUC at Steady State - Tornado Plot
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Durva = durvalumab: ECOG = Eastern Cooperative Oncology Groun

Figure 7 depicts the simulated PK profiles that allow an evaluation of whether the drug exposure of
paediatric patients after durvalumab administration at the dose of 30 mg/kg is similar than that for
adults after administration of 20 mg/kg. In this case, the same paediatric population with WT < 35 kg
and with WT = 35 kg were modelled to receive a dose normalized by weight of 30 mg/kg, that
corresponds to a total dose of 615 mg and 1695 mg, respectively. On the other hand, the adult
reference patient of 69 kg, was modelled to receive a durvalumab dose of 20 mg/kg (total dose of
1380 mg). The predicted drug exposure at 28 days (AUCO0-28) in paediatric patients with WT < 35 kg
at 30 mg/kg (3191 day*ug/mL) is similar to that in adults at 20 mg/kg (3888 day*ug/mL) with a
reduction of -18%, being both higher than the reference (2105 day*ug/mL). Additionally, a higher
drug exposure at Day 28 (increase of +53%) is predicted for paediatric patients with WT > 35 kg at 30
mg/kg (5957 day*ug/mL) compared with drug exposure predicted in adults at the dose of 20 mg/kg
(3888 day*ug/mL).
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Figure 7 Influence of Age (AGE) and Weight (WT) on Durvalumab PK Behaviour in Paediatric
Population at a Dose of 30 mg/kg Compared with Adult Exposure at 20 mg/kg.
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Tremelimumab population PK model

Table 4 provides a stratification of the data used in the population PK analysis per study. Eight out of
50 paediatric patients included in paediatric study D419EC00001 2023 were not included in this
analysis due to the lack of tremelimumab PK data in these subjects. Thus, the tremelimumab dataset
consisted of 42 paediatric patients and 2406 patients from previous dataset, resulting a total 2448
patients in the dataset. A total of 286 below the lower limit of quantification (LLOQ) samples (3.76%)
were excluded from current analysis and 6 of them were from paediatric study. In addition, 2 samples
from paediatric study were also excluded from the analysis due to incorrect PK sample time.
Eventually, 7611 serum PK samples from 2448 patients treated with tremelimumab were available in
the final dataset for analysis.

Table 4 Tremelimumab Population PK Analysis - Summary of the Data

Study Number of Total number of Number (%0) of obs. below the
U subjects obs. LLOQ (total)
D4190C00002 122 691 6 (0.8683)
(Japan Study 02)

D4190C00006 350 1262 36 (2.853)
(Study 06)

D4190C00010 372 1073 02 (8.574)
(Study 10)

D4190C00022 (Study22 262 803.0 45 (5.604)
D419CCo0002 539 1154 57 (4.939)
(HIMALAYA)

D419EC00001 (Pediatrics) 42 199 6 (3.015)
D419MC00004 326 919.0 29 (3.156)
(POSEIDON)

D4880C00003 374 1325 13 (0.9811)
(DETERMINE)

D4884C00001 61 185 2(1.081)
Total 2448 7611 286 (3.758)
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Figure 8 shows concentrations vs time since last dose (TSLD) by study and dose. There were no signs
of evident differences in the systemic exposure of tremelimumab between the paediatric group and
adults. None of the evaluated paediatric patients for tremelimumab were found ADA positive therefore,
the influence of ADA on paediatric tremelimumab pharmacokinetics could not be evaluated.

Figure 8 Tremelimumab Concentration vs Time Since Last Dose by Study
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The first step of model development consists of evaluating the feasibility to reproduce the same PopPK
results than that obtained in the previous well-established adult PopPK (D419CC00002 2021). Thus, an
external evaluation by means of pc-VPC methodology was used to evaluate if the previous adult PopPK
model was able to predict the new paediatric PK data (see Figure 9). Due to most of the paediatric
observations were within the prediction intervals of adult PopPK model, a similar PK behaviour between
the two populations (adults and paediatrics) could be concluded.
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Figure 9 Prediction-Corrected Visual Predictive Check Plot of the External Dataset
(paediatric PK data) for the Previously Established Adult popPK Model of Tremelimumab
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CI = confidence interval: pcVPC = prediction-corrected visual predictive check

Based on these results, the full covariate model was re-evaluated based on the current data (paediatric
+ adult) and previous developed model structure (adult PopPK model). The covariate analysis was
then conducted in three steps:

e Covariates included in the full covariate model were removed one by one to assess their impact to
obtain a starting model for the following step.

e Graphical inspected all covariate effects and covariates of interest were tested to assess their
impact on the full covariate model.

e In addition, the relevance of inter-individual variability and residual variability was also evaluated.

Additionally, a few covariates of interest (paediatric vs. adult population, and age) were tested on CL
and V1. The paediatric or adult effect on V1 and CL was barely made significant (14.2 and
15.6>10.83), but both models failed. In addition, these analyses confirmed that age was a not a
significant covariate for tremelimumab on V1 and CL, and therefore, the following was considered as
the final model:

e Two-compartmental distribution model with both linear and time-dependent elimination (for
monotherapy, elimination was linear only).

e Inter-subject variability (IIV) was characterized on clearance (CL), central volume (V1), peripheral
volume (V2) and the maximum change for time-dependent clearance. Correlations between CL,
V1, and V2 were estimated via and omega block.

e A combination of proportional and additive residual error model
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e Weight (WT), Albumin levels (ALB), sex, combination therapy and primary indication had a
statistically significant impact on CL

e Weight (WT) and sex had a statistically significant impact on V1

The relationships between the covariates and the model parameters are described in the following
equations:

CLcat.cov = 1male ' (1 - 0'0927fema19) : 1other indications * (1 - 0'1313'}‘6‘/56‘)

' 1no chemotherapy(l - 0-111.ﬁ'oc chemotherﬂ.ﬁ}'.)

ALB; —0.793 WTL 0.489
CL“”t“”::( 39 ) '(702)

Tmax +exp (:T}Tmaxi) -t
TCop + ¢

CLT,i = 0.288 - CL;qt.cov * CLeont.cov = €XP ( ) + eXp (:T?CLE)

CLE =0.288 - CLcat.cov ' CLcont.cov ' EXP(WCLE:)

0.534

Vc,i =3.57- (70 :;) ’ lma!e * (1 - D-ll7female) ' exp(”?vu)

where ClLcat.cov, CLcont.cov and CLT,i represent the impact of categorical and continuous covariates
and the individual total CL including the time-dependent decrease of CL (for durvalumab +
tremelimumab combinations), and CLi shows the respective CL term without time-dependency (for
tremelimumab monotherapy).

The parameter estimates for the final updated model are reported in Table 5. Parameters were well
estimated and the typical parameter estimates CL, V1 and V2 are 0.288 L/day, 3.57 Land 2.51 L,
which are close to what have been reported previously, 0.295 L/day, 3.59 L and 2.69 L respectively
(D419CC00002 2021). All parameter estimates were reported with 95% confidence intervals, as a
measure of estimation uncertainty, estimated using the standard error of the estimates obtained from
the minimization routine. The paediatric population presents a reduction of the mean total body weight
compared with mean adult population (44.3 and 71.4 kg, respectively) of -38%. Thus, as expected
from the covariate effect of weight on PK parameters, the mean individual post-hoc parameters CL, V1
and V2 for paediatric population (0.193 L/day, 2.03 L and 1.70 L, respectively) were -28%, -43% and
-35% lower than the mean individual post-hoc PK parameters in adults (0.269 L/day, 3.54 L and 2.60
L, respectively).

Type II variation assessment report
EMA/20881/2026 Page 24/90



Table 5 Population PK Model Parameter Estimates

Parameter Estimate | RSE (%) | 05% CI | Shrinkage (%) Unit
Population Parameter

CL 0.288 1.23 [0.281 ; 0.295] ~ L/day
'V central 3.57 1.06 [3.50 ;3.65] - L
Qinterc comparmental 0.425 1.03 [0.416; 0433] - L/day
|V peripheral 251 2.59 [238;263] -- L
Tmax Change CL -0.145 14.7 [-0.187 ; -0.103] -- L/day
TCsg change CL 68.0 9.16 [55.7 ; 80.2] - days
Covariate

Bodyweight on Ve 0534 541 [0.477 ;0.591] -- --
Sexon Ve -0.117 14.0 [-0.149 ; -0.0849] -- --
Bodyweight on CL 0.489 7.09 [0.421 ; 0.557] -- -
A Tbumin on CL -0.793 5.61 [-0.880 ; -0.706] - -
Sex on CL -0.0927 194 [-0.128 ; -0.0574] - -
Comb0 on CL 0 -- -- - -
Comb2 on CL -0.111 16.7 [-0.147 ; -0.0747] - -
Primary tumor 6-7 on CL -0.131 194 [-0.181 ; -0.0813] - -
Interindividual Variability

[ETA CL 0.110 3.60 [0.102 ; 0.118] 204 -
Covariance CL-Ve 0.0654 3.65 [0.0607 ; 0.0701] -- --
[ETA Veenra 0.0660 1.68 [0.0639 ; 0.0682] 22.4 -
Covarance CL-Vp 0.0905 9.35 [0.0739 :0.107] - -
Covarnance Ve-Vp 0117 7.10 [0.101;0.134] -- --
[ETA Vieriphesal 0.224 114 [0.174 ;0.274] 271 -
[ETA Tmax 1.35 10.5 [1.07 ; 1.63] 65.0 --

Residual Variability

Proportional component 0.283 0.788 [0.279 ;: 0.287] 18.5 -

A dditive component 0.370 0.923 [0.363 ; 0.376] 18.5 ug/mL

CI = confidence interval; CL = clearance; Comb?2 = durvalumab, tremelimumab and chemotherapy (standard of
care). as compared to treatment arms without chemotherapy; ETA = random effect; ITV = interindividual
variability; PK = pharmacokinetics; Primary indication 6 = biliary tract carcinoma; Primary indication 7 =
esophagus carcinoma; Q = mter-compartmental clearance; RSE = relative standard error; TC50 = time to 50%
clearance reduction; Tmax = maximum change of CL over time; V1 = central volume of distribution;

V2 = peripheral volume of distribution: -- = not applicable

Standard GOF plots showed good agreement between the model prediction and the tremelimumab
serum concentration when pooling all data.

The impact of the selected covariates on clearance of cycle 1 (CL) and V1 based on a univariate
assessment are presented as tornado plots in Figure 10 and Figure 11. The effect of each paediatric
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covariate relative to adult reference was calculated one at a time, with all other covariates fixed to
their typical paediatric values (as estimated for the reference paediatric patient) after administration of
1 mg/kg (that corresponds to a total dose of 39.5 mg for a paediatric subject of 39.5 kg [median of
paediatric population]).

Figure 10 Impact of Paediatric Covariates on Tremelimumab Clearance at Cycle 1 - Tornado
Plot

Tremelimumab Clearance Cycle 1 Day 1 (L/day)

0.02 0058 0096 0.134 0.172 o1 0248 0.2E8 0,324 0362 0.4
L 1 [ 1 1 |
Sth parcentile Eodywlgh!swu
[16.2 kg)

B5th percentile Bodywelght
(75 ka)

Sth percentile Albumin
(a9 gl)

85th percentile Albumin
[48.1 g'L)

Famale

Combo Durva « Treme + Chemo

Combo Durva = Treme

EG or BTG

Reference = 0.287 Liday

Referance: Male, MECLC, Tramelmumab alone, median covarates
Bars represent the relative change (%) from the reterence
Dosing regimen: Tramelimumab 1 mgkg (39.5 mg)
Covariate effects were expressed as a percentage change from the typical value of the reference patient
For continuous covariates, bars = the range of mdividual clearance values between the 5th and 95th percentiles,
respectively, of the median observed covariate values
BTC = biliary tract carcinoma; Chemo = chemotherapy; Durva = durvalumab; EC = esophagus carcinoma;
NSCLC = non-small cell lung cancer; Treme = tremelimumab
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Figure 11 Impact of Paediatric Covariates on Tremelimumab Central Volume - Tornado Plot
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NSCLC = non-small cell lung cancer

Only bodyweight showed a significant impact on model parameters CL and V1, with a maximum
change of -51% in CL and -54.1% on V1 for the 5th percentile of observed paediatric WT values,
predicting a significant increase of +100.6% AUCO0-28d (see Figure 12) in paediatric patients with
lower bodyweight. The impact of all other tested covariates on CL and V1 was minimal (<30%) with a
maximum change of -15.3% for the 95th percentile of observed ALB in the paediatric population.
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Figure 12 Impact of Adult Covariates on Tremelimumab AUCO0-28d at Cycle 1 - Tornado Plot
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respectively, of the median observed covanate values
Chemo = chemotherapy; BTC = biliary tract carcinoma: Durva = durvalumab; EC = esophagus carcinoma;
NSCLC = non-small cell lung cancer; Treme = tremelimumab

In order to explore the influence of weight on paediatric population, it was decided to perform a new
model simulation, where the dose was normalized by weight (D= 1 mg/kg) and subjects were grouped
3 different populations: paediatric patients with WT < 35 kg (median of 7 years and 22 kg), paediatric
patients with WT > 35kg (median of 15 years and 55.5 kg), and adults (median of 63 years and 69.8
kg). Each group were modelled to receive a dose normalized by weight of 1 mg/kg, that corresponds
to a total dose of 22, 55.5, and 69.8 mg, respectively (Figure 13). A similar drug exposure (AUCO-INF)
was predicted between paediatrics of WT = 35kg and adults, observing a very slight decrease of drug
exposure in paediatrics with WT = 35kg (-11%). On the other hand, a greater reduction of AUCO-INF
(-45%) was observed in paediatric subjects with WT < 35 kg. Considering that the minimum
acceptable AUCO0-28 for this paediatric population was established to be 119.5 day*ug/mL for
tremelimumab, the simulated values of AUCO0-28 were lower than 119.5 day*pg/mL for paediatric
patients with WT < 35 kg (88 day*ug/mL) and higher for patients with WT > 35 kg (155 day*pg/mL),
that corresponds to a reduction of -26% and increase of +30% with respect to reference, respectively.
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Figure 13 Influence of Weight (WT) on Tremelimumab PK Behaviour in Paediatric Population
at a Dose of 1 mg/kg
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6.2. Results

Pharmacodynamics

In study D419EC00001, no patient received a routine vaccination during the study; therefore, no data
were available for reporting the impact of treatment on vaccine antibody titer measurements before
and after planned routine immunization administered during the study.

The effects of durvalumab and tremelimumab on circulating quantities of T, B, and NK cells (TBNK) as
well as effects on CD4 and CD8 T-cell activation were evaluated in patients enrolled in the initial dose-
finding phase and the subsequent dose-expansion phase. Treatment in the dose-finding phase
consisted of a single durvalumab cycle followed by 4 cycles of the combination regimen; regimens
consisting of durvalumab 20 mg/kg and 30 mg/kg - both combined with tremelimumab 1 mg/kg, were
evaluated. Results from this study are analysed and compared with flow cytometry data reported in
adults from a chosen comparator study, Study D4190C00006.

An increase in CD4+Ki67+ T-cells was observed in all evaluable patients within the dose-finding phase,
specifically at day 8 following the combination of durvalumab and tremelimumab (Cycle 2 Day 8) but
only demonstrated significance in the patients receiving the 20 mg/kg durvalumab and 1 mg/kg
tremelimumab regimen (p < 0.05 by Wilcoxon method). Of significance, results in this study indicated
that CD4+ Ki67+ T-cell quantities were elevated on day 8 (Cycle 1 Day 8) in 100% of patients in the
dose-expansion phase receiving the durvalumab 30 mg/kg and tremelimumab 1 mg/kg regimen (p <
0.01) (Figure 14). These data are similar to findings from the adult NSCLC population in Study
D4190C00006, specifically reported for the cohorts of patients receiving durvalumab as 10, 15, and 20
mg/kg in combination with a tremelimumab dose of 1 mg/kg. In the adult study, the magnitude of the
increase in CD4+Ki67+ T-cells was correlated with the tremelimumab dose; however, only a single
dose level of tremelimumab (1 mg/kg) was evaluated in this study.
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Figure 14 CD4+Ki67+ T-cell absolute count (cells/mm3) percent changes from baseline over
time in evaluable patients
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Tremelimumab and durvalumab doses in mg'kg and dosing schedule (dose expansion or dose finding) indicated
in the plots: Dose finding was a single cycle of durvalumab administration at the indicated dose followed by
coadmimistration of both durvalumab and tremelimumab at the doses starting on Cycle 2 Day 1 following a qdw
schedule. Dose expansion was coadministration of both durvalumab and tremelimumab starting on

Cycle 1 Day 1 following a q4w schedule. Samples were collected prior to dosing on dose administration days.
Black lines denote baseline value (0 for change from baseline evaluations). Median with standard error shown.
*Value significantly different median BV value (p < 0.05) by pairwise comparison using the Wilcoxon
Signed-Rank test. No “*” mndicates Wilcoxon Signed-Rank test p = 0.050.

ABS = absolute count values; C = Cycle; CD = cluster of differentiation; D = day; DE = dose expansion;

DF = dose finding; Durva = durvalumab: qé4w = every 4 weeks; RV = range of vanability;

Treme = tremelimumab.

Immunogenicity

Assessment of immunogenicity was a secondary objective for the dose-finding and dose-expansion
phases of this study. Of patients who were evaluable for ADA, 2 patients had detectable ADA against
durvalumab at baseline, one each in the dose-finding and dose-expansion phases, and no post-
baseline ADA against durvalumab was observed. For tremelimumab, no ADA response was observed at
either baseline or post baseline in patients who were evaluable for ADA. Since there was no treatment-
emergent ADA against durvalumab or tremelimumab, an assessment of the potential impact of ADA on
PK or safety could not be performed.

6.3. Discussion

In the population PK analyses, pooled data of durvalumab or tremelimumab concentrations versus time
profiles were explored graphically stratified by study to isolate patterns and features in the
pharmacokinetic behaviour of the adult vs. paediatric populations. Thereafter, an external evaluation
by means of pcVPCs was used to evaluate if the pharmacokinetic behaviour of durvalumab or
tremelimumab was similar between adults and paediatrics. It is agreed that the pcVPCs (stratified by
study, age and weight groups) indicates that the existing durvalumab and tremelimumab population
PK models are sufficient to describe PK characteristics in the paediatric population of Study
D419EC00001. The full covariate model was re-evaluated based on the pooled data (paediatric +
adult) and previous developed model structure (adult population PK model structure). Additionally, the
paediatric/adult population effect was tested as a categorical covariate and age was tested as a
continuous covariate on clearance and central volume of distribution. Age was found to be statistically
significant on CL and V1 in the durvalumab model and included in the final model. The paediatric/adult
effect was found to be marginally statistically significant on CL and V1 in the tremelimumab model but
both models failed. Therefore, the paediatric/adult effect on CL and V1 was not included in the final
tremelimumab model and the model fails to capture any tremelimumab age-related effect on CL and
V1 that may have been present in Study D419EC00001. Using the univariate approach, WT was the
only covariate in the durvalumab model that had a clinically meaningful impact on CL and V1, with a
maximum change -46.9% on CL and -56.9% change on V1 for the 5™ percentile of the paediatric WT
distribution. Simulations indicated that exposure in paediatric patients = 35kg were generally similar to
adult exposures at durvalumab doses of 20 mg/kg every 4 weeks, but higher compared to adult
systemic exposures at durvalumab doses of 30 mg/kg every 4 weeks. For the tremelimumab model,
WT was also highly influential on CL and V1 when testing the impact of covariates using the univariate
approach. WT exerted a maximum change of -51% and -54.1% on CL and V1, respectively, at the 5%
percentile of the paediatric WT distribution. Tremelimumab model simulations, showed that systemic
exposures in paediatric patients = 35kg receiving tremelimumab 1 mg/kg every 4 weeks were similar
to exposures in adults receiving 1 mg/kg every 4 weeks, whereas in paediatric patients < 35kg,
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exposure was lower relative to adults. The additional text in section 5.2 of the SmPC is considered
appropriate.

The combination of durvalumab and tremelimumab results in enhanced circulating quantities of
proliferating CD4 T cells, as evident by an increase in CD4+Ki67+ T -cells, is consistent with the
proposed mechanisms of action of both immune checkpoint inhibitors. This result is comparable to that
observed for adult NSCLC patients also receiving this combination. However, no similar increases were
seen for the CD8 Ki67+ CD8+ T-cells, which were increased in selected cohorts within Study
D4190C00006 but were not observed in this study, suggesting a difference in activation patterns for
this subset of immune cells. This could reflect a biologic difference between the adult and paediatric
populations or could be a result of the small sample size within the current study.

