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Administrative information

BLENREP

Name of the medicinal product:

Applicant: GlaxoSmithKline (Ireland) Limited G
12 Riverwalk @
Citywest Business Campus . @

Dublin 24 {\
IRELAND S~

&

Active substance: Belantamab mafotdotin  °

.’O\)

International Non-proprietary Name/Common | belantamab mafciotm
Name:

Pharmaco-therapeutic group Q
(ATC Code): LO 1XC3Q

Therapeutic indication: BLN@ indicated as monotherapy for the
treatment of multiple myeloma in adult

nts, who have received at least four prior

erapies and whose disease is refractory to at
east one proteasome inhibitor, one
immunomodulatory agent, and an anti-CD38
monoclonal antibody, and who have

0 demonstrated disease progression on the last
b therapy.

Pharmaceutical form: Q Powder for concentrate for solution for
a infusion

NS

Strength: OAO 100 mg

\V

*

Route @Ty\inistration: Intravenous use
vial (glass)

P?(:kage size: 1 vial
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1. Background information on the procedure

1.1. Submission of the dossier

The applicant GlaxoSmithKline (Ireland) Limited submitted, on 18 December 2019, an applicaor
marketing authorisation to the European Medicines Agency (EMA) for BLENREP, through th ralised
procedure falling within the Article 3(1) and point 4 of Annex I of Regulation (EC) No ZZ . The
eligibility to the centralised procedure was agreed upon by the EMA/CHMP on 12 Octo \ 7.

BLENREP was designated as an orphan medicinal product EU/3/17/1925 on 16 Oc@r 017 in the
following condition: Treatment of multiple myeloma.

BLENREP was granted eligibility to PRIME on 12 October 2017 in the following,indication: Treatment of
relapsed or refractory multiple myeloma patients whose prior therapy inclu a proteasome inhibitor,
an immunomodulatory agent and an anti-CD38 antibody.

Eligibility to PRIME was granted at the time in view of the foIIowing:g

o Despite available treatments, there is still a need for new s in the intended initial
indication for the treatment of relapsed and refractory @Z myeloma patients whose prior
therapy included a proteasome inhibitor (PI), an im ulatory agent and an anti-CD38
antibody. The unmet medical need was agreed.

o The mechanism of action (MoA) is plausible a inical data were supportive of the proof of
principle.
o Preliminary results from the Phase I open; Q, dose escalation and expansion study

BMA117159 in subjects with relapsed/r ctory multiple myeloma were presented. The baseline
characteristics showed that the patignts were heavily pre-treated, with 94% of treated RRMM
subjects in Study BMA117159 hadé%#f/ed three or more lines of prior therapy. Further, 89% of
patients enrolled in Part 2 were idered double refractory to both immunomodulatory drug
and PIs, and 40% had previ éceived daratumumab. The ORR was of 60% in the overall
population and the ORR in ts (n=14) that had received prior daratumumab treatment and
in patients that were do efractory to an immunomodulatory agent and PI (n=31) were 43%
and 58%, respectivelya{MoSt responses (51%) were deep (VGPR or better) and seem to be
durable (the 25th p ile for Duration of Response (DoR) is 6.7 months and the median
Progression Free S&I (PFS) was 7.9 months).

o Overall, thesm s appeared promising and supported the product’s potential to bring a major
therapeuti tage to relapsed/refractory MM patients that have received prior lines of
therapié'\ ded immunomodulatory agent, PI and daratumumab.

The applicﬁ@lied for the following indication:

BLENREF@dicated as monotherapy for the treatment of adult patients with relapsed or refractory
muIti@yeloma, who have received three prior lines of therapy including an anti-CD38 antibody, a
e inhibitor, and an immunomodulatory agent.

pr;%q

Foltewing the CHMP positive opinion on this marketing authorisation, the Committee for Orphan
Medicinal Products (COMP) reviewed the designation of BLENREP as an orphan medicinal product in the
approved indication. More information on the COMP’s review can be found in the Orphan maintenance
assessment report published under the ‘Assessment history’ tab on the Agency’s website:
https://www.ema.europa.eu/en/medicines/human/EPAR/blenrep
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https://www.ema.europa.eu/en/medicines/human/EPAR/blenrep