6.4. Pharmacokinetics

The Applicant submitted updated clinical pharmacology data supporting the intended label updates for
IMFINZI® (durvalumab) and IMJUDO® (tremelimumab). Data included PK, and immunogenicity data
from study D419EC00001, an open-label, non-randomized, international, multicentre study
investigating durvalumab in combination with tremelimumab (every 4 weeks for 4 cycles) followed by
durvalumab monotherapy (every 4 weeks) in paediatric patients from birth to < 18 years of age with
relapsed or refractory malignant solid tumours. The study was conducted in 2 sequential phases: a
dose-finding phase (Phase 1), followed by a dose-expansion phase (Phase II).

The clinical pharmacological data are derived from one main study (D419EC00001) and 12 supportive
studies, of which 10 provide supportive data for durvalumab and 8 provide supportive data for
tremelimumab. These supportive studies were described in a previous submission to the agency.

Methods - analysis of data submitted

The primary objective was to identify the adult equivalent dose to be taken forward and to determine
the safety profile and preliminary antitumor activity of durvalumab in combination with tremelimumab
in solid malignant tumours, using disease specific response criteria. Table 6 shows D419EC00001 study
population and dosing regimen.

Table 6 D419EC00001 Study Population and Dosing Regimen

Study Phase Duwrvalumab 20 mg'kg + Durvalumab 30 mgke +
Tremelimmumab 1| mg'kg (DL1) | Tremehmumab 1 mgks (DL2)

Dose-finding (n=29)" 10 19

Diose-expansion {(n=21)" 21

4 all subjects recerved durvalumab monotherapy treatment at C1D] and durvalumab and tremelmumiakb

combination treatment startmg at 201
®all subjects received durvalumab and tremelimumab combination therapy starting at C1D1

Further objectives were to assess the 1) PK and 2) immunogenicity of durvalumab and tremelimumab
in combination and durvalumab as monotherapy following combination therapy, in children and young
adults with solid tumours.

Results

Analytical methods:
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Durvalumab concentrations in human serum samples were analysed based on a validated quantitative
electro-chemiluminescent (ECL) immunoassay using MSD technology, while tremelimumab
concentrations were determined using a validated enzyme-linked immunosorbent assay (ELISA).

The bioanalytical methods used for the determination of durvalumab (MEDI4736) and tremelimumab
(MEDI1123) serum concentration, the detection of ADA, and the detection of NAb against durvalumab
in human serum in the D419EC00001 study are listed in Table 7 and Table 8, respectively. The
corresponding bioanalytical methods used in the supportive studies have been described in HIMALAYA

study (D419CC00002).
Table 7 Bioanalytical Methods Used in D419EC00001

Drug product | Measurement Laboratory Validation report Method number
Durvalumab | Concentration BioAgilytix BATL-17-078-230-REP BATL-17-078-230
ADA PPD RAVC2 ICDIM 166
nAb PPD RIRG2 ICDIM 324
ADA. anti-drug antibody; nAb, neutralizing antibody.
Table 8 Bioanalytical Methods for Tremelimumab Used in D419EC00001
Drug product | Measurement Laboratory Validation Report Method Number
Tremelimumab | Concentration PFD RPXJ2 ICD 899
Intertek AR47T85 IC-P-1354
AstraZeneca CTVR-0150 CT-051173
ADA PPD EWZ2 ICDIM 153
nAb PPD RCQK2 ICDIM 189

See Appendix 4.3.1 for method life cycle information.
ADA  anti-drug antibody: nAb. neutralizing antibody.

Analytical methods for determination of durvalumab:

Validation and performance parameter for method BAL-17-078-230 are summarized in Table 9.
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Table 9 Summary Method Performance of a Bioanalytical Method to Measure Durvalumab in
Human Serum (BioAgilytix Labs Method BAL-17-078-230)

Validation of an ECL Method for the Quantification of MEDI4736 in Humar]
Sermm Report BAL-17-078-230-REP — Main Validstion

report name, amendments, and| p_ 4 BT 17.078-230.01-REP - Lone-Term Stability
yperlink: Report BAL-17-078-230.02-REP — Incurred Sample Reanalysis

foso Seale Dhecovery Streptanadin Mult-Anay $%6-well plates were blocked
ith 200 plAwell Blockms Buffer for approsamately 1 to 4 howrs at room
erature. Plates were then washed 3 times with ~-300 pLfwell of MSD

ash buffer After the washing step, the plates were coated at 30 pLiwell with
2 pg'ml hotinylated anti-drg antibody, clone ABMMT001 1, prepared 1n assay
buffer (Capture Sohihon) and meubated for 30 mumutes + 5 pumutes with
haking at approsamately 400 rpm at room temperature. Plates were washed 3
hmes with ~300 plfwell of MESD wash buffer after mevbaton. After washing,
30 pLwell of standards, contrals, and'or samples prepared at the nummum
required dilwhon of 1:20 were added to the wells. Plates were meubated for

1 hour + 10 nunutes, with shaking at approsamately 400 rpm at roony
[teraperature. Unbound matenals were removed after approxmately 1 howr of
incubation by washimg 3 tmmes with ~300 pL'well of MSD wash buffer.
Foathenvlated monse anti-hman IgG: Fe, (ant-Th clone AB) at 1 pz'ml.
prepared m assay buffer was added (30 pl'well) and incubated for
approximately | hoar + 10 mimites at room temperature 1n the dark Excess
rutherylated reagent was removed by washing 3 times with ~300 pl el of
I5D wash buffer after meubztion and 150 pLwell of 130 MSD Read Buffer T
as added. ECL sigmal for each plate wall was measured by an MSD Sectar
[mnager within 15 minutes.

[Materials used for calibration |[Chorvalumab m humen semim at final concentrations (Incorporating dilutions)
curve & concentration of 1.25, 2,50, 5.00, 10,0, 200, 40.0, 80.0, 160 ng'ml., and 320 ng/ml.
(calibration points of 1.25 and 320 ng'ml wers used as anchor points).
Validated aszay range 50.0 to 3200 ng/ml in undihwted human semom

Alaterial used for QC: & Chorvalumab in loman sergm at 30, 100, 400, 2000, 3200 ng/ml. prior to
concentration dihahion (230, 5.00, 20,0, 100, and 160 ng'ml. following muminmmm remqured
dihation)

Afinimum required dilutions  |1:20

(ARD:)
Source & lot of reagents (LBA) [Dhovalumab (Medlhmmume) Lot: WES4736-1

Biotnylated ant-dwrvalumab capture antbody clone ABMMTO01] Lot
FP17TAPRISSED2

Fiuthenvlated anh-TM detecion antibody (Burofins) Lot: RP14APRISSEN2
Human Seram (BiolVT) Lot: BEH1494941 (pool)
|Reg;ressinn model & weighting |5 parameter logistic curve with 17 weighting

ioanabitical method validatio

M Iethod description
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Source

Validaton parameters Mlethod validation summary location
by perlinked
Standard mlihrnlliun curve MNumber of standard cabbrators from IT.OC) to TILOGC) 7 Eea m of
performance during acewracy |ro)apve accuracy (Ysbizs) from LLOQ to ULOQ | -3.0 to [Report BAL-
& precizion 43% [17078-230-
Cummlative precizion (YeCV) from LLOGQ to ULOQ | =4.4% PLF
Qs performance during Cummlzhve acewracy (Fobias) m 3 Qs 90w
accuracy & precision QOCs: 50 (LLOQ-QC), 100 (LQC), 400 (MQC), 2.6%
2000 (HQC), and 3200 (ULOQ-QC) ng/mL
Tnter-batch %CV = of
' . Report BAL-
QCs: 50 (LLOQ-QC), 100 (LQC), 400 (MQC), B.6% [ 0,
2000 (HQC), and 3200 (ULOQ-QC) ng/mL
Total Frvor
QC=: 50 (LLOQ-QC), 100 (LQC), 400 MMQC), =173%
2000 (HQC), and 3200 (ULOQ-QC) ng/mL

Selectivity & matrix effect

The assay demonstrated selectaty for durvalumab o normal
bnrman serum at the ph spiked concentration of 2000 nz'ml. m
10 of 10 (100%%) numan senmm samples and at the IO spiked
concentration of 30 ngml. in 10 of 10 (100%2) human senmm
samples, where meovenes ranged from 101 8% to 118.4% of
the spiked concentration with CVs between 0.1% to 7.9%.

The assay also demonstrated selectivity for durvalumab i
dizezse states wath 92% of the unspiked vales balow the

IO, 2 96% pass rate for the lugh spike, and 80% pass rate fo{BAT -1 7-078-

E-eellable ﬂ o]
[Feport BAT -
17-078-230-
[REF

See [[able 10
of Feport

the LLOGQ) spikes. P30-REP
[Interference & specificity Interforence of temelimumab: The assay demonshated £ l!ahh! lﬂ
=pecificity for durvalumab as all samples spiked wath of Feport
remelmmmmzb within the quantfiable range of the assavhad  [BAL-17-078-
recoveries between 100.6% and 112.5% wath %CVs of 0.1% to P30-REP

8.2%. No mterference from tremelinnomab was detected in the

3ssay

[Hemaolysiz effect

Two of the three 100 % hemolyzed samples under recovered at
both the high spike and the LLOQ. This could be due to a
possible suppression of ECL signal from the ngh amounts of
free hemoglobin. The visually hemolvzed samples (30%
dihated) recovered within 82.0% to 92 3% and are mome
representative of serum samples. The aszay shows smtable
recovery 1n visually hemohyzed samples, but not m 100%
hemolyzed samples.

Fea [!ahh! lj

of Feport
BAT.-17-078-
30-EEP

[Lipemic effect

[ 1permc matniees recoversd within 78.8% to 93.2%. The assay

=howed swtzable recovery m hpenic samples
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[Dilution linearity & hook effect Dhluhonal lineanty and prozone effect were assessed by spiking

4 individual lots of peat luman semum with 1.01 mgml. of dmug
product (above the highest cahbrator concentranion). Each
spiked sample was dilufed m pooled buman senum at

7 dilutions. Each dibnfion of each lot of unman senm was
dihated 20-fold 1 assay buffer prior to analy=is and was mn
replicates of 5 m one

of zenum up to 129280-fold wath recovenes ransmg from
B0.6% to 118.7% and %9CVs between 0. 7% to 7.8% across all
dihations.

The data do not suggest that there 15 a prozone (hook) effect m
the aszav, as no decrease m siznal was detected with inerezsmg
drug concentrations.

Lineanty was observed withn the quantitation range at dilutionsbf Report

See [[able 13
of Beport
BAL-17-078-
?30-REP

ee Fizure 3

BAL-17-078-
"3 0-FEF

[Bench-top process stabality

24 howrs 15 mmutes 1n bumen senmm at room temperature

Fea Ia'::le lj'

of Beport
BAT-17-078-
30-EEP
[Freeze-Thaw stability 6 cveles fromen at -80°C £ 15°C and thawed to reom ea Table 19
[temperatura of Beport
BAT-17-078-
130-REP
1430 days at -20°C = 10°C e [Table 13
i 1430 days at -80°C (-65°C to -50°C) of Beport
[Long-term storage BAT17-075-
130.01-REP
[Parallelizm Mot assessed Mot applicabls
Carry over Mot assess Mot applicabls
Method performance in Study D419ECH0001
Bioanalytical Report: BAL-20-213-181-REP
| Azza pazzing rate 12 of 13 (92%:), mchiding mowmred sample reanaby=is See Table 10
of Beport
BAL-20-223-
132-REP
Standard curve performance [+ Cumuwlative bias range: - 1.8 to 5.1% See Table 12
v Cummlative precision: < 7.8% CWV of Feport
BAL-30-223-
152-EEP
i performance ¢ Cummlative bias range: 3.7 to 9.2% See Tahle 13
+  Cumulative precision- = 11.0% CV of Beport
v+  TE:=155% BATL-20-223-
182-REP
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Mlethod reproducibility

4 coeptzble reproducibility of the method was demonstrated Cag
through Incwred Sample Feanakysis performed across vanows | Validation
durvahomab studies. The results can be found m Vahdation Feport
Feport Addendwm BAT-17-078-230.02-EEP. Addendum
BAT.-17078-
230.02-EEP
Separzte [SE was performed according to BioAmbvhx
Document Mumber 513919 throughout thes shdy and will be Wil be
reported within an addendum to the vahidzhon report m the reported
future. separately
Study sample analyziz’ stability [All standards, QCs, and study samples were analyzed withm the| See Table 14
festablished stababity of 1430 days at -70°C = 10°C. of Report
BAL-20-223-
152-REP

Standard calibration curve

performance during accuracy
and precizion rumns

MNumber of standard calhbrators from LLOC) to ULOG: 7
Parformance dwng accuracy and precision runs: Mot appheable

Analysis of durvalumab antidrug antibodies (ADA):

Method ICDIM 166 (validation report RAVC2) is a validated ECL immunoassay. Relevant parameters

are described in Table 10.
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Table 10 Summary of Anti-Durvalumab Antibody Assay Parameters in the D419EC00001
Study -PPD

Method number ICDIM 166
Seresmng assay cut point * 1.59
Sereeming assay falsa-posifive rate (%) 5
Assay LOD (ngfml ) ¢ 8212
Assay defectable range (ng/ml) 8.22 to 100000
Aszav diug tolerance Aszay can detect = 823 ng/ml. positive control m
the presence of = 100 pg/ml. of durvalumakb *
Inter-aszay precision (W) I56t027.0°
Intra-assay precision (3ol 1.594 to 3.80
Confirmatory assay ouf point (% inhibition) © 204
Confirmatory assay false-positive rate (F4) 0.l
See Module 5.3.1.4
Validafion report mmmber Main Vabdatron: BAVC2
Addendwm 1- EAVCSY
Swvnopsts of amendment hastory Addendum 1:
Additional Stabulity

Chat poins was established in each validaton smdy by statistical analysis of 5N ratoes of BLU responsas of the
individual naive samples from patienss with cancer without dmg nommalized relative to the pooled semum mamix
blank BTN sigmal

* The overall precision of the raw response for each positive controd level (high positive control, low positve contmol),
and re-adjusted low positive conoel was = 23 (%0 and met the target citerion of =2 25.0%:. The overall precision of
the raw response for nepstive conmol was 27.0%, which was greater than the target criterion of <= 25080 High
negatve conmol response was observed in 2 nuns. The mms were perfonmed on the sams day and met the fins]
acceptance oriteris of ot point factor {159 sigmal fo back sround rate) < low positive control sigmal to modse. Al
other mms demonstated conparable negatve conrol response; therefore overall predsion of the raw responss for
megative conmel was foumd to be acceptable.

b Confirmatory cut point was established for each disesze state mamx by stanstcal snalysis of the percent inhibiton
lewals of the responses of individes] naive samples fom patents with cancer testad, both with and withowt duz A
0. 1% false-positive mate was used for mesothelioma and other cancer indications.

£ Fepresents sreening assay sensidvity.

o Addidonal dmg tolerance evaluation was perfonmed at the AstraFenecs South San Francisco bioanabmical
Laboratory. According to the report G-IWV-3143, the assay can detect = 100 nzml. positve conirol in the presence of
<= 1461 pg'ml of durahmal = 182 pz/ml in the screening Her).

%W, percent coefficient of varianen; LOD, limit of detection. also refermed fo &s assay sensidvity; FLU relative light wmit;
5N, signal megatve conirol rano.

Analysis of anti-durvalumab neutralizing antibodies (NAb):

Method ICDIM 324 (validation report RJRG2) is a validated ECL immunoassay. Relevant parameters
are summarized in Table 11.
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Table 11 Summary of Anti-Durvalumab Neutralizing Antibody Assay Parameters in the

D419EC00001 Study - PPD

Method number ICDIN 324
Assay out pomnt * 1.20
Aszzav falze-positive 1ate (%) 1
Assay LOD (ng'ml ) 220.6%

Assav diug tolerance

Assay can detect = 2000 ng'ml of posiive control m the
presence of 1000 ng'ml. of durvahomab 1w 100%: serum

Inter-assay precision (YeCV) range 791 t0 183
(Based on sigmal to noise raho)
Intra-as=ay precision YOV range 2310103

Vahdahion report muomber

See Module 5.3.1.4
Main Validstion: FIRG]

Syvnopsis of amendment history

WA

i point was established by statistical analysis of 5N moos of BL1T responses of the imdividual nafve samples from
patients with cancer without dme nonmealized relatve o the poeled semm mamyx blank BT siznal

- Feprasants assay sensimvity.

%, percent coefficient of varadon, LOD, limit of detecton, also referred wo as assay sensitvity; 1A, not applicable;

FLU, relative light unit, 51, siznal neganve conirol rame

Analytical methods for determination of tremelimumab

Validation and performance parameter for method IC-P-1354 are summarized in Table 12.
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Table 12 Summary Method Performance of a Bioanalytical Method to Measure

Tremelimumab in Human
Report AR4785)

Serum (Intertek Pharmaceutical Services Method IC-P-1354;

Bioanalvical method
walidation report name,
amendments, and hyvperlinks

Vahdaton of the Cruantitative E1TSA Assay for Measurement of MEDI-1123
Concentrations m Human Serum (zee Beport ARATES).

Selactvrty m hmen serum from patients with sohd fumors from-

Vahdaton of the Cruantitative E1TSA Assay for Measurement of MEDI-1123
Concentrzhons m Human Serum Amendment 4 (zee Beport VE4785

A nsamidmant 4.

1 omg-term stability data fron:

I omg-Term Stability of BMEDI-1123 Quahity Control Samples m Homan Sermm
[ Jzingz an Enryme Linked Immmnmesorbent Assav (see Report AR4TES

A ddendum 2).

& fathod description

This methad utilizes an mdivect ETISA format to measure the concentrations of]
tremealmumab in loman semm. Standards, controls, and test samples are
incubated with recombinant CTLA-4 (human (T 52 mulz) that has been
irmmobilized on 2 moerotiter plate. After meubzhon, wnbound matenal 15
[washed away and tremelmumab 15 detected using iotnylated mouse
monoclonal antibody to luman IeG2,) followed by HRP-streptavidm conjugate,
and tremelmumab 15 visuabized with percaadase substrate TMB. The color
development was stopped, and the inten=ity of the color was measured at

450 mm wnth wavelength comection set to 650 pm

M [aterial: uzed for cabbration
leurve & concentration

Tremehrmimab in uman serum at final concentrations (in 5% homan senom)
of 3.9, 7.8, 15.6,31.3, 62,5, 125.0, 250.0, 500.0 ng'mL

Validated aszay range

156 ngml. to 5000 ng'ml. in 100%% hman senm

& [aterial used for QC: &

Tremehrmmab in 100% human semom at concentranons of 1536.0 (LLOC-CC),

concentration 3000 (LOC), 1000.0 (BIQC), 4000.0 (HQC), and 5000.0 (ULOQ-0C) ng/ml
& finimum required dilutions 1-70
(MED:) -

Source & lot of reagents (LBA)

Tremelmmmab Lotz PSO1

(CD] 5 2ol g (Coat) Lot: 202603

Biotmylated Mouse Monoclonal Antibody IgG2 Lot: 9770354
Streptanndin-HEP Conmgate Lot 1054380

[Pooled Human Serum Lot BEHGTIGE2

Selectnaty m human serwm from patients with sobd tumers from Beport
ARATES Amendment 4

Tremelimmmab Lot PS01

(CD] 5 2ol g (Coat) Lot 243102

Biotmylated Mouse Monoclonal Ab Ig(G2 Lot QE221423
Streptanndin-HEF Conmgate Lot: 1711869

Pooled Human Serum Lot BEH1222126

[Regression model & weighting

Chata were fit using 2 linear adjusted vanance weighted five-parameter logishe
functon.

Type II variation assessment report
EMA/20881/2026

Page 40/90



Source
Validaton parameters MAMethod validation summary location
| by perlinked)

Standard calibration curve MNumber of standard calibraters from LLOK) to TTLOC) L

- . - — Sea Table 10-
P'Erﬁ:'nln?me during accuracy Cummlative acomacy (Yebias) from LLOQ o ULOQ * | -24 to " :
& precizion 05% | < of Report
AR4TES

{ ummlative precision (Y2CW) from LTOK) to TTLOCH =4 9%
IQC : performance during ummlatve acewacy (Yeblaz) m 5 QCs

. . _ 8.7 to
accuracy & precision QCs:156.0 (LLOQ-QC), 300.0 (LQC), 1000.0 MQC). | 138
40000 (HOQC), and 50000 (ULOQ-QC) ng/ml.
[Ioter-bateh SV %aa Tahla 10-
QCs:156.0 (LLOGQ-QC), 300.0 (LQC), L000.0 2IQC), |= 19.4%| 5 of Report
4000.0 (HQC), and 5000.0 (ULOQ-QC) ng/ml. ARATRES
Total Frrer

QC=: 1560 (LLOG-QC), 300.0 (LQC), 1000.0 (MQC), |=21.7%
4000.0 (HQC), and 5000.0 ({ULOQ-0C) ng/ml.
Selectivity & matrix effect Morpal serum Ses
Ten mdrvidual hwman semumy samples of mived ender were Section 5.1
analvzed in an assay together with 3 replicate spikes of the pool | and Table
miztix. The mdividual samples and the pool spikes were tested 10-9 of
both unspiked and spiked with 0.20 pg/ml (10 ng'ml in Report
595 human senum) tremelimumab. 100% of the unspiked senum | ARATSES
zamples and the wmspiked metnx mhoned values below the
[LLOKY and 100% of the spiked senm samples measured
betwean -13.8% and 13.8% of the mean value of the spiked pool
.

[Human serum from patients with sobd tfumors
Selectrvity m disease state matnx was evaluated usmg 18 senmm e Table 6 off
samples from human mdmidoals wath sobd tomeors: Three Report VR47
different lots of breast, lung, bladder, ovanan, head'neck, and 25
gashic cancer sera were used. The m::hr{dual serum samples ; i 4
tested both unspiked and spiked with tremelmumab at 2
concertraton (200 ng'ml) betereen LTLOK) and the LOC levals
For controls, pooled nommal lowan semm was tested both
um=piked (3 duplicate determuinations) and spiked (3 separate
aliquots each tested m duplicate), nsing the same spike solibon
used for the samples.
Specificity (unspiked samples) and selectmaty (spiked samples)
of tremelmmmeb measuwrement in samples from patients with
zolid ftumors met the acceptance entena mm 100% of the lots

[ttx»ted.
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terference & specificity Specificity of remehrmimab measrement was tested in the See Table
presence of several co-dmgs (ncluding durvahimab) m prepared| 10-11 of
s, The assay was found to be specific to the measurement of Feport
remelmmmah, ARATES
IHvz‘ma:-I;l.*sii effect Not appheable Mot app]i-:a]:l'.el
I]_ip-emir effect [Not apphieable Mot applic ahlel
Dilution linearity & hook effectiCilution lmeanty tested and passed at 10 ppml (diluton See Table
factor = 200}, 100 peml. (dluhon fetor = 20000, and 10-T of
1000 pg/ml . (dilutron factor = 20000) Eeport
ARATES
[Bench-mp,pmceﬁ stability 24 howrs 1n buman serum at room temperature See Table
[Freeze-Thaw stahility 3 eveles m human sermm at -70°C 10-10 of
Feport
ARATES
[Long-term storaze Tremelimmmalk 15 stzble in biiman semim for 733 days See Sechon
at -70°C = 10°C 3.2 of Report
CTVER-AOL50
Tremelinnmakb 15 stable i buman serwm for 121 days Tee
at -20°C = 5°C Conchision of|
ARATES
Addendum 2
[Parallelizim Mot applicable Mot app]ir:ab'.el
Carry over Mot applicable Mot applicablel

*  Cooulagve acouracy (fabias) in standand calibrators from LT to ULOC) calmlated from Table 10-2 of Beport
ARA4TES, using the equation: {Observed Concentration — Nominal Concentration) Montnal Concentration®100%a.

Method performance in Study D419ECO0001
Bioanahtical Method: Report 119-C1113-158-01584

| Azzay passing rate 10 out of 10 {100%) See [[zhle ] off
Report 119-
C1113-18-
0184
Standard curve performance |* Cumulative bias range: -008 to 2.1% (fom LTOO) to See [[zhle 4 off
ULOQ) = Report 119-
o Cummlative precision: < 9.4% CV (from LTOOQ to ULOOY | C1113-18-
0184
QL performance v Cunmlative bias range: -3.7 to 1.7% " Sas |I able j of]
v Cumulative precision = 13.0% CV Report 119-
v  TE =18T%" C1113-18-
M fethod reproducibility Inewred sample reanalyv=s was not perfoomed for this shady 0184
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Study sample analysis’ stabilityAll standards, Q= and study samples were analyzed within the [See |I able 3 o]

festablished stabality of 2170 days at -70°C = 10°C. Feport 119-

C1113-18-
0154

Standard calibration curve Mumber of standard cahbrators from LTLOO) to TTLOCG): &

performance during accuracy |[Performance during acowacy and precision mms: Mot applicable
and precizion runs

* Curmnlative acouracy (Yobdas) in standsrd calibrators from LLOCG) to ULOG) caloulated from Table 4 of Beport 11%01113-
13-0184, using the equation of (Observed Concenmaton — Monuinal Concenmaton ) Mominal Concenmramon® 10,

b Crmlative aoomracy (Yebias) i Qs caloulated from See Table 5 of Fepors 118-C1113-18-0184, using the equation of
(Oirsenred Concenfration — Moninsl Concenfration) Momins] Concentration® 100%:.

¢ Total emor caloulated from Table 5 of Beport 119-C1113-18-018, nsins the equation of %WTE= %W + [YaRE|.

Summary of the cross-validation results for method IC-P-1354 (validation report AR4785 Addendum 3)
is shown in Table 13.
Table 13 Summary of Method Modifications and Cross-Validation Results for Tremelimumab

in Human Serum (Intertek Pharmaceutical Services Method IC-P-1354; Report AR4785
Addendum 3)

[Bicanalytical method Bdethod Transfer
vabidation report name  [Buwlding Tansfer of the Quantitative Determmation of MEDI-1123 1n Hwman
and hyperlink Serum UJsing an FIISA (Feport AR4785 Addendum 3).
Changes in method [ntertek Pharmaceutical Services moved from 3985 Semrento Valley Blvd. Swte
San Dhego, CA 92121 to 10420 Wateridze Circle, San Thego, CA 92121 in
[Movember 2014. There were no changes to the method; addinonal precizion and
accuracy testng was performed to vabdate IC-P-1334, “Cuantitative Determmation
lof MEDI-1123 m Human Serum Using an FTISA ™ at the new location as descnbed
[belowe.
[MNew validated assay Mo change
range if any
Validation parameters Cross-validation perfonmance Source lecation|
{hyperlinked)
Standard calibration ICummlative acowracy (Yebias) m standard calibrators -3.5t0 | See Table | of
leurve performance from LT.OC) te ULOG 13% |Report AR4ATES
during accuracy & | Cumulative precision (%CV) from LLOQ to ULOQ =740, |#ddendum 3*
[precizion
ICumulative accwracy (Yebias)n 5 Qs -10.3 to | See Table 2 of
IQC s performance during 7.3% |Report ‘ﬂ'_'F‘ﬂBj
hccuracy & precision  [Inter-batch %CV ~7.00% | Addendum 3
[Percent TE =151%
Crozs-validation [ntertek Pharmacentical Services moved from 3985 Mot | Ses Addendum
Sorrento Valley Bhed. Swmte C, 5an Diego, CA 92121 to (apphicable Motes
10420 Watendge Circle, San Dhego, CA 92121 in Feport ARATES
[Mevember 2014, Addihonal precision and accwracy Addendum 3
[testing was performed to validate IC-P-1354,
Vhaptitatrve Determmation of MEDI-1123 1m Human
Semum Using an ELISA " at the new locaton. A tofal of
M rums across 2 days, 2 analysts, and 2 mstniments were
performed Each run consisted of 2 ssts of qualifisd QCs
at the LLOQ), Low QC, Mid QC, High QC, and ULOG.
IO0ne nn consisted of a total of 6 sets of QCs for mfra-
assay evaluation.
[Lizt other parameters  [Not apphicable Mot s
applicable Mot applicable

- Cunmilative aconracy (Mobias) in stamdard calibrators from LLOC) o ULOG) caloulated from Table 10-2 of Feport
AFR4TR5, using the equaton (Observed Concentration — Nominsl Conceniration) Momins] Concentration ® 100%.

Type II variation assessment report
EMA/20881/2026 Page 43/90



Summaries of validation parameter of method CT-051173 (validation report CTVR-0150) and
bioanalysis report (report CTBR-0271) are shown in Table 14.
Table 14 Summary Method Performance of a Bioanalytical Method to Measure

Tremelimumab in Human Serum (AstraZeneca, Gaithersburg Method CT-051173; Report
CTVR-0150)

Bioanabtical method Vahdation of the Cuanttatrre ELISA Aszsay for Measurement of MEDI 1123
ralidation report name, K oncentrations 1 Human Serum (See Feport CTVE-0130).

amendments, and bvperlinks

hfethod dezeription In this assay, MEDI1123 15 captured by the recombmant CTLA4 (human

D152 mumine Te32a fusion anhbody) coated on 2 mmerotter plate. A mouse
pronoclonal anhbody azamst human 1762 that cames a biotin label 15 used for
Metection of BIEDIL 123 bound to the plate. Boumd baotin moleoales are
HMetected by addition of streptavidin-horsevadish percenidasza (SA-HEF)
onugate. Tetzmethylbennidme (THMB) enzyme substrate 15 added to generate
5 colonmetrie rezction that 1= meamured at 2 wanvelength of 430 mm with
pravelength comrection sat to 650 pm. The MEDI1123 concentration in 2 szmpld
b= determmined by interpolation from 2 standard cwrve wsme a frve-parameter
ourve fit with 1Y weighting relahng the color mten=ity to the concentration of

MEDTI123,

& Iaterials used for ealibration [[remelionimal m human serum at final concentrations (In 5% buman serum)

lcurve & concentration off 303, 4.88, 7.81, 12.50, 20,00, 32.00, 51.20, 81.92, 131.07, 205.72, and
335,54 ng/mal

Validated azzay range 15625 ng/ml. to 2621 44 ng/ml. m 100% Inoman senmm

hIaterial wzed for QCs & Tremelinumab m 100% howan senmm at concentabions of 15623

concentration KLLOQ-CRC, 300,00 (Lo, S00.00 (WO, 2000.00 (HOC), and 2621 .44
(ULOQ-QC) ng/mL

M finimum required dilutions 1-30

(MED:) -

Source & lot of reazents (LBA) Tremelmmimab Lot: PS01

D 52-mul g (Coat) Lot: 240101

Biotimylated Mouse Monoclonal Antibady I=G2 Lot QEI21423
Sireptanidin-HEP Conugate Lot: 1711896

Pooled Human Serum Lot BEH1106170

[Rezression model & weighting [Datz were it using a lmear admsted vanance weizhted fve-parameter logishic

function.
Validation parameters Source
Mlethod validaton summary location
(hyvperhinked
Standard v:nlihrnfilm curve  [Mumber of standard cahbrators from TT.O0) to TLOG) 7 Sea Table
performance during accuracy |y ative accuracy (%abias) fiom ILOQ to ULOQ | -09t0 | 11-4of
& precizion 1.4% Feport
Cumulative precision (%CV) from LLOQ o ULOQ | < 3.1% | CTVE-0130
IQC s performance during Kommulative sccuracy (ebias) m 5 OCs Sea Table
accuracy & precizion 0Cs:156.25 (LLOQ-QC), 300.00 (LQC), 500.00 B6t0 | 11-Tof
NICHC), 2000.00 (HOC), and 123% Report
262144 (ULOQ-0C) ng/ml CTVE-0150
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Inter-batch YOV

15625 (LLOQ-QC), 300.00 (LOC), 500.00 - 6T%
IO, 2000.00 (HOC), and -
262144 (ULOQ-0C) ng/ml

TE

15625 (LLOQ-QC), 300.00 (LOC), 500.00 - 16.6%
IO, 2000.00 (HOC), and -
262144 (ULOQ-0C) ng/ml

Selectivity & matrix effect Selectvity In Serum from Patents with Vanous Tvpes of See Section
i ancer: Selectivity m disease state matix was evaluated using  |6.6 and Table
24 serumm samples from patients diapnosed wath vanous types of | 11-11 of
cancer. The mdividual samples were analy=ed in an assav Eeport

gether with 3 replicate spikes of a pormal kuman seruom matrx | CTVE-QLE]
E:i_ The mdrvdual samples and the 3 pool samples were tested
unspiked and spiked with 250 ngml MEDI1123. Each
ample was tested in duplicate. The method was considared to bel
alactive for measwang MED1123 m buman serum from
hents with solid fumors 1f 100% of the imspked samples
ed below the expected LLOQ) (15625 ng/ml.) of the
assay and if at least 30%% of the spiked samples measured withm
2 5% of the mean valie of the 3 spiked samples of pooled normal
[buman senmm. One hundred percent (100%2) of the un=mked
emum samples and the unspiked normal human serum pool
amples rehomed vahies below the LLOQ. All of the spiked
erum samples measured betwreen -6 9% and 16.8% of the mean
value of the spiked pooled normal humwan senom samples. The
results demonstrate that the method 15 selectrve for measnmng
LMETIT1123 1n hiyman senam from patients with sohd tumess.

[Interference & specificity Specificity of remelmumab measurement was tested n the See Table
presence of durvalumab and LY 3022855 mn prepared QCs. The |11-12 and 114
aszay was found to be specific to the measurement of 13 of Repoat
fremelirmmab, CTVR-O150

|Hemnh."5i-s. effect Mot applicable Mot app]i-:ablsl

II_.ip-EJJ:lir effect Mot applicable Mot applhec abld
Dihohion hneanty tested and passed at 730 pg'ml . (diluton See Table

o , factor = 1000}, 75.0 ppml (dilvhon factor = 1007, and 11-9 of

[Mluton linearity & hool effeﬂt?jn ug/ml (dihstion Factor = 10) Report

CTVE-AOL50

|Bem:h—rup.-prm:es-5 stahility 24 howrs 1o ioman senm at room temperatiure See Table 10-

I}_re-eze—'ﬂmw stability 5 eveles m human serum at -7T0°C 10 c'fREme
ARATES
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|L|:|ng-rerm storage Tremelinmmmal 15 stable in bman serum for 2190 days at -T0°C | See Section
= 10°C 3.2 of Report
CTVE-OL50
[Tremelinnmmal 15 stable in bmen serum for 121 days at -20°C 4 Cae
L Conchision of
ARATES
Addendum 2
[Parallelizm Mot applicable "ot applicablg
Carry over Mot applicable ot applicabld
Method performance in Study D419ECH0]1
Bioanalytical Report: Report CTBR-0171
Assay passing rate T out of 7 (100%) See Table 4 of
Feport
CTBR-0271
Standard curve b Curmalatmve bias range: 0.4 to 0.7% (from LLOQ) to See Table 3 of
[performance ULoQ) Report
¢ Cummalatmve precision: = 3.0% OV (fom LLOC to ULOQ) | CTBRE-0271
QC performance g Curmmlatrve bias range: 0.6 to 4. 7% See Table 4 of
e Curmalatrve precision: = 10,55 OV Feport
e TE:=132%* CTBR-0271
Aethod reproducibility [ncurred sample reanalysis was not performed for this study Not
Applicable
Study sample analvsis/ A 1] standards, (Cs, and study samples were analyvzed within the [See Table & of
stability festablished stabality of 2170 days at -70°C = 10°C. Eeport
) CTBR-0271

Standard cabbraton curve
performance during accuracy
and precizsion rums

Murmber of standard cabbrators froms LLO) to TTLOCY: 7
Performance dunng accuracy and precision mns: Mot applicable

i

Total eror caleulated from Table 4 of Report CTBR-0271, using the squation of %TE= %CV + %R.E|.

Summary of the method modifications and cross-validation results for method CT-051173 (validation
report CTVR-0150) is shown in Table 15.
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Table 15 Summary of Method Modifications and Cross-Validation Results for the
Determination of Tremelimumab Concentrations in Human Serum (AstraZeneca,
Gaithersburg Method CT-051173; Report CTVR-0150)

-

Bioanalvtical method  [Validation of the Chuantitative ELISA Assay for Measurernent of MED11123
walidation report name  |[Concentrzhons m Human Sermn (See Repoat CTVE-0130).
and hyperlink
Change: in method There were no changes to the methed.
Mew validated assay Mo Change: 15625 ng/ml to 2621 44 ng'ml. in 100% human serom
range if any
Validaton parameters Cross-validation performance Source location)
(byperlinked)
Standard calibration  [Cummlative accwacy (Yebias) m standard calibrators from | Mot
leurve performance LA to ULOG applicable Cas
. — — - Mot applicable
during accuracy & Cunomlative precision (YeCW) from LLOG to TLOG Mot
[precizion apphcable
IQC s performance Cumnlative acowaey (Yobas) m 5 Qs Mot
during accuracy & apphcable
preasen nter-batch (Y a:plj::sle Mot applicable
[Farcent total error Mt
apphicable
Cross-validation Fraluzhon of mter-laboratory scouracy was performed Mot  |See Section 6.13
using samples prepared and measired by Intertek appheable|  of Beport
Pharmacentical Seraces and analysed as wnknowns by CTVE-0130
hedlmmnme. Intertek provided Medlmmmme wath 30
serinn samples confaimme MEDTI123 at vanous
lconcenfrations. These samples were shipped on dry 108
and were stored at -30°C £ 10°C unhl thawed prior to
anzly=is for MEDI1123 using Medlmmmme using the
standard operating procedure CT-051173.
Fesults generated by Medlmomime were compared to the
valnes mezsured by Intertek. At least 66.7%/a of
Ihedlmnmme and Intertek measured sample values weme
lexpected to agres within 30%% elatrre difference. Chat of
30 samples, 26 were evaluable for ths companson. Four
sarnples prepared at Inferfek could not tested without an
additeonal dilwhon due to the narvower dynamic range of
the Medhmmume aszay (156.25 ng/ml to 2621 44 nz/ml
at Medlmrmine vs. 13625 ng/ml. to S3000.00 ngml. at
Intertek). Results shown m Table 11-17 demonstrate
L00%% agresment between the evaluable results genevated
by Infertek and Medimomme.
ILizt other parameters Mot appheable ];‘Jnt_ Nt applicable
apphcable

Summaries of validation parameter of method ICD 899 (validation report RPXJ2) and bioanalysis
report (report RVQT) are shown in Table 16.
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Table 16 Summary Method Performance of a Bioanalytical Method to Measure
Tremelimumab in Human Serum (PPD, Richmond, Method ICD 899; Report RPXJ2)

Bioanalytical method
validation report name,
amendments, and hyperlinks

Walidation of an ETI5A Method for the Quantitation of MEDT1123
K Treme lnmimab) m Human Serwm (See Report BPETY)

A [ethod dezeription

BEDT1123 15 quantitatrvely mezsired from humen semum wang FITSA In this
assay, 96-well assay plates are coated with the recombmant CTLA4 capture
reagent overmpht, washed with PBS-T Wash Buffer and blocked wath
SuperBlock™ T (FBS) Blockmz Buffer. The wash step 15 repeated, and
ktandards, controls and test samples are then loaded to the plate After
pncubation, unbound matenal 1= washed away, and hiotinylated monse
ant-humen 1562 monoclonzl antbody 15 added to all wells. Following further
pncubation and wash steps, a conmzated HEP-streptanidin detection reagent 15
mdded A final wash step 13 emploved, THMB perosadase substrate 15 added, the
eolor development 15 stopped, and the mien=ity of the color 15 measured at 450

with wavelength comection set to 630 mm on a colonmetne absorbance
El:te reader. The signal 1= directly proportional to the concentration of
MEDII123.

b [aterialz used for calibration
curve & concentration

Tremelimmmmab m human semum at final concentratons (m 100% hwman senom
of 100, 156, 225, 337, 506, 759, 1139, 1708, 2563, 384, and 5766 nz'ml.