The legal basis for this application refers to:
Article 8.3 of Directive 2001/83/EC - complete and independent application

The application submitted is composed of administrative information, complete quality data, nb
clinical and clinical data based on applicants’ own tests and studies and/or bibliographic Iite@

substituting/supporting certain tests or studies. c
0\

Information on Paediatric requirements é

Pursuant to Article 8 of Regulation (EC) No 1901/2006, the application includé@diarNgEMA Decision(s)
P/0347/2019 on the granting of a product-specific waiver. &

O

Information relating to orphan market exclusivity

Similarity é
Pursuant to Article 8 of Regulation (EC) No. 141/2000 an% of Commission Regulation (EC) No
g

847/2000, the applicant did submit a critical report addressing‘the possible similarity with authorised
orphan medicinal products. \

Applicant’s requests for consideratioo

Conditional marketing authoris tioq

The applicant requested consideration o&yapplication for a Conditional marketing authorisation
(CMA) in accordance with Article 14-g offthe above-mentioned Regulation.

Accelerated assessment

The applicant requested acce assessment in accordance to Article 14 (9) of Regulation (EC) No
726/2004.

New active Sub&qlce status

The applicant re @the active substance belantamab mafodotin contained in the above medicinal

product to be x ered as a new active substance, as the applicant claims that it is not a constituent
of a medigin preduct previously authorised within the European Union.

N

PRI pport

anting of eligibility to PRIME, Tuomo Lapveteldinen was appointed by the CHMP as rapporteur.

A kick-off meeting was held on 23 March 2018. The objective of the meeting was to discuss the
development programme and regulatory strategy for the product. The applicant was recommended to
address the following key issues through relevant regulatory procedures: proposed scientific advice on
comparability and proposed quality data package, recommendation to seek scientific advice on the
quality data to be included in MAA for the intermediate chemical substance of the Antibody-Drug
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Conjugate (ADC), overview of nonclinical data package for MAA, proposed scientific advice on long-
term toxicity studies, clarification on antibody half-life, immunogenicity assessments, overview of
clinical pharmacology studies and proposed future scientific advice on clinical pharmacology, overview
of clinical development and proposed scientific advice on phase II and III studies, statistical analysis
plan and rationale for phase II and phase III studies, MRD endpoint and draft guideline, ocula verse
reactions risk management, orphan designation and maintenance of orphan designation at a l,

plans for CMA and PIP strategy.
* Q ’

Protocol assistance {

The applicant received the following Protocol assistance on the development rel Qor the indication
subject to the present application: @

Date Reference SAWP @-dinators
Dr

18 May 2017 EMEA/H/SA/3559/1/2017/1 D@Brown, Dr Odoardo Olimpieri

28 June 2018 EMEA/H/SA/3559/2/2018/PA/PR/III IQ Dieter Deforce, Dr Olli Tenhunen
-3

20 September EMEA/H/SA/3559/3/2018/PR/PA/II Rune Kjeken, Dr Olli Tenhunen

2018

15 November 2018 EMEA/H/SA/3559/2/FU/1/201S/Wﬁ Dr Jens Reinhardt, Dr Olli Tenhunen

31 January 2019 EMEA/H/SA/3559/2/FU/2/20WTA/ Dr Olli Tenhunen, Ms Blanca Garcia-
PR/III Ochoa Martin

oY

17 October 2019 EMEA/H/SA/3559/2/FU/, M/PA/PR/III Dr Olli Tenhunen, Ms Blanca Garcia-
Ochoa Martin

The Protocol assistance pertained to thecﬁuﬂng quality, non-clinical, and clinical aspects:

Quality development:

e Cell line control strategy. Ob

e Demonstration of analytical comparability and, provided comparability can be demonstrated at
quality level, that n itional non-clinical or clinical tests will be needed to qualify the proposed
process changewn ability acceptance criteria, list of potentially critical quality attributes.

e Acceptability ofbvalidation approach for mAb, ADC DS and DP as well as stability.

e Proposed @ and potency assays and their categorization as release and stability or

charact@' n assays for commercialisation.
*

e API }lng materials, agreement that the drug-linker component of the product is a non-
biol Ily derived drug substance. Advice was also sought regarding the tests and acceptance
@ia to control the quality of the linker component.