[Validated aszay range

158 np'ml to 2563 npml in 100% hurnan serurn

& [aterial used for QCs &

Tremelivmmmab m 100% human serum at concentrations of 156 [LLOCHOC),

concentration 225 (Back-up LLOON, 375 (LOC), 620 (MOQC), 1500 (HOQC), 2250 (Back-up
IUTLCHY) and 2563 (ULOCQ-QC) ng'ml

A finimumn required dilutions 1-90

(AERD:) -

Source & lot of reazents (LBA)

Tremelimmmmab Lot: P01 (AstraZeneca)

D 52-mulg (Ceoat) Lot 274504 (Ancell)

Brotmylated Mouse Monoclonal Antibody [z(2 Lot UL295383, VE301768
(Imritrogen)

Streptanidin-HEF Conugate Lot 2145534, 2207541 (Thermo Ficher
Seientfic)

Pooled Human Semum Lot: WB23428-18-01 (FPD)

[Fegression model & weighting

Diata were fit using a hmear adjusted vanance weighted five-parameter lopishic
fanchon

[Validation parameters Source
Method validation summary location
(hyperlinked
Standard calibration curve MNurmber of standard cahbrators from LLOK) to ULOK) 8
perﬁ:nr:lnrlmce during aceuracy o atve acouracy (Yobias) from LLOQ to ULOG  |[-1.59to Sa&f'l'abl.e A
& precizion 176% | Eeport
B RFXT12
Cumulatrve precision (%oCV) from LLOQ o ULOY)  |= 5.48%
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QC s performance during Cumulative acouracy (Fobias) Sea Method

accuracy & precision 0C=:156 (LLOQ-QC), 225 (Back-up LLOQ), 375 443 to| Validation
L.OC), 620 (MQC), 1900 (HQC), 2250 (Back-up 4.19% | Summary of
ULOGQ) and 2563 (ULOQ-QC) ng/mL [Feport RPI2

[nter-bateh %OV
0 Ce: 156 (LLOQ-0OC), 225 (Back-up LTOO), 373 7 70%
LOC), 620 (MOC), 1900 (HOQC), 22530 (Back-up —
ULO0) and 2563 (ULOQ-OC) neml.
Total Frror
0 Ce: 156 (LLOQ-0OC), 225 (Back-up LTOO), 373
LOC, 620 (WIQC), 1900 (HOQC), 2250 (Back-up
[ULOG) and 2563 (ULOQ-QC) nemlL
Lelectivity & matrix effect [Twenty cut of 20 unfortified indmadual bealthy pormzl donors | See Method
t the acceptance criteria. Twenty out of 20 individual healthy | Valhdation
mnal denors fortified at the TT.O0) level, and 20 out of 20 Summary of
Adual healthy normal donors fortified at the high level met [Report RPXI
acceptance critenia. Twenty-three out of 24 unforhfied
rvidual disease state donors met the acceptance cnfena.

- 12.1%

[wenty-four out of 24 indrnadual disease state domors fortified at
fhe LLOQ) level, and 24 out of 24 mdridual disease state donors
fortified at the hagh level, met the acceptance critena.
[Interference & specificity Mo effert from 600 pz/ml. MEDI4736 on the quantritation of Sea hMethod
MEDI1123. Validanon
Summnary of
ROV
Mo effect from 100 ng'ml CTLA-4 on the quantitation of [epert 1
WMEDT1123,
Sea Method
. Mo effert from bemobysis up to 3% fally bysed whole blood on | Validation
[Hemaobvziz effect .
fthe quanfrtation of MEDI1123, Summnary of
[Feport BPHT
See Methed
I - effect Mo effect from hipenua (= 300 mg/dL tnglycendes) on the Validation
pee e uantitation of MEDI1123. Summary of
[Feport BFHT
Dhlotion lineanty tested and passed at 980,000 ng'ml. dibuted See Method
IDilution linearity & hm]:;efferhnﬂ 500, Dl 1500, and Thl 3000, Validation
Sunmmary of
[Feport BFHT
|Ben1:]1-tnp.-pm|:esa stability 5 hows in buman serum at room temperature See Method
[Freeze-Thaw stahility 5 cveles in buman serum frozen at -70°C and thawed at room Validanion
mperanue Summary of
ra |Rep|:-rt A
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h_nng-term storage

Tremelimmmmab 15 stzble in buman seruwm for 2190 days at -70°C
= 10°C

Tremelivmimab 15 stable 1o buman serum for 121 days at -20°C 4 See

See Sechon
3.2 of Report
CTVE-0150

5°C Conchision off
AR478S
Addendum 2
Parallelism Mot applicable "ot applicabls
Carry over Mot applicable ot applicable

Method performance in Study D419ECO0001

Bioanalytical Report: Report RVQT

Assay passing rate

5 out of 10 (20.0%)

E-eelEzEE g of|

performance during accurscy
and precizion rums

Report EVQT]
Standard curve d Crmmmlatrve bias range: -2.7 to 2.8% (fom LLOQ to San of
[performance ULOQ) Report RVQT]
d Curmalatrive precision: = 4.8%% OV (from TTOC) to TLOO)
QC performance b Cumulative bias range: -1.1 to 4.5% o ;
r Crmlative precision: = 9.1% CV EEE Q?[.
e TE: =13.6%
Aethod reproducibility 100.0% of incwred sample reanaltysis agreed within 30% of the [See [[able § of
orizinal reported results for stedy D41SECOD001 Report EVQT]
Study sample analvsis/ AN standards, QCs. and study samples were analvzed within the See of]
ctahilite festablished stability of 2170 days at -70°C £ 10°C. Report EVQT]
Standard cabibration curve MNumber of standard calibrators from LTOC) to TTLOC 8

Performance dunmg acouracy and precision mans: Mot appheable

*  Total emror calenlated from Table 7 of Report EVQT, using the equation of % TE= %OV + |[3RE].

Summary of the method modifications and cross-validation results for method ICD 899 (validation
report RPXJ2)) is shown in Table 17.
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Table 17 Summary of Method Modifications and Cross-Validation Results for the
Determination of Tremelimumab Concentrations in Human Serum (PPD, Richmond, Method
ICD 899; Report RPXJ2)

tBiﬂ:mﬂl}'ﬁml method  [Vabidaton of an ELISA Method for the Cuanbifation of MEDI1123 (Tremehnmimalk)
alidation report name  in Hunan Serum (See Report BF2TY)

and hyperhink

Chanzes in method There were no changes io the methed.

MNew validated azsay
range if amy

Mo Change: 156 ng'ml. to 2563 ng/ml . in 100% human sermum

Validation parameters

Cross-validation performance

Source lecation|

{boperlinked)
Gtandard calibration  [Cumulztve accuracy (Yebias) m standard calibrators from | Bot
curve performance LLOC) to ULOG applicable e
. — — - Mot applicable
during accuracy & I mmlatre precizion (HeCW ) from LLOKG) to TTLOC) Mot
precizion apphicable
s performance ICunlatve acowacy (Fobias) m 5 Qs Mot
during aceuracy & apphicable
precizion Tnter-batch %CV Not .
applicabile Mot applicahle
[Percent total error Mot
apphicable
Crosz-validaton LA straZeneca provided PPD wath 30 samples contaimme Mot See Cross-
WMEDI1123 at concentrations unknown to PFD). These apphicable| Laboratory
samples were shipped on dry ice, stored at -30°C, thawed Parformance
at room temperzhire prior to analyzis. Eemlts from the Section of
samples were sent to AstraZeneca, where the PPD) results Feport RPXI2
were compared to Astrafeneca values. 100% of the PPD-
and Astraeneca-measuwred sample values agreed within
30.0% relatrve difference. Therefore. the acceptance
leriteria for cross-laboratory performance were met
|L\'st other parameters  [[Mot applicable I.*Int. Not applicable
apphicable

Analysis of tremelimumab antidrug antibodies (ADA):

Summary of the validation parameter of method ICDIM 153 (validation report EWZ2) is shown in Table

18.
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Table 18 Summary of Anti-Tremelimumab Antibody Assay Parameters in the D419EC00001
Study -PPD

MAMeathed number ICDIAL 153
Sereeming zssav cuf point © 124
Sereemng zssay false-posifive rate () 5
Acsay LOD (ng'ml ) 661
Azzay detectable range (mp'ml) 6.61-100000
Aszsav drug tolerance Assav can detect 125 ng'ml. positive confrol
anfibody 10 the presence of 100 pz'ml. of
tremseimmmah
Inter-assay precision (FoCV) =236
Confirmatory assay eut poant (Fo inlnbition) ©
Mesothelioma 13 8=
Other cancer (MSCLC, hing cancer, and sobid tumeoer) 01
Confirmatory assay falze-poative rate (%) 0.1
See Module 5.3.1.4
. Mamn Vahdation: EWZ2
Vahdaton report mambers Addendum 1- EWTS
Addendum 2: EWZT
Syvnopsts of amendment hastory Addendum 1:
Dhsease state Cut Point Evaluation
Addenciom 2-
Co-medicanon Interference
Addendiom 3:
Addrnonal Confirmatory Assay Vahdanon
and Mew Instnmment Cualification
Addendinm 4-
Pediame Selectrvity

" Ci point was established m each validation stady by stansical analysis of S ratios of LU responses of the
mdividual samples withows dmz normalized relative o the pooled senm mairix blank BT sigmal.
Flepresents Sreenine A5y Sensiiviiy.
- Confirmatory cut point was established for each disesss state mamix by smistcal snalysis of the percent inhibiton
lewels of the responses of individus] samples tested, both with and withoot dmg. The confirmatony out podnt of
201.1% was used for cancer patient sanples. 4 0.1% false-positdve rate was used for mesothelioms and other camcer
mdications.
4 WV validation criteria (2:5%) was met.
LoD, Lt of detecton; MSCLC, non-smasll cell hng cancer; RLT, relatve light undt; 52, siznal/nesative control rato;
%V, percent coefficient of vanaton.

Analysis of anti-tremelimumab neutralizing antibodies (NAb):

Summary of the validation parameter of method ICDIM 198 (validation report RCQK2) is shown in
Table 19.
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Table 19 Summary of Anti-Tremelimumab Neutralizing Antibody Assay Parameters in the

D419EC00001 Study - PPD

Method number ICDIN 159
Mesothehoma
Assay eut point * 084 )
Crther canoers
0.81
Aszav false-pomtive rate (%) 1
Azsay LOD (ngfml ) 750

Aszsav diug tolerance

Arntibody level of 1250 ng'ml. was detectable i the
presence of 0230 pe'ml. of tremelnmimiab; anhbody
level of 2500 nz'ml. was detectable m the presence of
0500 to 1.25 pg'ml of remnelimmamab; antbody level of
5000 nz'ml was detectable m the presence of 2.5 pgml

of tremelmumnah.

Inter-as=ay precision (F2CV) range

21.1 to 26.0

Intra-assay precision (YeCV) range

194091

Vahdaton report mumbers

See Module 5.3.1.4
Main Vabdation: ROQE?
Addenduwm 1: RCQE2

Synopsts of amendment history

Addendwm 1
Addmonal Freeze Thaw Stabulity

. Ct point was establiched by statistical snabysis of 5M mios of BLU responses of the individual samples withoms
dmir mommalized relatve o the pooled semum maimix blank BI.T siznal.
| Ichades MSCT.C, hang cancer, and other solid tomor cancers.

Fepresants assay sensiovity.

%, pement coeffident of vanaton; LOD, limdt of detection; WACLC, non-small cell hmg cancer; BRI relative lighs

mmits: SH. sirmal nesatnve conirol ratio.

Pharmacokinetic results

Dose-finding phase:

Pharmacokinetic results were grouped by treatment and body weight (> 35 kg [Arm A] versus < 35 kg
[Arm B]) for the dose-finding phase in the study D419EC00001. Arm A and Arm B, each contained a
dosing group with durvalumab 20 mg/kg + tremelimumab 1 mg/kg (D20+T1) and durvalumab 30

mg/kg + tremelimumab 1 mg/kg (D30+T1).

Geometric mean serum durvalumab concentrations are summarized for C1 in Figure 15, with
tremelimumab concentrations from C2 (the first administration) summarized in Figure 16.
Pharmacokinetic results are summarized in Table 20 and Table 21 for durvalumab and tremelimumab,

respectively.
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Figure 15 Geometric Mean (# gSD) Serum Concentrations (ug/mL) of Durvalumab versus

Time (PK Analysis Set) - Dose-Finding
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Figure 16 Geometric Mean (+ gSD) Serum Concentrations (ug/mL) of Tremelimumab versus

Time (PK Analysis Set) - Dose-Finding
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Table 20 Summary of PK parameters of Durvalumab (PK Analysis Set) - Dose-Finding

Arm A= B ke ArmB: <3 kg
Dhurva Durva Dharva Dharva
2 meke 3 me k= 2 mglke 30 me ke
+ Treme + Treme + Treme + Treme
PE parameter lmgks lmg'kg 1 mgkg l mg'kg
{Units) Statiztic N=T) =11 (N=3) (N=8§)
AUC (0-14) Geomean (CV%) [ 2630 (61.5) | 35660 (17.7) 1830 (54.7) | 3720 (46.9)
(day*pg/ml) Mm - Max 1270- 6790 | 4620-8170 | 1030-2760 | 2280-7900
n 7 9 3 [
ATC (0-28) Geomean (CV%) | 3290 (50.1) | $790(13.5) | 2500(554) | 6380(40.1)
(day*pg/ml) Mm - Max 1630 - 6370 | 7220-11400 | 1420-3920 | 4600 - 10700
n [ 8 3 4
Coone (ug'ml) Geomean (CV%) | 363 (58.0) 865 (36.0) 275 (135) 612 (34.2)
Mm - Max 200 - 338 491 - 1440 88.6- 632 415 - 1050
n 7 11 3 8
Coin (nz/ml) Geomean (CV%) | 48.6 (104) 169 (28.5) 21.7 (34.6) 118 (45.4)
Mm - Max 119-135 114295 16.1-313 73.4-176
n [ 8 3 4
toee (day) Median 0.094 0.087 0.088 0.087
Mm - Max 0.09 -0.10 0.00 - 0.14 0.09 - 6.94 0.08 -0.09
n 7 11 3 8
t'ehz (day) Geomean (CV%) [ 16.7(47.1} 25.3 (56.5) 8.26 (NC) 15.6(23.3)
Mm - Max 803 -252 18.0-73.0 826-826 132-183
n [ 6 1 2
ATIC (0-14) dose Geomean (CV%) [ 132 (61.5) 189 (17.7) 916 (54.7) 124 (46.9)
admamestered Mm - Max 63.7 - 340 154-272 51.6-138 76.0 - 263
(day*ug'ml)(meks) | n 7 9 3 [
ATIC (D-28)/ dose Geomean (CV°%) | 164 (50.1) 293 (13.5) 125 (55.4) 213 (40.1)
admanestered Mm - Max 825-318 241 - 382 71.0- 196 153 - 358
{day*uz'ml)(meks) | n [ 8 3 4
[ Geomean (CV%) [ 18.1 (58.0) 288 (36.0) 13.7(135) 20.4(34.2)
adoumstered Mm - Max 10.0-453 164-479 443 -316 13.8-351
(nzg/mL)(mzke) n 7 11 3 8

Drata represent single dose of durvahensb administered at Cycla 1
ATTCH0-) = area imder the senm concentration-tme arve from fime zero to tme 17 Coe, = Maxinmm senm ConceniTahon

Coan = mininmm senem concenmation; OV = geometric cosfficient of variamce (%a); Deva = dumahmaaky;

Gepmean = gemmetric mesn oy =maimmn Min = miniremn; W = moeber of patients i the PE analysis set; 0= pember
of patients inchaded m amslbysis; MC = not caloulable; PE = phammacokinetiofs); 44z = apparent temuinal eliminstion half-life
azsociated with the terminal slope (z) of the semi-loganithmic concentration-time oeve, estimaed s (In?) 0z t,, = dme fo
AT e concenaton Treme = remelimmmsh.

Type II variation assessment report

EMA/20881/2026

Page 56/90



Table 21 Summary of PK parameters of Tremelimumab (PK Analysis Set) - Dose-Finding

Arm A: > ¥ ke ArmB: = 3 ke
Crurva Dhurva Drarva Dnarva
0 mg'kg W mgks W mgks 3 mg'ks
+ Treme + Treme + Treme + Treme
FL Parameter ]l mglks l me'ke 1 meke 1l mzks
(Units) Statistic N =1) N=18) iN=23) N=4)
AUC (0-14) Geomean (CV%) | 127 (47.3) 160 (35.6) 165 (7.00) 149 (20.1)
{day*ug/ml) M - Max 38.2 - 181 90.0 - 259 157 - 173 122 - 191
n 5 7 2 4
AUC (0-28) Geomean (CV%) | 235(11.2) 205 (22.9) NC 208 (14.8)
{day*ug/ml) M - Max 217-254 150 - 246 178 -239
n 2 4 3
Cir (mz/ml) Geomean (CV%) | 19.1(73.3) 245 (447 39.2 (68.8) 230317
Mm - Max 524-303 142-579 256 -80.0 18.2-363
n & 8 3 4
Con (ng/mlL) Geomean (CV%) | 3.71(3.79) 345(29) NC 3.03 (50.3)
M - Max 3.61 -3.81 242 -485 1.84-474
n 2 4 3
tueec (day) Median 0.046 0.051 0.040 0.046
Mm - Max 0.04 - 0.08 0.04 - 0.07 0.04 - 0.05 0.04-0.18
n 5 8 3 4
t45hz (dav) Geomean (CV%) | 168(527) 18.7 (20.5) NC 31.6 (B6.0)
Mm - Max 162-17.5 14.8-21.4 18.7-53.5
n 2 3 2
AUC (0-14Ydose Geomean (CV%) | 127 (47.3) 160 (35.6) 165 (7.00) 149 (20.1)
administered Mm - Max 58.2-181 90.0 - 259 157 - 173 122 - 191
{day*ug/ml)(mgks) | o 5 7 2 4
ATIC (0-28)'dose Geomean (CV%) | 235(11.2) 305 (22.9) NC 208 (14.8)
adoamstered Mm - Max 217 - 254 150 - 246 178 - 239
{day*ug/ml) (meks) | o 2 4 3
Ce/doze Geomean (CV%) | 19.1(73.3) M5(47 39.2 (68.8) 230317
admurstered Mm - Max 524-303 142-579 256 - 80.0 18.2-363
(pg/ml){mzke) o £ 8 3 4

Drata represent singls dose of remelirmesh admim stered (with durcabomsb) at Cycle 2

AUCH-) = area vmder the senm concentration-ime amve fiom tme zero to dme *t'; Cmax = mexinmem senmm
conceniration; Cmin = mininnen senmm concenration; OV = geometnc coefficient of variance (Mo, Durva = durvahemshs;

Grepmean = geometric mesn: Mz = manimmy, Min = pindmemn; W = omober of patients i the PE analyzis sef; n= menbar
of patients inchided I anabysis; NC = not caloulable; PE = phamwacokinetic(s); t420z = apparent termunal slimination half-lifs
azsoctated with the termunal slope (3z) of the semn-loganthmic concenfration-ime oEve, estimated as (In2) 0z onax = time to
maTinnm senem concenranon; Treme = marmelinmmmsh

Geometric mean durvalumab AUCO0-28 was approximately 25% lower for patients < 35 kg compared to
patients > 35 kg at both DLs. Where comparisons could be made (noting that, AUC0-28 was not
calculable for Arm B/D20+T1 cohort), geometric mean tremelimumab AUC0-28 was nearly the same
between these groups.

Systemic exposure targets were established for the paediatric population that represented 50% of the
adult AUCO0-28 (study D4190C00006). For patients with calculable AUC0-28, 5 of 6 patients in the Arm
A/D20+T1 cohort, and 2 of 3 patients in the Arm B/D20+T1 cohort achieved target durvalumab
systemic exposure. All patients with calculable AUC0-28 receiving 30 mg/kg durvalumab achieved or
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exceeded the target durvalumab systemic exposure. Target tremelimumab systemic exposures were
achieved for all patients with reportable AUC0-28, regardless of body weight. On the basis of these
results, the RP2D was determined to be 30 mg/kg durvalumab and 1 mg/kg tremelimumab.

Between the 20 mg/kg and 30 mg/kg dosages, durvalumab systemic exposure appeared to increase
slightly more than proportionally, as AUC0-28 and Cmax increased by 2- to 3- fold and Cmin increased
by 3- to 5- fold.

Geometric mean estimates of t'2Az (terminal half-life, time required to divide the plasma concentration
by two after reaching pseudo-equilibrium) ranged from 14.2 to 25.4 days for durvalumab (where n > 2,
geometric mean not discussed where n = 1) and from 15.6 to 31.6 days for tremelimumab; t'2Az
values were derived from a limited number of samples and should be interpreted cautiously. For both
analytes, there was no evidence of any notable changes in PK following repeat administration; trough
and end of infusion sampling demonstrated relatively stable serum concentrations, albeit from a small
sampling of patients.

Systemic exposure for durvalumab at 20 mg/kg was found to not meet the criteria of adult equivalent
exposure defined in the CSP for both weight groups. Systemic exposure was found to be generally
similar to adult target systemic exposure with a dose of 30 mg/kg for participants < 35kg. Systemic
exposure in participants receiving durvalumab at 30 mg/kg and that were > 35 kg was found to be
approximately 2-fold higher than the adult target systemic exposure. Tremelimumab systemic
exposure was found to be generally similar to adult systemic exposure in all weight groups at 1 mg/kg.

Dose-finding phase:

Pharmacokinetic results were summarized by tumour type in the dose-expansion phase (SARCOMA
[bone sarcomas: osteosarcoma, Ewing sarcoma; soft-tissue sarcomas: rhabdomyosarcoma, non-
rhabdomyosarcoma soft-tissue sarcoma, other sarcomas] versus STO [other solid tumours]), where all
patients received the same planned treatment of 30 mg/kg durvalumab and 1 mg/kg tremelimumab
from the first cycle onward. Geometric mean serum durvalumab concentrations are summarized for C1
of the dose-expansion phase in Figure 17, with tremelimumab concentrations summarized in Figure
18. Pharmacokinetic results are summarized for durvalumab and tremelimumab in Table 22 and Table
23, respectively.
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Figure 17 Geometric Mean (# gSD) Serum Concentrations (ug/mL) of Durvalumab versus
Time (PK Analysis Set) - Dose-Expansion
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Figure 18 Geometric Mean (+ gSD) Serum Concentrations (ug/mL) of Tremelimumab versus

Time (Pk Analysis Set) - Dose-Expansion
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Table 22 Summary of PK Parameters of Durvalumab (PK Analysis Set) - Dose-Expansion

Dhurva 30 mg'ks + Treme Durva 30 mg ks + Trems
lmgks lmgks
PK Parameter SARCOMA 5TO
{Units) Statiztic N=11) (N=10)
AUC (0-14) Geomean (CV%) 4240 (23.7) 3900 (20.0)
{day*ug/ml) Min - Max 3250 - 6820 3030 - 5010
n 10 9
AUC (0-28) Geomean (CV%) 6400 (23.T) 5880 (25.2)
{day*ug/ml) Min - Max 4560 - 10500 3870 - 7520
n a 5
Coee (uz/ml) Geomean (CV%) 606 27.T) 595 (14.2)
Min - Max 403 - 1090 447 - 706
n 11 10
Coin (pz/ml ) Geomean (CV%) 108 (29.6) 78.3 (94.1)
Mm - Max 69.1 - 198 19.3-130
n Q 5
tuse (da2v) Median 0.049 0.051
Min - Max 0.04 - 0.09 0.04 - 0.08
n 11 10
thahz (day) Geomean (CV%) 174 (26.2) 14.2 (48.6)
Min - Max 125-252 667 -23.0
o g 5
AUC (0-14)dose Geomean (CV%) 141 23.2) 130 (20.0)
adwumstered Min - Max 108 - 227 101 - 167
(day*pug/ml )(meks) | o 10 9
AUC (0-28)dose Geomean (CV%) 213 23.T) 196 (25.2)
adwumstered Min - Max 152 -349 129 - 251
(day*ug/ml)(meks) | n 9 5
Cre/'dose Geomean (CV%) 020217 198 (14
admmrstered Mmn - Max 13.4-363 447 - 706
(pz/ml ) (mgke) n 11 10

Data represent single dose of dunvalumab adoumistered with tremebmmmak at Cirele 1.
ATt} = area under the senmm concenfration-time curve from time zero to fime 7 Crw = maximum senom

concantration; T,

Dharva = duwrvalumab: Geomean = geometne mean; Max = maanmm; Mm = mmmmom: W=

= mimnmum serum concentration; OV = geometnic coefficient of vanance (%a);

number of patients

in the PE analysis set; n=mmber of pabents included in anaby=sis; SARCOMA = osteosarcoma . Pwing sareoma,
rhabdonmvosarcoma, non-thabdonmvosarcoma sofi-fizsue sarcoma, or other sarcomas; ST = other sobd tumors;
PE= :-hamamkme—ur:[;j t'2hz = apparent termmal elimmation half-life associated with the termunal slope (Rz)

of the semu-loganthmic concentation-timee curve, estmated as (In?)%z; tes =

concentration; Treme = tremehmmmah.

fme to maxinmm sermm
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Table 23 Summary of PK Parameters of Tremelimumab (PK Analysis Set) - Dose-Expansion

Dhurva 30 mz'kes + Treme Durva 30 mzkg + Treme
1l mg'ks lmg'ks
PE Parameter SARCOMA STO
{Units) Statistic N=11) (N =10}
AUC (0-14) Geomean (CV%) 183 (65.9) 150 (11.8)
{day*ug/ml) Mm - Max 112 - 892 126-173
n 10 g
AUC (0-28) Geomean (CV%) 270 (58.1) 228 (12.4)
{day*ug/ml) Mm - Max 154 - 1000 184 - 252
n a i)
Ce (ug/mL) Geomean (CV%) 29.2 (36.0) 23.2 (18.8)
Min - Max 16.8 - 212 19.2 -32.6
n 10 10
Couen (pzfmal ) Geomean (CV%) 3.91 4.7 31.40 (56.2)
Mm - Max 205 - 692 103 -545
n a i)
tusec (d2¥) Median 0.049 0.052
Min - Max 0.04 - 0.06 0.04 - 0.07
n 10 10
thehz (dav) Geomean (CV%) 15.9 26.2) 15.6 (40.4)
Mm - Max 126-244 758-221
o 7 &
AUC (0-14)/dose Geomean (CV%) 183 (65.9) 150 (11.8)
admumstered Mm - Max 112 - 892 126-173
(day*uz'ml)(meks) | o 10 g
AUC (0-28)dose Geomean (CV%) 270 (58.1) 228 (12.4)
admumstered Mm - Max 154 - 1000 184 - 252
(day*uz'ml)(mgks) | o 9 &
C /s Geomean (CV%) 29.2 (36.0) 23.2 (18.8)
adminrstered M - Max 16.8 - 212 19.2 -32.6
(ng/mL){mz'ke) n 10 10

Data represent single dose of tremehmmimab admimstered with durvalommab at Cyele 1.

ATUC{0-t) = arez under the senmm concenfranon-time curve from fime zero to tme ) C s = maxmmmmm semum
conceniration; C.: = mmmmmm serum concenfration; OV = geometric coefficient of varance (Yol

Dharva = drvahmab; Geomean = geometne mean; Max = maamwmm; Mm = mimmmim; W= nunber of patients
in the PE analysis set; o= mumber of patents incleded in analy=is; SARCOMA = osieosarcoma, Ewing sarcoma,
rhabdonmyosarcoma, non-rthabdonmyosarcoma sofi-fissue sarcomsa, or other sarcomas; 5TO = other sohd tomors;
PE = pharmacokinetic(z]; t42iz = apparent termmzl elimmation half-hife associated wath the termimal slope (=)
of the semi-loganthmic concentration-tme cwrve, estmated = (In2 )3z the, = me to maximmm sermmm
concentrzhon; Treme = tremelinmmmal,

Prior to C1 dosing, durvalumab concentrations were quantified at low concentrations (< 1% Cmax) for
7 patients (2 in SARCOMA cohort, 5 in STO cohort). No pre-dose concentration of durvalumab was
detected for the remaining patients (9 in SARCOMA cohort, 5 in STO cohort). There was no impact on
single dose PK results and no data handling was deemed necessary. Following the first dose, serum
durvalumab peaked at the end of the infusion for all patients, declining thereafter through 28 days
post-dose, where levels were quantifiable for all patients evaluated; geometric Cmin was 108 and 78.3
pg/mL for SARCOMA and STO cohorts, respectively. Geometric mean concentration-time profiles were
very similar for SARCOMA and STO cohorts, with no notable difference in PK results. Geometric mean
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values for t'2Az were 17.4 and 14.2 days for the SARCOMA and STO cohorts, respectively. Interpatient
variability was generally in the range of 20% to 30%, with values ranging from 14.2% to 94.1%, in
terms of geometric CV% for durvalumab AUC, Cmax, and Cmin parameters. The relatively high
variability for Cmin (94.1%) appeared largely attributable to a low value for a single patient (19.2
pg/mL). Overall, durvalumab PK results in the dose-expansion phase were similar to the dose-finding
phase, most closely matching the Arm B/D30+T1 cohort (< 35 kg).

Target durvalumab systemic exposures (i.e., AUC0-28 > 2105 day* x g/mL) were achieved for all
patients with an evaluable AUC in the dose-expansion phase. AUC0-28 was reported for 14 patients,
with all results > 2105 day*ug/mL. Of 7 patients with no reported AUCO0-28, the AUC0-14 was
reportable and > 2105 day*ug/mL for 5 patients and was not calculable for 2 patients. Subsequent
sampling at trough and end of infusion (EOI) was available for a limited number of patients; these
results suggested durvalumab systemic exposure was relatively stable following repeat administration
(28 day cycle).

Tremelimumab was BLQ prior to the first dose in all patients in C1. Following dosing, serum
concentrations peaked at the end of the 1 hour-infusion before declining through the last sample at 28
days post-dose, where levels were quantifiable for all patients evaluated at a geometric Cmin of 3.91
or 3.40 pg/mL for SARCOMA and STO cohorts, respectively. Overall, tremelimumab concentrations
were similar between cohorts in the dose-expansion phase; mean concentration-time profiles overlaid
very well, with no notable differences in PK. Tremelimumab PK was similar between the dose-finding
(D30+T1) and expansion phases

Estimates of t2Az were reported for 13 patients in the dose-expansion phase, with geometric means of
approximately 16 days for both cohorts. Tremelimumab variability appeared higher in the SARCOMA
cohort, where geometric CV% for AUC, Cmax, or Cmin ranged from 42% to 86%, compared to the
STO cohort where variability ranged from 12% to 19% except for Cmin (66%).

Target tremelimumab exposures (i.e., AUC0-28 > 119.5 day* 1 g/mL) were achieved for all 15 patients
with calculable AUC0-28. Of 5 patients with no reportable AUC0-28 in the dose-expansion phase, 2
patients had no calculable AUC (< 3 samples), and the remaining 3 patients had AUCO0-14 ranging
from 113 to 127 day*pg/mL, with 2 of 3 values achieving the target exposure.

Subsequent sampling at trough and EOI was available for a limited number of patients and these
results suggested tremelimumab exposure was also relatively stable following repeat administration
(28-day cycle).

Immunogenicity results

Assessment of immunogenicity was a secondary objective for the dose-finding and dose-expansion
phases of the study D419EC00001. Immunogenicity results were summarized for the ADA analysis set.

Anti-drug antibody evaluable patients were patients who received at least one dose of study treatment
and who had a baseline ADA result and at least one post baseline result.

Dose-finding phase: Durvalumab: In the ADA analysis set, in Arm A of the D20+T1 group, of 4
patients who were ADA evaluable, ADA against durvalumab was detected for 1 patient, but only at
baseline (median [range] of maximum titer: 1.0 [1, 1]). No other ADA evaluable patient in the dose-
finding phase was ADA positive to durvalumab at any time during the study, D419EC00001.
Tremelimumab: There were no ADA evaluable patients for tremelimumab in the dose-finding phase in
the study D419ECO00001.

Dose-expansion phase: Durvalumab: In the ADA analysis set, in the STO cohort, of 5 patients who
were ADA evaluable, ADA against durvalumab was detected for 1 patient, but only at baseline (median
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[range] of maximum titer: 1.0 [1, 1]). No other ADA evaluable patient in the dose-expansion phase
was ADA positive to durvalumab at any time during the study, D419EC00001. Tremelimumab: No ADA
evaluable patient was ADA positive to tremelimumab at any time during the study D419EC00001 in the
dose-expansion phase.

Of patients who were evaluable for ADA, there were 2 baseline-positive patients, and no patients had
treatment-emergent ADA response against durvalumab or tremelimumab; therefore, it is not feasible
to analyse the potential impact of ADA on the PK of durvalumab.

Discussion

The durvalumab + tremelimumab combination therapy doses and regimen selected for the study,
D419EC00001, was based on the goal of selecting an optimal combination dose of durvalumab and
tremelimumab in paediatrics that would yield similar systemic exposures to adults, have an acceptable
safety profile, and demonstrate promising efficacy.

Durvalumab has been approved as monotherapy in Stage III NSCLC at 10 mg/kg Q2W. Dose regimens
with less frequent Q4W dosing periods and fixed 1500 mg dosing approaches were proposed and
subsequently approved. The fixed dose of durvalumab 1500 mg Q4W (equivalent to 20 mg/kg Q4W for
an average body weight of 75 kg) is predicted to result in similar AUC and only a modest difference in
median peak and trough levels at steady state compared to 10 mg/kg Q2W, based on PopPK
simulations. Therefore, it is expected to demonstrate a similar efficacy and safety profile as the 10
mg/kg Q2W regimen. This dose regimen has also been approved for durvalumab in ES-SCLC (1500 mg
Q3W in combination with etoposide and either carboplatin or cisplatin for 4 cycles followed by 1500 mg
Q4W monotherapy), advanced biliary tract cancer (1500 mg Q3W in combination with
gemcitabine/cisplatin chemotherapy for up to 8 cycles followed by 1500 mg Q4W monotherapy), and
metastatic NSCLC (1500 mg in combination with tremelimumab 75 mg and platinum-based
chemotherapy Q3W for 4 cycles, followed by 1500 mg Q4W as monotherapy and pemetrexed
maintenance therapy Q4W).

In paediatric patients < 35 kg, durvalumab systemic exposures, in combination with tremelimumab,
were lower relative to adult systemic exposures at a durvalumab dose of 20 mg/kg every 4 weeks but
were generally similar to adult systemic exposures at a dose of 30 mg/kg every 4 weeks. However,
population PK modelling and simulation data showed that systemic exposures in paediatric patients >
35 kg were generally similar to adult systemic exposures at a durvalumab dose of 20 mg/kg every 4
weeks, but higher compared to adult systemic exposures (approximately 1.5-fold) at a durvalumab
dose of 30 mg/kg every 4 weeks. Furthermore, the tremelimumab exposures, in combination with
durvalumab, were generally similar to adult exposures at a tremelimumab dose of 1 mg/kg every 4
weeks for paediatric patients > 35 kg but were lower relative to adult systemic exposures for paediatric
patients < 35 kg. No clinically meaningful drug-drug interactions between durvalumab and
tremelimumab are anticipated when given as combination.

Pharmacokinetic data from the 20 mg/kg Q4W dose-finding cohort in Study D419EC00001 revealed
the geometric mean systemic exposure, regardless of weight, failed to achieve the equivalent adult
exposure for durvalumab. Based on modelling, a regimen consisting of 30 mg/kg Q4W of durvalumab
was predicted to achieve the equivalent target exposure and was initiated for the second cohort as the
dose-level 2 regimen. This durvalumab regimen was confirmed to have met the criteria for adult
systemic exposure and therefore, was declared as the RP2D to be evaluated in the dose-expansion
phase. Population PK modelling and simulation of paediatric patients in both the dose-finding and
dose-expansion cohorts showed that durvalumab drug systemic exposure was similar in adults
receiving a dose of 20 mg/kg Q4W, paediatric patients > 35 kg receiving a dose of 20 mg/kg Q4W, and
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paediatric patients < 35 kg receiving a dose of 30 mg/kg Q4W. Similar to what was seen in the dose-
finding phase, PopPK modelling also indicated that paediatric patients > 35 kg have a higher systemic

exposure than adults when given a dose of 30 mg/kg Q4W, approximately 1.5-fold higher.

Similarly, tremelimumab has been approved in combination with durvalumab and platinum-based
chemotherapy for the treatment of metastatic non-small cell lung cancer at a dose of 75 mg Q3W for 4
cycles and a 5th dose is given on Week 16. This fixed dose is equivalent to the weight adjusted dose of
1 mg/kg.

Pharmacokinetic data from the 1 mg/kg Q4W cohort in the dose-finding phase of Study D419EC00001
revealed that the tremelimumab systemic exposure was similar to that of adults in both weight groups
(<35 kg and >35 kg). Therefore, this regimen was confirmed to have met the criteria for adult
systemic exposure and therefore, was declared as the RP2D of tremelimumab to be evaluated in the
dose-expansion phase. Population PK modelling and simulation of paediatric patients in both the dose-
finding and dose-expansion cohorts showed that tremelimumab systemic exposure at a dose of 1
mg/kg was similar between adults and paediatric patients > 35 kg, but lower than adults for paediatric
patients < 35 kg.

When the paediatric extrapolation strategy relies on matching adult exposures, the target exposure
metric(s), range, and acceptance criteria should be prospectively specified and should be defined in the
context of the disease, treatment regimen, route of administration, and formulation. The target
exposure metric should be based on the exposure range associated with treatment response (efficacy
and/or safety) and can be derived from established exposure-response relationships or observed data
in the reference population. The selected target exposure metric(s) should be associated with the
treatment response, and an adequate discussion and justification should be provided based on, but not
limited to, the mechanism of action and the metrics previously established in the exposure-response
relationships in the reference population. When exposure matching alone is insufficient to establish
efficacy, biomarkers can be used as part of the extrapolation plan.

The sample size for a paediatric PK study should be sufficient to meet the objectives of the study and
be based on quantitative methods (modelling and simulation and/or statistical approaches). Adequate
representation of subgroups (e.g., body weight ranges, age ranges) should be considered and justified.
The sample size justification and its feasibility in the targeted indication should include the following:
the availability of patients in a specific body weight/age range, the adequacy of the sample size to
demonstrate precision in key PK parameters in the 631 paediatric population such as clearance and
volume of distribution, the adequacy of the sample size to match the pre-specified target exposure
range (e.g., the interquartile range for the PK metric(s) in the reference population), and the
methodology(ies) used to determine the sample size.

According to the Applicant, the overall immunogenicity results are consistent with the known
immunogenicity profile of durvalumab and tremelimumab. Due to the limited number of patients and
the low incidence of anti-drug antibodies, it was not feasible to analyse the impact of anti-drug
antibodies on PK, efficacy and safety of durvalumab and/or tremelimumab. Ligand-binding
immunoassays were employed to determine ADA levels at screening and confirmatory thresholds, and
titer. Drug tolerance levels were given related to ADA levels, i.e. high concentrations of drug did not
interfere with the assay, if ADA levels were high, too. The loss of assay sensitivity at mean Ctrough
concentrations due to drug interference needs to be taken into consideration when evaluating samples
that are ADA-positive at baseline.

The NAb bioanalysis reports for durvalumab and tremelimumab in study D419EC00001 outline samples
that were confirmed as ADA positive. No further information was provided. In contrast, the summary
of clinical pharmacology states, that no treatment-emergent ADAs against durvalumab were reported
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in patients who were evaluable for ADA in the study. The Applicant is asked to 1) justify the lack of
Nab testing after confirmation of ADA-positives (OC).

As for the proposed update to the SmPC the Applicant s summary of available information in section
4.2, according to the SmPC guideline, the paediatric population is not part of the Special populations
and, therefore, it should be at the same level as Special populations (i.e., underlined and with no Italic
font).

Regarding the standard statement currently included in the “Paediatric population” sub-section, the
proposed update is not considered completely acceptable. The appropriate standard statement(s)
should be chosen according to the reason for the lack of indication in the corresponding subsets of the
paediatric population and, also, in compliance with the Paediatric Investigation Plan (PIP) or Class
Waiver (as appropriate). The proposed standard statements should be chosen based on the authorised
indications [please refer to the Frequently asked questions on SmPC paediatric information
(EMA/551202/2010 Rev 1)].

The proposed paediatric standard statement “The safety and efficacy of IMJUDO in children and
adolescents below 18 years of age have not been established. Currently available data for IMJUDO in
combination with durvalumab are described in sections 4.8, 5.1 and 5.2, but no recommendation on a
posology can be made.” does not reflect the reasons for the lack of paediatric indication for the already
authorised indications (in adults). In this respect, we consider that the most appropriate standard
statement should be the following:

“The safety and efficacy of tremelimumab in the paediatric population have not been established with
regard to HCC and NSCLC. No data are available.”

This is also applicable for Imfinzi in its currently approved indications.

Additionally, the paediatric standard statement in section 4.2 has been updated in this case, as a
consequence of the inclusion of the final results from the paediatric study D419EC00001. Although
these results do not support granting a paediatric indication, a description of this study should be
included in section 5.1. Moreover, when results of study(ies) in the paediatric population in an
indication not authorised in any population (i.e. neither in children nor in adults) are presented e.g. in
section 5.1, the information relating to an indication not authorised in any population could be
summarised in section 4.2. Consequently, the following standard statement can be considered:

“Outside its authorised indications, (Product X) has been studied in children aged x to y years with
(disease y), however the results of study(ies) did not allow to conclude that the benefits of such use
outweigh the risks. Currently available data are described in section <4.8><5.1><5.2>."