@-cﬁnica/ development:

e Acceptability of the overall non-clinical data package for MAA.

e Environmental risk assessment.
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e Acceptability of the nonclinical toxicology package to support a MAA and that no additional
genotoxicity or embryo-fetal developmental toxicity studies are needed.

Clinical development:

e Corneal event mitigation strategy. b

e Adequacy of the study DREAMM-2 design to support a CMA application, including dosifg/ primary
and key secondary endpoints, proposed statistical analysis plan and immunogenicit@ sis
&
plan.

e Adequacy of the phase III monotherapy trial 207495 (DREAMM-3) to convert@gaMA to a full
approval, in particular regarding the comparator and the statistical analysi f the primary

and secondary endpoints. &

e Agreement of the overall clinical development plan to support a CMA@WG proposed indication.
e Acceptability of the proposed specific obligations (SOB) to conver nitial CMA into a full MAA.
e Adequacy of the proposed pharmacokinetic assessments. {

e Acceptability of the overall clinical pharmacology packag @pport the registration of
Belantamab mafodotin lyophilized configuration as mo py, appropriateness of the
pharmacokinetic data analysis approach proposed fon@*yophilized configuration and that the
clinical data can be submitted during review.

e Acceptability of the risk management plan (RMI% the initial CMA.

1.2. Steps taken for the assessm the product

The Rapporteur and Co-Rapporteur appoifited by the CHMP were:
Rapporteur: Tuomo Lapveteldinen &—ﬂapporteur: Blanca Garcia-Ochoa

The co-rapporteur was only appoi Hbthe application at a very late stage replacing the previous co-
rapporteur from the same nationa@petent authority. The appointed co-rapporteur was considered
exceptionally justified becaus ndividual had previously been acting as coordinator for Protocol
assistance on the developm relevant for the indication subject to the present application.

The appointed rapporteurQno such prominent role in protocol assistance relevant for the indication
subject to the presenN:lica ion.

7
The application@eived by the EMA on 18 December 2019

Acceleratedfﬂs% ment procedure was agreed-upon by CHMP on 14 November 2019
The ertarted on 30 January 2020
The eur's first Assessment Report was circulated to all CHMP 31 March 2020

eps on

Eo—Rapporteur's first Assessment Report was circulated to all CHMP | 10 April 2020
members on

The PRAC Rapporteur's first Assessment Report was circulated to all 7 April 2020
PRAC members on

The PRAC agreed on the PRAC Assessment Overview and Advice to 17 April 2020
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CHMP during the meeting on

The CHMP agreed on the consolidated List of Questions to be sent to 28 April 2020
the applicant during the meeting on

The applicant submitted the responses to the CHMP consolidated List of | 20 May 2020 b

Questions on

(o
The Rapporteurs circulated the Joint Assessment Report on the 11 June 202%“/
responses to the List of Questions to all CHMP members on '\
The CHMP agreed on a list of outstanding issues in writing and/or in an 23 Ju &O

oral explanation to be sent to the applicant on
The applicant submitted the responses to the CHMP List of Outstanding & 2020

Issues on

The Rapporteurs circulated the Joint Assessment Report on the 9 July 2020
responses to the List of Outstanding Issues to all CHMP memberslw

The CHMP, in the light of the overall data submitted and the SC@\IC 23 July 2020
discussion within the Committee, issued a positive opinion f@ ting

a marketing authorisation to BLENREP on
The CHMP adopted a report on similarity of BLENREP gg‘zalex, 23 July 2020
Farydak, Imnovid, Kyprolis, and Ninlaro of the auth®gi orphan

medicinal products on

0N
I
2. Scientific discussion (’5;

2.1. Problem statement bo

2.1.1. Disease or corfaltlon

BLENREP was proposed to b&jndicated as monotherapy for the treatment of adult patients with
relapsed or refractor, tiple myeloma, who have received three prior lines of therapy including an
anti-CD38 antibodé oteasome inhibitor, and an immunomodulatory agent.