7. Clinical Efficacy aspects

7.1. Methods - analysis of data submitted

Assessment of preliminary antitumor activity was a primary objective for the dose-expansion phase of
this study. Efficacy results were summarized using the FAS, with some analyses also summarized
using the evaluable for response analysis set. Definitions of the analysis sets are described in Table 24.
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Table 24 Analysis sets

Amalysis set

Definition

Phase derived for

Full analysis set (FAS)

The FAS included all patients who
were assigned to treatment and
received at least one dose of study
treatment. The FAS (or subset of
the FAS specified below) was used
for all efficacy analyses.

Dose-finding and dose-expansion

Ewaluable for response analysis set

The subset of patients in the FAS
who had:

*  measurable disease (per
RECIST 1.1) at baseline
®  and had at least
one follow-up scan
measuring all required
target lesions
°  and had been followed
for at least 3 cycles (to
allow for a confirmatory
scan at 4 weeks after the
first assessment scan)
OR
*  measurable disease (per
RECIST 1.1) at baseline
°  and progressed or died
i the absence of a
follow-up scan.

Dose-expansion

Safety analysis set (SAS)

The SAS consisted of all patients
who received any amount of study
treatment. Safety data were
summarized using the SAS
according to the treatment
received.

Dose-finding and dose-expansion

Dose-limiting toxicity (DLT)
evaluable analysis set

The DLT evaluable analysis set
was a subset of the SAS for the
dose-finding phase of the study. It
included all patients enrolled 1n the
dose-finding phase of the study
who recerved the
protocol-assigned treatment with
durvalumab + tremelimumab and
completed the safety follow-up
through the DLT evaluation period
(Cycle 1 + Cycle 2) or experienced
a DLT during the DLT evaluation
period.

Dose-finding

PK analysis set

All patients who recerved at least
one dose of study treatment per the
CSP for whom any post-dose data
were available and who did not
violate or deviate from the CSP in
ways that would significantly
affect the PK analyses were
included in the PK analysis set.
The population was defined by the
Study Physician,
Pharmacokineticist, and
Statistician prior to any analyses
being performed.

Dose-finding and dose-expansion

ADA analysis set

All patients who recerved at least
one dose of study treatment per the
CSP for whom baseline and any
post-dose data were available were
wncluded in the ADA analysis set.

Dose-finding and dose-expansion

ADA = anti-dmg antibody; CSP = clinical study protocol; DLT = dose-limiting toxicity; FAS = full analysis set;

PK = pharmacokinetics; RECIST = Response Evaluation Criteria in Solid Tumours; SAS = safety analysis set.
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Efficacy analyses were performed for patients in the dose-expansion phase only. Tumour assessment
details are listed by patient for the dose-expansion phase in Appendix 16.2.6.1.1.1. No formal efficacy
analysis was performed for patients in the dose-finding phase; however, based on Investigator
assessment of overall RECIST responses, 2 patients in the dose-finding phase, one at each dose level,
with osteosarcoma and papillary type renal carcinoma, respectively, had a PR for over one year. One of
these patients, in the D30+T1 group, continued to receive treatment as part of the post-trial access
program.

7.2. Results

In the dose-expansion phase, an ORR of 5.0% (1/20 patients) was reported in the evaluable for
response analysis set, and 4.8% (1/21 patients) in the FAS.

¢ No response was observed in the 11 patients initially enrolled in the SARCOMA cohort; therefore, the
cohort was not expanded further as per the Simon 2-stage design.

¢ In the STO cohort, an ORR of 11.1% (1/9 patients) was reported in the evaluable for response
analysis set, and 10.0% (1/10 patients) in the FAS, as one patient with chordoma had a confirmed
response of PR. No other patient reported additional confirmed or unconfirmed responses during the
study.

In the SARCOMA cohort, all 11/11 (100%) patients in the FAS had no response (Table 25).

Table 25 Best objective response (full analysis set) - dose expansion

Number (%) of patients
Response SARCOMA STO Total
status Best objective response (N=11) (N=10) (N=121)
Response Total 0 1(10.0) 1(4.8)
Complete response ® 0 0 0
Partial response ® 0 1{10.0) 1i(4.8)
Non-response | Total 11 (100.0) 9 (90.0) 20(95.2)
Unconfirmed complete or 0 0 0
partial response ®
Stable disease = 7 weeks 1(9.1) 1(10.0) 2(9.5)
Progression 9(81.8) 7(70.0) 16 (76.2)
RECIST progression 6 (54.5) 6 (60.0) 12 (57.1)
Death 3(27.3) 1(10.0) 4(19.0)
Not evaluable 1(9.1) 1(10.0) 2(9.5)
Stable disease < 7 weeks © 0 0 0
Incomplete post-baseline 1(9.1) 1{10.0) 2(9.5)
assessments

Response required confirmation scan at least 4 weeks later.
Partial response or complete response achieved but either no confirmation assessment performed, or a

confirmation assessment performed but response not confirmed.

[

RECIST verston 1.1
RECIST = Response Evaluation Criteria in Solid Tumours; SARCOMA = osteosarcoma, Ewing sarcoma,

thabdomyosarcoma, non-rhabdomyosarcoma soft-tissue sarcoma, or other sarcomas; STO = other solid tumors.

Stable disease assessment observed prior to Day 49 (8 weeks = 1 week).
Percentages were calculated from number of patients in the full analysis set in each cohort.
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The BOR was SD > 7 weeks in 1/11 (9.1%) patient, PD in 9/11 (81.8%) patients, including RECIST
progression in 6/11 (54.5%) patients and death in 3/11 (27.3%) patients, and NE due to incomplete
post-baseline assessments in 1/11 (9.1%) patient. In the STO cohort, 1/10 (10.0%) patient in the FAS
had a response, with a BOR of PR. For patients in the FAS with no objective response, the BOR was SD
> 7 weeks in 1/10 (10.0%) patient, PD in 7/10 (70.0%) patients, including RECIST progression in 6/10
(60.0%) patients and death in 1/10 (10.0%) patient, and NE due to incomplete post-baseline
assessments in 1/10 (10.0%) patient.

In the evaluable for response analysis set, DCR was 9.1% (1/11 patients) in the SARCOMA cohort and
11.1% (1/9 patients) in the STO cohort at both Week 16 and Week 24 (Table 26). Similar results were
observed for sensitivity analyses performed on the FAS, with a DCR of 9.1% (1/11 patients) in the
SARCOMA cohort and 10.0% (1/10 patients) in the STO cohort at both Week 16 and Week 24.

Table 26 Disease control rate at 16 and 24 weeks (evaluable for response analysis set) -
dose expansion

Time point Cohort N Disease control rate, number (%) * 90% CI®

Week 16 SARCOMA 11 1(9.1) 0.005, 0.364
STO 9 1(11.1) 0.006, 0.429
Total 20 2(10.0) 0.018, 0.283

Week 24 SARCOMA 11 1(9.1) 0.005, 0.364
STO 9 1(11.1) 0.006, 0.429
Total 20 2 (10.0) 0.018, 0.283

# Includes unconfirmed complete responses or partial responses. or those with stable disease. after the start of
treatment for the time point of interest (without subsequent therapy).

b The confidence interval was estimated using Clopper-Pearson exact method.

Disease control rate was determined from the overall visit response using all data up until the first progression
event.

RECIST version 1.1

CI = confidence interval; N = number of patients i evaluable for response analysis set within each cohort;
RECIST = Response Evaluation Criteria i Solid Tumours; SARCOMA = osteosarcoma, Ewing sarcoma,
rhabdomyosarcoma, non-rhabdomyosarcoma soft-tissue sarcoma, or other sarcomas: STO = other solid tumors.

In the SARCOMA cohort, the median PFS was 1.7 months (90% CI: 1.58, 1.91) (Table 27 and Figure
19). All 11/11 (100%) patients had progression events during the study, including RECIST progression
in 8/11 (72.7%) patients and death in the absence of progression in 3/11 (27.3%) patients. In total,
7/11 (63.6%) patients were on treatment at the time of progression and 4/11 (36.4%) patients had
discontinued treatment prior to progression (Table 28).

In the STO cohort, the median PFS was 1.7 months (90% CI: 0.89, 2.76) (Table 27 and Figure 19). All
10/10 (100%) patients had progression events during the study, including RECIST progression in 9/10
(90.0%) patients and death in the absence of progression in 1/10 (10.0%) patient. In total, 7/10
(70.0%) patients were on treatment at the time of progression and 3/10 (30.0%) patients had
discontinued treatment prior to progression (Table 28).
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Table 27 Progression status at time of PFS analysis (full analysis set) - dose expansion

Progression SARCOMA STO Total
status Type of event N=11) N =10) N=21)
Progression * Total events. n (%) 11 (100.0) 10 (100.0) 21 (100.0)
RECIST progression 8(72.7) 9 (90.0) 17 (81.0)
Target lesions ® 6(54.5) 7 (70.0) 13 (61.9)
Non-target lesions ° 6(54.5) 3 (300) 9(42.9)
New lesions ® 2{18.2) 7 (70.0) 9(42.9)
Death m the absence of progression 3(27.3) 1(10.0) 4(19.0)
No progression | Censored patients. n (%) 0 0 0
Median progression-free survival (months) © 1.7 1.7 1.7
90% CI for median progression-free 1.58,1.91 0.89,2.76 1.58,1.87
survival ©
Progression-free survival rate at 9.1 10.0 9.5

12 months (%) ©

90% CI for progression-free survival rate at 0.99 28.74 1.07.31006 | 2.32.23.02
12 months ©

Progression-free survival rate at 9.1 NE 48
18 months (%) ©

90% CI for progression-free survival rate at 0.99 2874 NE. NR 0.58.16.58
18 months ©

3 Only includes progression events that occurred within 2 visits of the last evaluable assessment.

Target lesions. non-target lesions. and new lesions are not necessarily mutually exclusive categories.
Calculated using Kaplan-Meier technique.

Progression was determuned by RECIST.

One month was calculated as 30,4375 days.

RECIST version 1.1

CI = confidence interval; N = number of patients in full analysis set within each cohort; NR = not reached;
PFS = progression-free survival; RECIST = Response Evaluation Criteria in Solid Tumours;

SARCOMA = osteosarcoma, Ewing sarcoma, rhabdomyosarcoma, non-rhabdomyosarcoma soft-tissue sarcoma,
or other sarcomas; STO = other solid tumors.

b

C
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Table 28 Treatment status at progression (full analysis set) - dose expansion

Number (%) of patients
SARCOMA STO Total
N=11) =10 (N=121)
Patients who had progressed
n 11 10 21
On treatment at time of progression 7 (63.6) 7(70.0) 14 (66.7)
Combination therapy * 6 (54.5) 7(70.0) 13 (61.9)
Monotherapy ? 1(9.1) 0 1(4.8)
Discontinued treatment prior to progression 4(364) 3 (30.0) 7(33.3)
Patients who had not progressed (censored)
n 0 0 0
On-treatment prior to censoring ] 0 0
Discontinued treatment prior to censoring 0 0 0

# Patients treated with durvalumab + tremelimumab combination therapy for Cycles 1 to 4 and durvalumab
monotherapy from Cycle 5 onwards.

Percentages were calculated from the number of patients who had/had not progressed.

A window of 28 days was used to assess if patients were still on treatment at date of progression or date of

censoring.

RECIST version 1.1

N = number of patients in full analysis set within each cohort; n = number of patients included in analysis;

RECIST = Response Evaluation Criteria i Solid Tumours; SARCOMA = osteosarcoma, Ewing sarcoma,
rhabdomyosarcoma, non-rhabdomyosarcoma soft-tissue sarcoma, or other sarcomas; STO = other solid tumors.

Figure 19 Progression-free survival, Kaplan-Meier plot (full analysis set) - dose expansion

1.0 Median PFS in months (%0& CI)
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Time from start of treatment (months)

Humber of subjects at risk Events/N

SRRCOMA 1 1 1 1 1 1 1
STO 10 2 1 1 1
Total 21 3 2 2 2 1 1

Circle indicates a censored observation.

One month was calculated as 30.4375 days.

RECIST version 1.1

CI = confidence interval; N = number of patients in full analysis set within each cohort; PFS = progression-free survival; RECIST = Response Evaluation Criteria

1 Solid Tumours; SARCOMA = osteosarcoma, Ewing sarcoma, thabdomyosarcoma. non-rhabdomyosarcoma soft-tissue sarcoma, or other sarcomas;
STO = other solid tumors.
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In the SARCOMA cohort, the median OS was 6.6 months (90% CI: 1.87, 15.77), with a survival rate of
25.6% at 12 months (Table 29 and Figure 20). In total, 8/11 (72.7%) patients died during the study,
including survival follow-up beyond 90 days post the last dose of study treatment, and 3/11 (27.3%)
patients were censored and terminated prior to death. Median (range) duration of follow-up in
censored patients was 5.75 (1.9, 23.1) months.

In the STO cohort, the median OS was 6.9 months (90% CI: 1.61, NR), with a survival rate of 40.0%
at 12 months and 30.0% at 24 months (Table 29 and Figure 20). In total, 7/10 (70.0%) patients died

during the study, including survival follow-up beyond 90 days post the last dose of study treatment,
and 3/10 (30.0%) patients were censored and terminated prior to death. Median (range) duration of
follow-up in censored patients was 21.42 (13.4, 24.3) months.

Table 29 Overall survival (full analysis set) - dose expansion

Number (%) of patients
SARCOMNMA STO Total
(N=11) (N =10) (N =121)
Death. n (%) 8 (72.7) 7 (70.0) 15 (71.4)
Censored patients. n (%) 3(27.3) 3(30.0) 6(28.6)
Still in survival follow-up * 0 ] 0
Terminated prior to death ® 3(27.3) 3(30.0) 6(28.6)
Lost to follow-up 0 0 0
Withdrawn consent 0 0 0
Other 3(27.3) 3 (30.0) 6 (28.6)
25th percentile overall survival (months) © 22 iz 23
Median overall survival {months) ¢ 6.6 69 6.6
75th percentile overall survival (months) © 158 NR 158
Survival rate at 12 months (%) © 256 40.0 336
90% CI for survival rate at 12 months * 6.27,51.10 1594, 6331 16.93,51.21
Survival rate at 24 months (%) © NE 300 210
90% CI for survival rate at 24 months © NR. NR 974 53.67 7.71.38.67
Median (range) duration of follow-up in 5.75(1.9,23.1) 21.42(134,243) | 1741(19.24.3)
censored patients (months)

2 Includes patients known to be alive at data cutoff

b

Percentages were calculated from number of patients in the full analysis set in each cohort.

One month was calculated as 30.4375 davs.

Includes patients with unknown survival status or patients who were lost to follow-up.
< Calculated using Kaplan-Meier technique.

CI = confidence interval; N = number of patients in full analysis set within each cohort; NR not reached:;
SARCOMA = psteosarcoma, Ewing sarcoma, rhabdomyosarcoma, non-rhabdomyosarcoma soft-tissue sarcoma,

or other sarcomas; STO = other solid tumors.
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Figure 20 Overall survival, Kaplan-Meier plot (full analysis set) - dose expansion
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Circle indicates a censored observation.

One month was calculated as 30.4375 days.

CI = confidence interval; N = number of patients in full analysis set within each cohort; NR not reached; OS = overall survival; SARCOMA = osteosarcoma,
Ewing sarcoma, thabdomyosarcoma, non-rhabdomyosarcoma soft-tissue sarcoma, or other sarcomas; STO = other solid tumors.

The best change in target lesion size was the maximum reduction from baseline or the minimum
increase from baseline in the absence of a reduction. In the dose expansion phase the median (range)
best percentage change from baseline in target lesion size in the evaluable for response analysis set
was 55.70% (-25.6% to 123.3%) in the SARCOMA cohort and 29.45% (-31.4% to 181.0%) in the STO
cohort (Table 30 and Figure 21).

Table 30 Best percentage change from baseline in target lesion size (evaluable for response
analysis set) - dose expansion

Table 31 Best percentage change from baseline in target lesion size (evaluable for response analysis set) - dose
expansion
Baseline (mm) Best percentage change (%)

SARCOMA 5TO Total SARCOMA STO Total
Statistic (N=11) N=9) N =20) N=11) ~=9) N =20)
n 6 8 14 6 8 14
Mean 64.8 61.9 63.1 56.12 42.70 48.45
StD 54.09 37.92 43.61 54.278 65328 58.980
Min 14 10 10 -25.6 -314 -314
Median 425 54.5 48.0 55.70 29.45 32.85
Max 163 124 163 1233 181.0 181.0

Best change i target lesion size was the maximum reduction from baseline or the minimum increase from baseline mn the absence of a reduction.

A negative change denotes a reduction in target lesion size.

RECIST version 1.1

Max = maximum; Min = minimum; N = number of patients in evaluable for response analysis set within each cohort; n = number of patients with at least one
post-baseline RECIST target lesion assessment scan; RECIST = Response Evaluation Criteria in Solid Tumours; SARCOMA = osteosarcoma. Ewing sarcoma.
rhabdomyosarcoma, non-rhabdomyosarcoma soft-tissue sarcoma, or other sarcomas; StD = standard deviation; STO = other solid tumors.
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Figure 21 Target lesion size, percentage change spider plot (evaluable for response analysis
set) - dose expansion
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[+] Percentage change from baseline in tumor lesion size exceeds +100%. Spider plot truncated for the patient at this point.
Dotted reference lines at -30% and 20% indicate thresholds for partial response and potential progressive disease, respectively.
Grey lines represent patients who were responders.

RECIST version 1.1

RECIST = Response Evaluation Criteria n Solid Tumours; SARCOMA = osteosarcoma, Ewing sarcoma, rthabdomyosarcoma, non-rhabdomyosarcoma
soft-tissue sarcoma. or other sarcomas; STO = other solid tumors.

7.3. Discussion

No formal efficacy analysis was performed for patients in the dose-finding phase; however, based on
Investigator assessment of overall RECIST responses, 2 patients in the dose-finding phase, one at
each dose level, with osteosarcoma and papillary type renal carcinoma, respectively, had a PR for over
one year.
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In the dose-expansion phase, an ORR of 5.0% (1/20 patients) was reported in the evaluable for
response analysis set, and 4.8% (1/21 patients) in the FAS. No response was observed in the 11
patients initially enrolled in the SARCOMA cohort in the first stage of the Simon 2-stage design, for
which that cohort was stopped. In the STO cohort, an ORR of 11.1% (1/9 patients) was reported in the
evaluable for response analysis set, and 10.0% (1/10 patients) in the FAS, as one patient with
chordoma had a confirmed response of PR 1.8 months after the first dose of study treatment, with a
DoR of 10.8 months.

In the evaluable for response analysis set, DCR was 9.1% (1/11 patients) in the SARCOMA cohort and
11.1% (1/9 patients) in the STO cohort at both Week 16 and Week 24. Similar results were observed
for sensitivity analyses performed on the FAS. The median PFS in the SARCOMA and STO cohorts was
1.7 months (90% CI: 1.58, 1.91) and 1.7 months (90% CI: 0.89, 2.76), respectively, and all patients
in the dose-expansion phase of the study had progression events (PD or death). In the SARCOMA
cohort, the median OS was 6.6 months (90% CI: 1.87, 15.77), with a survival rate of 25.6% at 12
months. In the STO cohort, the median OS was 6.9 months (90% CI: 1.61, NR), with a survival rate of
40.0% at 12 months and 30.0% at 24 months.

Overall efficacy-wise a negative study, for which consequently no paediatric indication is sought.

Regarding the paragraph added in section 5.1, the description of the trial is outlined, but the
preliminary results of efficacy in the expansion phase, already available, are omitted. In order to
minimise the risk of off-label use of the combination of tremelimumab and durvalumab in the
paediatric population, the MAH is requested to add a statement that summarises such efficacy results,
e.g. “In the dose-expansion phase, an ORR of 5.0% (1/20 patients) was reported in the evaluable for
response analysis set” in section 5.1 of both products. As outlined in section 4.8, safety results should
be summarised in section 5.1 as well. The preliminary efficacy and safety results on paediatric use of
tremelimumab plus durvalumab preclude any potential encouragement to its off-label use. The
reference to section 4.2 can be maintained: when there are data available but there is no authorised
paediatric indication, data should be presented and a cross-reference should always be made to
section 4.2, which summaries available information and recommendations in the paediatric population
through the use of the standard statements.

8. Clinical Safety aspects

8.1. Methods - analysis of data submitted

Safety analyses were performed on the SAS unless otherwise specified. Assessment of safety was a
primary objective for the dose-finding phase of this study.

8.2. Results

Duration of exposure

Patients in the dose-finding phase were to receive durvalumab as monotherapy at Cycle 1 and from
Cycle 6 onwards, and durvalumab + tremelimumab combination therapy from Cycle 2 through Cycle 5.
Total treatment duration and actual treatment duration, i.e., total duration excluding duration of dose
delays, for durvalumab administered as monotherapy or in combination with tremelimumab were
comparable within each dose-level group, indicative of minimal dose delays (Table 31).
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Table 31 Duration of exposure to durvalumab and tremelimumab (safety analysis set) - dose
finding

Arm A:=35kg ArmB: <35 kg Total
Durva Durva Durva Durva Durva Durva
20 mg'kg 30 mg'kg 20 mg'kg 30 mg/'kg 20 mg/kg 30 mg'kg
+ Treme + Treme + Treme + Treme + Treme + Treme
1 mg/ks 1 mg'kg 1 mg/kg 1 mg/kg 1 mg/kg 1 mg/ks
Treatment duration (months) N=T) (N=11) (N=3) N=8) N=10) N=19)
Total durvalumab monotherapy n 7 11 3 3 10 19
treatment duration (months) *
Mean 439 3.97 0.92 1.53 335 294
StD 9.119 9.110 0.000 1.626 7.632 6.976
Median 0.92 0.92 0.92 0.92 0.92 092
Min 0.9 0.9 0.9 0.9 0.9 0.9
Max 251 313 0.9 5.6 251 313
Total treatment years 2.56 3.64 0.23 1.02 2.79 4.66
Actual durvalumab monotherapy | n 7 11 3 3 10 19
treatment duration (menths) ®
Mean 431 3.82 0.92 1.49 3.29 284
StD 8.966 8.762 0.000 1.628 7.501 6.714
Median 0.92 0.92 0.92 0.92 0.92 092
Min 0.9 0.9 0.9 0.9 0.9 0.9
Max 246 30.1 0.9 55 246 301
Total treatment years 251 3.50 0.23 0.99 274 450
Total durvalumab n 6 8 3 4 9 12
+ tremelimumab combmation
treatment duration (months) ©
Mean 1.69 1.86 0.92 1.90 143 1.87
StD 1.223 1.234 0.000 1.293 1.040 1.194
Median 0.92 1.38 0.92 1.51 092 1.38
Min 0.9 09 0.9 0.9 0.9 0.9
Max 37 38 0.9 36 37 38
Total treatment years 0.84 1.24 0.23 0.63 1.07 1.87
Actual durvalumab n 6 8 3 4 9 12
+ tremelimumab combination
treatment duration (months) ®
Mean 1.69 1.71 0.92 1.82 143 1.75
StD 1.223 1.005 0.000 1.270 1.040 1.042
Median 0.92 1.38 0.92 1.38 092 1.38
Min 0.9 09 0.9 0.9 0.9 0.9
Max 37 36 0.9 36 37 3.6
Total treatment years 0.84 1.14 0.23 0.61 1.07 1.75

2 Total treatment duration = (min (date of last dose = 0 mg + 27 days, date of death, date of DCO) — first dose + 1)/(365.25/12). First and last dose refers to

first or last dose of durvalumab monotherapy.

Actual treatment duration = total treatment duration. excluding the duration of dose delays.

° Total treatment duration = (min (date of last dose = 0 mg + 27 days, date of death, date of DCO) — first dose + 1)/(365.25/12). First dose refers to first dose
of tremelimumab and last dose refers to latest last dose of erther durvalumab or tremelimumab.

At Cycle 1 and Cycle 6 onwards: only durvalumab monotherapy was given; from Cycle 2 to Cycle 5: combination of durvalumab + tremelimumab was given.

Planned number of dosing days were collected in the CRF.

CRF = Case Report Form; DCO = data cutoff; Durva = durvalumab; Max = maximum; Min = minimum; N = number of patients in safety analysis set within
each dose level/cohort: n = number of patients included in analvsis: StD = standard deviation: Treme = tremelimumab.

In the D20+T1 group, for the 10 patients who received durvalumab as monotherapy, the median
(range) total treatment duration was 0.92 (0.9 to 25.1) months and actual treatment duration was
0.92 (0.9 to 24.6) months. For the 9 patients who also received durvalumab + tremelimumab
combination therapy, the median (range) total treatment duration was 0.92 (0.9 to 3.7) months and
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actual treatment duration was 0.92 (0.9 to 3.7) months. In the D30+T1 group, for the 19 patients who
received durvalumab as monotherapy, the median (range) total treatment duration was 0.92 (0.9 to
31.3) months and actual treatment duration was 0.92 (0.9 to 30.1) months. For the 12 patients who
also received durvalumab + tremelimumab combination therapy, the median (range) total treatment
duration was 1.38 (0.9 to 3.8) months and actual treatment duration was 1.38 (0.9 to 3.6) months.

Patients in the dose-expansion phase were to receive durvalumab + tremelimumab combination
therapy from Cycle 1 through Cycle 4, and durvalumab as monotherapy from Cycle 5 onwards. Total
treatment duration and actual treatment duration, i.e., total duration excluding duration of dose
delays, for durvalumab administered in combination with tremelimumab were comparable within each
cohort, indicative of minimal dose delays (Table 32).

Table 32 Duration of exposure to durvalumab and tremelimumab (safety analysis set) - dose
expansion

Treatment duration SARCOMA 5TO Total

(months) N=11) (N=10) (N=11)

Total durvalumab n 11 10 |

+ tremelimumab

combination treatment

duration {months) 2
Mean 235 182 204
StD 1.041 1.063 1.050
Median 1.84 172 184
Min 0o 0.9 09
Max 38 37 3
Total treatment years 2.06 151 358

Actual durvalumab n 11 10 iy |

+ tremelimumab

combination treatment

duration (months) ®
Mean 233 181 203
StD 1.003 1.038 1.027
Median 184 172 184
Min 0o 0.9 09
Max EX] 37 37
Total treatment years 204 151 355

Total durvalumab il 1 1 2

monotherapy treatment

duration {months) ©
Mean 1567 828 11.98
StD NC NC 5227
Median 1567 828 11.98
Min 15.7 83 B3
Max 15.7 83 157
Total treatment years 131 0.69 200

Type II variation assessment report
EMA/20881/2026 Page 77/90



Treatment duration SARCOMA STO Total

(months) (N=11) (N=1l (N=11)

Actual durvalumab n 1 1 2

monotherapy treatment

duration (months) ®
Mean 14.63 B235 11.43
5D NC NC 4530
Median 14.63 B235 11.45
Min 147 8.2 82
Max 147 8.2 14.7
Total treatment years 1.22 0.69 19

@ Total treatment duration = (min (date of last dose = 0 mg + 27 days, date of death, date of DCO) — first dose
+ 13/(365.25/12). First dose refers to first dose of tremelimumab and last dose refers to latest last dose of

either durvalumab or tremelimumakb.
b Actual treatment duration = total treatment duration, excluding the duration of dose delays.

©  Total treatment duration = (mm (date of last dose = 0 mg + 27 days, date of death, date of DCO) — first dose
+ 1)/(365.25/12). First and last dose refers to first or last dose of durvalumab menotherapy.

From Cycle 1 to Cycle 4: combination of durvalumab + tremelimiumab was given; from Cycle 5 onwards: only

durvahmnab monotherapy was given.

Planned number of dosing days were collected in the CEF.

CEF = Case Report Form; DCO = data cutoff; Max = maximum; Min = mimmum; N = number of patients i

safety analysis set within each cohort; n=number of patients included in analysis; NC = not calculable;

SARCOMA = osteosarcoma, Ewing sarcoma, thabdomyosarcoma, non-rhabdomyosarcoma soft-tissue sarcoma,

of other sarcomas; 5D = standard deviation; STO = other solid tamors.

In the SARCOMA cohort, the median (range) durvalumab + tremelimumab total treatment duration
was 1.84 (0.9 to 3.8) months and actual treatment duration was 1.84 (0.9 to 3.6) months. One patient
received durvalumab as monotherapy for a total duration of 15.7 months, and an actual duration of
14.7 months. In the STO cohort, the median (range) durvalumab + tremelimumab total treatment
duration was 1.72 (0.9 to 3.7) months and actual treatment duration was 1.72 (0.9 to 3.7) months.
One patient received durvalumab as monotherapy for a total duration of 8.3 months, and an actual
duration of 8.2 months.

Adverse events

Dose-finding phase

In the D20+T1 group, 9/10 (90.0%) patients experienced a total of 60 AEs (Table 33), including AEs
considered possibly related to study treatment by the Investigator in 5/10 (50.0%) patients, Grade 3
or Grade 4 AEs in 4/10 (40.0%) patients, an SAE in 1/10 (10.0%) patient, and an AESI/AEPI
considered possibly related to durvalumab by the Investigator in 1/10 (10.0%) patient.

In the D30+T1 group, 18/19 (94.7%) patients experienced a total of 198 AEs (Table 33), including AEs
considered possibly related to study treatment by the Investigator in 12/19 (63.2%) patients, Grade 3
or Grade 4 AEs in 6/19 (31.6%) patients, SAEs in 2/19 (10.5%) patients, an AE leading to the
discontinuation of tremelimumab in 1/19 (5.3%) patient, AEs leading to dose interruption in 2/19
(10.5%) patients, AESIs/AEPIs considered possibly related to durvalumab and tremelimumab by the
Investigator in 6/19 (31.6%) patients and 3/19 (15.8%) patients, respectively, and imAEs as assessed
by the Investigator and infusion reaction AEs in 2/19 (10.5%) patients each. No patient had an AE with
the outcome of death.
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Table 33 Adverse events in any category - patient level (safety analysis set) - dose finding

Number (%) of patients *
Arm A: =35 kg Arm B: <35 kg Total
Durva Durva Durva Durva Durva Durva
20 mg'kg 30 mg'kg 20 mg'kg 30 mg'kg 20 mgkg 30 mgkg
+ Treme + Treme + Treme + Treme + Treme + Treme
1 mg/kg 1 mg/kg 1 mg/kg 1 mg/kg 1 mgkg 1 mg/kg
Adverse event category W™N=7 N=11) mN=3% N=8 N=10) N=19)
Any AE 6(83.7 11 (100.0) 3 (100.0) 7T(875 9 (90.0) 18 (94.7)
Any AE possibly related fo treatment ® 5(71.4) 7(63.6) 0 5(62.5) 3 (50.0) 12 (63.2)
Any AE possibly related to durvalumab only ® 4(37.1) 6 (54.5) 0 4 (50.00 4 (40.0) 10 (52.6)
Any AE possibly related to tremelimumab only 0 0 ] 0 0 ]
Any AE possibly related to durvalumab and 34129 4(36.4) 0 4(50.00 3 (30,00 8421
tremelimumab ®
Any AE of CTCAE Grade 3 or 4 2(28.6) 4(36.4) 2(66.7) 2(23.0) 4 (40.0) 6(31.6)
Any AFE of CTCAE Grade 3 or 4, possibly related 0 2(18.2) 0 1(125 0 3(15.8)
to treatment ®
Any AE of CTCAE Grade 3 or 4, possibly related 0 0 0 0 0 0
to durvalumab only ®
Any AFE of CTCAE Grade 3 or 4, possibly related 0 0 ] 0 0 ]
to tremelimumab only *
Any AE of CTCAE Grade 3 or 4, possibly related 0 2({18.2) 0 1(12.3) 0 3(15.8)
to durvalumab and tremelimumab ®
Any AE with outcome = death 0 0 0 0 0 0
Any SAE (including events with outcome = death) 1(14.3) 1(9.1) 0 1{12.5) 1{10.0) 2(10.5)
Any SAE (mncluding events with outcome = death), 0 1(9.1) 0 1125 0 2(10.3)
possibly related to treatment ®
Any SAE (including events with outcome = death), 0 0 ] 0 0 ]
possibly related to durvalumab only ®
Any SAE (including events with outcome = death). 0 0 0 ] 0 0
possibly related to tremelimumab only *
Any SAE (mcluding events with outcome = death), 0 1(9.1) 0 1{12.5) 0 2(10.5)
possibly related to durvalumab and tremelimumab *
Any AF leading to discontinuation of durvalumab 0 0 0 0 0 0
Any AE leading to discontinuation of tremelimumab 0 1(9.1) 0 0 0 1(3.3)
Any SAE leading to discontinuation of tremelimmab 0 0 0 0 0 0
Any AE leading to dose interruption 0 2(18.2) 0 0 0 2(10.3)
Any AESIs or AEPIs related to durvalumab 1(14.3) 4(36.4) 0 2(25.00 1(10.0) 6(31.6)
Any AESIs or AEPIs related to tremelimumab 0 2(18.2) 0 1{12.5) 0 3158
Immme-mediated AEs © 0 2(182) 0 0 0 2(10.3)
Infusion reaction AEs ® 0 1(9.1) 0 1{12.5) 0 2(10.5)

*  Patients with multiple events in the same category were counted only once in that category. Patients with events in more than one category were counted
once in each of those categones.
¥ As assessed by the Investigator.
Adverse events on the AE CEF form with Action taken = Drug intermipted.
Includes AEs with an cnset date on or after the date of first dose of durvalumab or tremelimumab (or date before first treatment, but worsening following first
dose), up te and including 20 days following the last dose of durvalumab or tremelimumab. or initiation of first subsequent anti-cancer therapy following
discontinuation of study treatment (whichever cceurred first).
Percentages were calculated from mumber of patients in the safety analysis set in each dose level'cchort.
AEST/AEFI version 17.1.
CTCAE version 5.0.
AE = adverse event; AEPI = adverse event of possible interest; AESI = adverse event of special interest; CRF = Case Report Form; CTCAE = Common
Terminology Cntena for Adverse Events; Durva = durvalumab; N = mumber of patients in safety analysis set within each dose level/cohort; SAE = serious
adverse event; Treme = tremelimumab.

Dose-expansion-phase

In the SARCOMA cohort, 10/11 (90.9%) patients experienced a total of 91 AEs (Table 34), including
AEs considered possibly related to study treatment by the Investigator in 7/11 (63.6%) patients,
Grade 3 or Grade 4 AEs in 5/11 (45.5%) patients, SAEs in 6/11 (54.5%) patients, AESIs/AEPIs
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considered possibly related to durvalumab and tremelimumab by the Investigator in 3/11 (27.3%)
patients each, imAEs as assessed by the Investigator in 2/11 (18.2%) patients, and infusion reaction
AEs in 1/11 (9.1%) patient.

In the STO cohort, 9/10 (90.0%) patients experienced a total of 87 AEs (Table 34), including AEs
considered possibly related to study treatment by the Investigator in 9/10 (90.0%) patients, Grade 3
or Grade 4 AEs in 5/10 (50.0%) patients, SAEs in 3/10 (30.0%) patients, AEs leading to the
discontinuation of durvalumab in 2/10 (20.0%) patients, an AE leading to the discontinuation of
tremelimumab in 1/10 (10.0%) patient, an AE leading to dose interruption in 1/10 (10.0%) patient,
AESIs/AEPIs considered possibly related to durvalumab and tremelimumab by the Investigator in 5/10
(50.0%) patients and 3/10 (30.0%) patients, respectively, and imAEs as assessed by the Investigator
in 2/10 (20.0%) patients. No patient had an AE with the outcome of death.
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Table 34 Adverse events in any category - patient level (safety analysis set) - dose

expansion
Number (%) of patients *
SARCOMA STO Total
Adverse event category Mm=11) (N =10) (N=11)
Any AE 10{90.9) 9 (90.0) 19 (90.5)
Any AFE possibly related to treatment ® T{63.6) Q(90.0) 16 (76.2)
Any AE possibly related to durvalumab only k 3273 2(20.0) 5(23.8)
Any AE possibly related to tremelimumab only 0 0 0
Any AE possibly related to durvalumab and 6{343) & (80.0) 14 (66.7)
tremelimumab ®
Any AE of CTCAE Grade 3 or 4 3(45.35) 5(50.0) 10 (47 6)
Any AE of CTCAE Grade 3 or 4. possibly related to 2{18.2) 2(20.0) 4(19.0)
treatment ®
Any AE of CTCAE Grade 3 or 4, possibly related to 0 1(10.0) 1(4.8)
durvalumab only ®
Any AE of CTCAE Grade 3 or 4, possibly related to 0 0 0
tremelimumab cnly *
Any AE of CTCAE Grade 3 or 4, possibly related to (181 1(10.0) 3(14.3)
durvalumab and tremelimumab ®
Any AE with outcome = death 0 0 0
Any SAE (mcluding events with outcome = death) 6543} 3(30.0) 9(42.9)
Any SAE (including events with outcome = death), 3273 1(10.0) 4(19.0)
possibly related to treatment ®
Any SAE (including events with outcome = death), 1(01) 1(10.0) 2(9.3)
possibly related to durvalumab only ®
Any SAE (including events with outcome = death)), 0 0 0
possibly related to tremelimumab only *
Any SAE (mncluding events with outcome = death), 2(182) 0 2(9.5)
possibly related to durvalumab and tremelimumab
Any AE leading to discontinmation of durvalumab 0 2(20.0) 2(9.5)
Any SAE leading to discontinuation of durvalumab 0 2(20.0) 2(9.5)
Any SAE leading to discontinuation of durvalumab, 0 1(10.0) 1(4.8)
possibly related to treatment ®
Any AE leading to discontinmation of tremelimumab 0 1(10.0% 1(4.8)
Any SAE leading to discontinuation of tremelimumaly 0 1(10.0) 1(4.8)
Any AE leading to dose interruption * 0 1(10.0) 1(48)
Any AESIs or AEPIs related to durvalumab 3273 3(30.0) g (38.1)
Any AESIs or AEPIs related to tremelimumab 3273 3(30.0) 6(28.6)
Immmme-mediated AEs ® 2(182) 2 (20.0) 4(19.0)
Infusion reaction AFs ® 1{9.1) 0 1(4.8)

*  Patients with multiple events in the same category were counted only once in that category. Patients with
events in more than one category were counted once in each of those categories.

¥ As assessed by the Investigator.

¢ Adverse events on the AE CRF form with Action taken = Drug intermupted.

Includes AEs with an onset date on or after the date of first dose of durvalumab or tremelimumab (or date before

first treatment. but worsening following first dose), up to and including 90 days following the last dose of

durvalumab or tremelimumab, or mitiation of first subsequent anti-cancer therapy following discontimiation of

study treatment (whichever cccurred first).

Percentages were calculated from number of patients in the safety analysis set in each cohort.

AESI/AEFI version 17.1.

CTCAE version 5.0.

AE = adverse event; AEPI = adverse event of possible interest; AESI = adverse event of special interest;

CEF = Case Report Form; CTCAE = Common Terminology Criteria for Adverse Events; N = number of patients

i safety analysis set within each cohort; SAE = semous adverse event; SARCOMA = osteosarcoma, Ewing

sarcoma, rhabdomyosarcoma, non-rhabdemyosarcoma soft-tissue sarcoma, or other sarcomas; STO = other solid

tumors.
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No treatment-emergent ADA was observed against durvalumab or tremelimumab.

Dose-finding phase

In the D20+T1 group:

e Patients most commonly experienced AEs in the SOCs of blood and lymphatic system disorders,
investigations (5/10 [50.0%] patients each), metabolism and nutrition disorders, gastrointestinal
disorders, and musculoskeletal and connective tissue disorders (4/10 [40.0%] patients each);

e The most common AE PTs reported were anaemia (4/10 [40.0%] patients), vomiting (3/10 [30.0%]
patients), upper respiratory tract infection, leukopenia, neutropenia, thrombocytopenia,
hyperglycaemia, pyrexia, and GGT increased (2/10 [20.0%] patients each).

In the D30+T1 group:

¢ Patients most commonly experienced AEs in the SOCs of gastrointestinal disorders (13/19 [68.4%]
patients), nervous system disorders (10/19 [52.6%] patients), and investigations (9/19 [47.4%]
patients);

e The most common AE PTs reported were nausea (7/19 [36.8%] patients), headache (6/19 [31.6%]
patients), vomiting, and ALT increased (5/19 [26.3%] each).

The most common AE PTs, with a frequency of > 20% overall for patients in the dose-finding phase,
are summarized in Table 35.

Table 35 Adverse events; most common (frequency of = 20%) (safety analysis set) - dose
finding

Number (%) of patients *
ArmA:=35ke Arm B: =35 kg Total
Durva Durva Durva Durva Durva Durva
20 mg/kg 30 mg'kg 20 mgikg 30 mg/kg 20 mg'kg 30 mg'kg
+ Treme + Treme + Treme + Treme + Treme + Treme
1 mgkg 1 mgkg 1 mg'ks 1 mg/kg 1 mg'kg 1 mgkg
MedDERA Preferred Term WN="7 (N=11) mN=13 N=8 (N=10) N=19)
Patients with any AE 6(85.7 11 (100.0) 3(100.00 7(87.3 9(90.0) 18(94.7)
Vomiting 3(429) 2(18.7) 0 3(373 3(30.0) 5(26.3)
Angemia 3(429) 2(18.7) 1(33.3) 1(12.3) 4 (40.0) 3(158)
Headache 1(14.3) 4(364) 0 2(25.0) 1(10.0) 6(31.6)
Nausea 0 T(63.6) 0 0 0 7(36.8)
Alanine aminotransferase increased 0 4(36.4) 1(333) 1(12.5) 1¢10.0) 5(263)

*  Number (%) of patients with AEs. sorted in decreasmg frequency for PT (total).

Patients with multiple events in the same PT were counted only once in that PT. Patients with events in more than one PT were counted once in each of those
PTs.

Includes AEs with an onset date on or after the date of first dose of durvalumab or tremelimumab (or date before first treatment, but worsening following first
dose). up to and including 90 days following the last dose of durvalumab or tremelimumab, or imtiation of first subsequent anti-cancer therapy following
discontinuation of study treatment (whichever occurred first).

Percentages were calculated from number of patients in the safety analysis set in each dose level/'cohort.

MedDRA version 23.1.

AFE = adverse event; Durva = durvalumab; MedDFA = Medical Dictionary for Fegulatory Activities; N = number of patients in safety analysis set within each
dose level/cohort; PT = Preferred Term; Treme = tremelimumab.

Dose-expansion phase

In the SARCOMA cohort:

e Patients most commonly experienced AEs in the SOCs of general disorders and administration site
conditions (8/11 [72.7%] patients), gastrointestinal disorders (5/11 [45.5%] patients), and blood and
lymphatic system disorders (4/11 [36.4%] patients);
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e The most common AE PTs reported were pyrexia (7/11 [63.6%] patients), anaemia, abdominal pain
(4/11 [36.4%] patients each), thrombocytopenia, somnolence, ascites, diarrhoea, vomiting, back pain,
asthenia, and ALT increased (2/11 [18.2%] patients each).

In the STO cohort:

e Patients most commonly experienced AEs in the SOCs of general disorders and administration site
conditions (7/10 [70.0%] patients), investigations (5/10 [50.0%] patients), gastrointestinal disorders,
infections and infestations, metabolism and nutrition disorders, and respiratory, thoracic, and
mediastinal disorders (4/10 [40.0%] patients each);

¢ The most common AE PTs reported were pyrexia (4/10 [40.0%)] patients), anaemia, decreased
appetite, cough (3/10 [30.0%] patients each), headache, constipation, diarrhoea, vomiting, rash,
asthenia, fatigue, and GGT increased (2/10 [20.0%] patients each).

The most common AE PTs, with a frequency of > 20% overall for patients in the dose-expansion phase,
are summarized in Table 36.

Table 36 Adverse events; most common (frequency of= 20%) (safety analysis set) - dose
expansion

Number (%) of patients *
SARCOAMA STO Total
MedDEA Preferred Term N=11) (N =10} (N=11)
Patients with any AE 10 (90.9) Q(90.00 19 (90.5)
Pyrexia 7(63.6) 4 (40.0) 11 (532.4)
Anasmia 4(364) 303000 7(33.3)
Abdominal pam 4(364) 1(10.0% 5(23.8)

*  Number (%) of patients with AEs. sorted in decreasing frequency for PT (total).

Patients with multiple events in the same PT were counted only ence in that PT. Patients with events in more
than one PT were counted once in each of those PTs.

Includes AEs with an onset date on or after the date of first dose of durvalumab or tremelimumab {or date hefore
first treatment, but worsening following first dose), up to and including 90 days following the last dose of
durvalumal or tremelimumab, or inthiation of first subsequent anti-cancer therapy following discontimation of
study treatment (whichever cccurred first).

Percentages were caleulated from number of patients in the safety analysis set in each cohort.

MedDPA version 25.1.

AE = adverse event; MedDEA = Medical Dictionary for Begulatory Activities; N = number of patients in safety
analysis set within each cohort; PT = Preferred Term; SARCOMA = osteosarcoma, Ewing sarcoma,
rhabdomyosarcoma, non-rhabdomyosarcoma soft-tissue sarcoma, or ether sarcomas; STO = other solid tumors.

Dose-finding phase

Adverse events of Grade 3 or Grade 4 were reported in the minority of patients in any dose-level group
(Table 37).

In the D20+T1 group, 4/10 (40.0%) patients experienced Grade 3 or Grade 4 AEs, with AEs in the
SOCs of blood and lymphatic system disorders and investigations reported in 2/10 (20.0%) patients
each. All Grade 3 or Grade 4 AE PTs were reported in a maximum of 1/10 (10.0%) patient each.

In the D30+T1 group, 6/19 (31.6%) patients experienced Grade 3 or Grade 4 AEs, with AEs in the
SOCs of investigations (3/19 [15.8%] patients) and nervous system disorders (2/19 [10.5%] patients)
reported in > 2 patients each. With the exception of neutrophil count decreased, reported in 2/19
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(10.5%) patients, all other Grade 3 or Grade 4 AE PTs were reported in a maximum of 1/19 (5.3%)

patient each.

Grade 3 or Grade 4 AEs of dehydration, transverse sinus thrombosis, nausea, amylase increased,
lipase increased, and neutrophil count decreased were considered possibly related to durvalumab and
tremelimumab by the Investigator and were all reported in 1/19 (5.3%) patient each in the D30+T1

group. No Grade 3 or Grade 4AE in the dose-finding phase was considered possibly related to
durvalumab only or tremelimumab only by the Investigator.

Table 37 Adverse events of CTCAE Grade 3 or 4 by System Organ Class and Preferred Term

(safety analysis set) - dose finding

Number (%) of patients *

Arm A:=35ke

Arm B: < 35 kg

Durva Durva Durva Durva Durva Durva
20 mg'kg 30 mg'kg 20 mg'kg 30 mg'kg 20 mg'kg 30 mg'kg
+ Treme + Treme + Treme + Treme + Treme + Treme
Svstem Organ Class/ 1 mg/'kg 1 mg'kg 1 mg'kg 1 mg/kg 1 mg/kg 1 mg/kg
MedDRA Preferred Term N=T) (N=11) N=3 N=§) (N=10) N=19)
Patients with AE of CTCAE Grade 3 or 4 2(28.6) 4(364) 2(66.7) 2(25.0) 4 (40.00 6(31.6)
Blood and lymphatic system disorders 1(14.3) 1(9.1) 1(33.3) 0 2(20.0) 1(5.3)
Anaemia 1(143) 0 0 0 1(10.0) ]
Leukopenia 0 0 1(33.3) 0 1(10.0) ]
Lymphopenia 0 1(9.1) 0 0 0 1(3.3)
Neutropenia 0 0 1(333) 0 1(10.0) 0
Thrombocytepenia 0 0 1(33.3) 0 1{10.0) ]
Metabolism and nuintion disorders 0 1(9.1) 0 0 0 1(5.3)
Dehydration 0 1(9.1) ] 0 0 1(3.3
Hypokalaemia 0 1(9.1) ] 0 0 1(3.3
Nervous system disorders 0 0 0 2(25.0) 0 2(10.3)
Drysaesthesia 0 0 0 1(12.3) 0 1(3.3)
Transverse sinus thrombosis 0 0 0 1(12.3) 0 1(3.3)
Bespiratory, thoracic, and mediastinal disorders 0 1{9.1}) 0 0 0 1(3.3)
Dryspnoea 0 1(9.1) ] 0 0 1(3.3
Gastrointestinal disorders 0 1(9.1) 0 0 ] 1{5.3)
Nausea 0 1(9.1) 0 0 0 1(3.3)
Musculoskeletal and connective tissue disorders 1(14.3) 0 0 0 1(10.0) 0
Bone pam 1(14.3) 0 0 0 1(10.0) 0
Investigations 1(14.3) 3 (273 1(33.3) 0 2(20.0) 3(15.8)
Amylase increased 0 1(9.1) 0 0 0 1(5.3)
Blood alkaline phosphatase increased 0 1(9.1) 0 0 0 1(5.3)
Gamma-gintamyltransferase increased 1(14.3) a ] 0 1(10.0) ]
Lipase mcreased 0 1(9.1) ] 0 0 1(3.3)
Neutrophil count decreased 0 2(18.2) 0 0 0 2(10.3)
Platelet count decreased 0 a 1(333) 0 1(10.0) ]
White blood cell count decreased 0 1(9.1) ] 0 0 1(3.3)

*  Number (%) of patients with AEs of CTCAE Grade 3 or 4. sorted by intemational SOC order and alphabetical PT. Patients with multiple AEs of CTCAE
Grade 3 or 4 were counted once for each PT. Patients with events in more than one PT were counted once in each of those PTs.

Includes AEs with an onset date on or after the date of first dose of durvalumab or tremelimumab (or date before first treatment, but worsening following first

dose), up to and mcluding 90 days following the last dose of durvalumab or tremelimumab, or initiation of first subsequent anti-cancer therapy following

discontinuation of study treatment (whichever occurred first).

Percentages were calculated from number of patients in the safety analysis set in each dose level/cohort.

CTCAE version 5.0.
MedDRA version 23.1.

AFE = adverse event; CTCAE = Common Terminology Criteria for Adverse Events; Durva = durvalumab; MedDFA = Medical Dictionary for Regulatory
Activities; N = number of patients in safety analysis set within each dose level/cohort; PT = Preferred Term; SOC = System Organ Class:

Treme = tremelimumab.

Dose-expansion phase
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Adverse events of Grade 3 or Grade 4 were reported in 45.5% to 50.0% of patients in any cohort
(Table 38).

In the SARCOMA cohort, 5/11 (45.5%) patients experienced Grade 3 or Grade 4 AEs, with AEs in the
SOC of blood and lymphatic system disorders reported in 2/11 (18.2%) patients. With the exception of
anaemia, reported in 2/11 (18.2%) patients, all other Grade 3 or Grade 4 AE PTs were reported in a
maximum of 1/11 (9.1%) patient each.

In the STO cohort, 5/10 (50.0%) patients experienced Grade 3 or Grade 4 AEs. All Grade 3 or Grade 4
AEs by SOC and PT were reported in a maximum of 1/10 (10.0%) patient each. Grade 3 or Grade 4
AEs of anaemia and ascites in the SARCOMA cohort (1/11 [9.1%] patient each) and decreased appetite
in the STO cohort (1/10 [10.0%] patient) were considered possibly related to durvalumab and
tremelimumab by the Investigator. The Grade 3 AE of platelet count decreased was considered
possibly related to durvalumab only by the Investigator and was reported in 1/10 (10.0%) patient in
the STO cohort. No Grade 3 or Grade 4 AE in the dose-expansion phase was considered possibly
related to tremelimumab only by the Investigator.
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Table 38 Adverse events of CTCAE Grade 3 or 4 by System Organ Class and Preferred Term

(safety analysis set) - dose expansion

Number (%) of patients *
Svstem Organ Class/ SARCOMA STO Total
MedDEA Preferred Term N=11) (N =10) (N=11)
Patients with AE of CTCAE Grade 3 or 4 3(43.3) 3 (50.00 10 (47.6)
Neoplasms benign, malignant, and unspecified (inel cysts 0 1{10.0) 1{4.8)
and polyps)
Penicardial effusion malignant 0 1 (10.0% 1(4.8)
Blood and lymphatic system disorders 2(18.2) 0 2(9.5)
Anaemia 2(18.2) 0 2(9.5)
Thrombocytopenia 1 (9.1 0 1(4.8)
Metabolism and mutrition disorders ] 1 (10.0% 1(4.8)
Decreased appetite 0 1 (10.0) 1(4.8)
Wascular dizorders 0 1 (10.0) 1(4.8)
Hypertension ] 1 (10.0) 1(4.8)
Eespiratory, thoracic, and mediastinal diserders 10913 1 (10.0) 2(9.5)
Dryspnoea 0 1(10.0) 1(4.8)
Laryngospasm 1(9.1) 0 1(4.8)
Pleural effusion ] 1 (10.0% 1(4.8)
Prneumonitis 0 1 (10.0) 1(4.8)
Pulmonary thrombosis 0 1(10.0) 1(4.8)
(Fastromtestinal disorders 1 (9.1 1 {10.0) 2(9.3)
Ascites 1(9.1) 0 1(4.8)
Constipation 0 1(10.0% 1(4.8)
(Feneral disorders and administration site conditions 191 1{10.0) 2(9.3)
Asthenia 1(9.1) 0 1(4.8)
Non-cardiac chest pain ] 1 (10.0% 1(4.8)
Inwvestigations 0 1(10.0) 1(4.8)
Platelet count decreased 0 1 (10.0% 1(4.8)
Injury, poisoning and procedural complications 1(9.1) 0 1(4.8)
Fall 1(9.1) 0 1(4.8)
Femur fracture 1 (9.1 0 1(4.8)

Number (*2) of patients with AEs of CTCAE Grade 3 or 4, sorted by intemational 50C order and
alphabetical PT. Patients with multiple AEs of CTCAE Grade 3 or 4 were counted once for each PT.
Patients with events in more than one PT were counted once in each of those PTs.
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Inclndes AEs with an onset date on or after the date of first dose of durvalumab or tremelimumab (or date hefore
first treatment, but worsening following first dose), up to and including 90 days followmg the last dose of
durvalumab or tremelimumab, or initiation of first subsequent anti-cancer therapy following discontinmation of
study treatment (whichever occurmred first).

Percentages were caleulated from mumber of patients in the safety analysis set in each cohort.

CTCAE version 5.0.

MedDEA version 25.1.

AE = adverse event; CTCAE = Common Terminelogy Crteria for Adverse Events; MedDEA =Medical
Dictionary for Fegulatory Activities: N = number of patients in safety analysis set within each cohort;

PT = Preferred Term; SARCOMA = osteosarcoma, Ewing sarcoma, rthabdomyosarcoma,
non-thabdomyoesarcoma soft-tissue sarcoma, or other sarcomas; S0C = System Organ Class; STO = other solid
fumors.

Adverse events leading to dose modifications and Dose-limiting toxicity events

Dose-finding phase

In the D20+T1 group, no patient had AEs leading to dose modifications.

In the D30+T1 group, AEs that led to dose modification were reported in 2/19 (10.5%) patients: 2/19
(10.5%) patients had COVID-19 that led to dose interruption and 1/19 (5.3%) patient had colitis that
led to the permanent discontinuation of study treatment.

Dose-expansion phase

In the SARCOMA cohort, no patient had AEs leading to dose modifications.

In the STO cohort, AEs that led to dose modification were reported in 3/10 (30.0%) patients: 1/10
(10.0%) patient each had pneumonia that led to dose interruption, and pulmonary thrombosis and
platelet count decreased that led to the permanent discontinuation of study treatment.

In the dose-finding phase, 8 DLT-evaluable patients received DL 1 and 12 DLT-evaluable patients
received DL 2. No DLTs were reported in any DLT-evaluable patient.

8.3. Discussion

Assessment of safety was a primary objective for the dose-finding phase of this study. The safety
profile was as expected for this patient population and consistent with the known safety profile of
durvalumab administered as monotherapy or in combination with tremelimumab in adults.

No new safety concerns were identified.

No treatment-emergent ADA against durvalumab or tremelimumab were detected, thus no assessment
of the potential impact of ADA on safety could be made.

Regarding the proposed amendment to section 4.8, due to the fact that safety data collected in Study
D419EC00001 belongs to a paediatric development for an indication neither approved in children nor in
adults, it is considered more appropriate to present the safety data together with the results of the
paediatric clinical study in section 5.1 instead of section 4.8, in order to include both efficacy and
safety data in one place and avoid confusions or off-label use in the paediatric population.

9. PRAC advice

None
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10. Changes to the Product Information

As a result of this variation the SmPC’s for Imfinzi and Imjudo are being updated.

Please refer to Attachment 1 which includes all proposed changes to the Product Information. Please
note a comment to section 5.1.

11. Request for supplementary information

11.1. Major objections

None

11.2. Other concerns

Clinical aspects
1. The Applicant is asked to justify the lack of Nab testing after confirmation of ADA-positives
according to Clinical Summary of Pharmacology.

2. The proposed updates in sections 4.2, 4.8 and 5.1 are not entirely supported. Please refer to
the SmPC file for specific guidance.

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

12.1. Major objections

None

12.2. Other concerns

Clinical aspects

Question 1

The Applicant is asked to justify the lack of Nab testing after confirmation of ADA-positives
according to Clinical Summary of Pharmacology.

Summary of the WSA's response

In the D419EC00001 study, a 3-tiered testing approach, which consisted of validated assays for
detection (screening assay), specificity (confirmation assay) and characterization (titre assay), was
used for the assessment of ADA responses to durvalumab and tremelimumab in clinical studies.
Confirmed ADA-positive samples were subsequently tested for in vitro neutralizing activity as assessed
by nAb assays (This approach is described in 2.7.2 HIMALAYA which is referenced in the submission).
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Test Samples

Screening Assay
(ECL assay)

~ ~

Negative sample Positive sample

Confirmatory Assay
(ECL + excess drug)

'y

Negative sample

v
Confirmed
positive sample

nAb Assay

(ligand-based) SDAHTS

Per the 3-tier testing and reporting strategy, ADA positive samples were indeed tested for neutralizing
activity in study D419EC00001.

For durvalumab ADA evaluable patients, 2 patients each had 1 sample with confirmed ADA positive
results. These two positive samples were further tested with nAb assay (Validation Report RJIRG2,
Method Number ICDIM 324, included in Module 5.3.1.4) and the nAb results were negative for both
samples, these results were included in the summary tables of ADA responses to durvalumab in the
CSR. The detailed nAb sample results are described in the D419EC00001 nAb Sample Analysis Report
for durvalumab included in Module 5.3.1.4. It is of note that the two ADA-positive subjects were ADA-
positive at baseline only, therefore, the ADA were characterized as non-treatment emergent
(addressing reviewer comment at Assessment Report Page 64).

For tremelimumab ADA evaluable patients, the 3-tier testing and reporting strategy described above
was followed. There was no ADA-positive subject, either at baseline or post-baseline, thus no nAb
results were reported for tremelimumab (See Summary tables of tremelimumab ADA responses to
tremelimumab in the CSR/CSR erratum.

*Please note the D419EC0001 clinical study report (CSR) provided in the submission included the
statement that there were no tremelimumab ADA-evaluable patients in the dose finding phase of the
study. With this submission, a CSR erratum is provided correcting this data point to 6 tremelimumab
ADA evaluable patients, none of whom were ADA-positive. Updated tremelimumab immunogenicity
summary tables for the dose finding phase of the study are provided with the enclosed CSR errata.

Assessment of the WSA'’s response

The Applicant was asked to justify the lack of Nab testing after confirmation of ADA-positive samples in
study D419EC00001.

The Applicant clarified, that for durvalumab ADA evaluable patients, 2 patients each had 1 sample with
confirmed ADA positive results, and that these two positive samples were further tested with nAb
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assay - both with negative outcome. The detailed nAb sample results were described in the
D419EC00001 nAb Sample Analysis Report for durvalumab included in Module 5.3.1.4.

For tremelimumab ADA evaluable patients, the Applicant referred to a CSR Erratum provided with the
response and further clarified, that there was no ADA-positive subject, either at baseline or post-
baseline, thus no nAb results were reported for tremelimumab.

Conclusion:
Issue considered resolved.
Question 2

The proposed updates in sections 4.2, 4.8 and 5.1 are not entirely supported. Please refer to
the SmPC file for specific guidance.

Summary of the WSA'’s response

Please refer to the annotated Summary of Product Characteristics provided with this response
document.

Assessment of the WSA'’s response

The applicant has satisfactorily addressed the concerns. Please refer to the attached SmPC’ es.

XoOverall conclusion and impact on benefit-risk balance have been updated accordingly

[INo need to update overall conclusion and impact on benefit-risk balance

13. Attachments

1. Product Information (changes highlighted) of Imfinzi and Imjudo as adopted by CHMP.
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