L 4
2.1.2. Ep@liology
Multiple oma (MM) is a rare and incurable disease of the plasma cells which typically affects adults
who e than 60 years of age (median age is at diagnosis is ~ 70 years). It is the second most
co aematological malignancy (after non-Hodgkin’s lymphoma [NHL]), representing 1% of all

rs and 2% of all cancer deaths. In 2018, the estimated annual, age-standardised, MM incidence
rate®worldwide was 1.7 per 100,000 (Ferlay, 2019). Progress has been made over the last 15 years in
the treatment of multiple myeloma, such that survival of patients with newly diagnosed multiple
myeloma has increased from approximately 3 years in the years 1985 to 1998 (Kyle 2003) to 6 to 10
years (Moreau 2015).
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2.1.3. Biologic features

Multiple myeloma is characterized by marrow plasmacytomas (plasma cell tumours) and
overproduction of monoclonal immunoglobulins (IgG, IgA, IgD or IgE) or Bence-Jones protein
(monoclonal K or h light chains), while the production of hormal immunoglobulin is impaired.

Based on karyotype, MM is classified as nonhyperdiploid and hyperdiploid, with the latter a g
for 50% to 60% of cases and characterized by trisomies in odd-numbered chromosomes. sa
heterogeneous progression pathway, whereby several MM cell subclones coexist at bas nd
compete for dominance over time, leading to the evolution of drug-resistance cIones{%nach, 2014].
Thus, drug resistance to prior regimens in patients with relapsed/refractory (RR) IVQ ue to
continuous changes in the disease biology, in which a higher proportion of mali ells are
expressing a more aggressive, highly proliferative phenotype over time (An a%2008). Therapies
with a multi-modal MoA, that both target MM cells and elicit an immunogeni onse are expected to
minimise development of drug resistance in MM. @

2.1.4. Clinical presentation, diagnosis and stage/Qognosis

The clinical features of MM are varied and can arise from the z,of the tumour itself, or the toxicity
of the tumour products, or the host's own immune response.

The most common symptoms include persistent skeletal (especially pain in the back or thorax),
pathological fractures and vertebral collapse, anaemi @I impairment, hypercalcaemia and
recurrent or persistent bacterial infections. Approxim%h/ 20% of patients are asymptomatic at the

time of diagnosis. O

The most common criteria used in diagnosis yMmptomatic MM is the presence of neoplastic plasma
cells comprising greater than 10% of BM cells orpresence of a plasmacytoma; paraprotein (M-protein)
in the serum and/or urine; and evidence ted organ or tissue impairment due to plasma cell
disorder.

The International Staging Systemﬁg used for prognosis and it was revised by The International
Myeloma Working Group (IMWG) i ding cytogenetics by fluorescence in situ hybridization (FISH)
and lactate dehydrogenase (L evised International Staging System for Multiple Myeloma, R-ISS),
and is now widely accepted lumbo, 2015). At the time of diagnosis, patients are typically
categorized according to , their age, comorbidity and their suitability for intensive treatment.

Despite advance in tfﬁh&y, MM remains incurable. All patients eventually relapse and with each
successive relapse, hance of response and duration of response typically decreases and ultimately
the disease beco@efractory and results in cumulative end organ damage (e.g., renal, cytopenia’s,

infections and’ complications).
L 4
2.1.1. @agement

Cu Gﬁatment of MM includes glucocorticoids (dexamethasone, prednisolone, methylprednisolone),

erapy, primarily alkylating agents, including high dose chemotherapy followed by autologous
stems cell transplantation (ASCT), proteasome inhibitors (PIs, such as bortezomib, carfilzomib and
ixazomib), immunomodulatory agents (such as thalidomide, lenalidomide and pomalidomide),
monoclonal antibodies (mAbs, such as daratumumab, isatuximab and elotuzumab) and the histone
deacetylase inhibitor panobinostat.
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After the approval of daratumumab and its wide use in combinations in earlier lines of treatment, a
new population of patients has emerged, referred to as triple-class refractory, encompassing those
patients with disease refractory to at least 1 PI, 1 immunomodulatory agent and an anti-CD38 mAb.
These patients have generally been exposed to all 5 drugs that have demonstrated single-agent effect
(with or without glucocorticoids), including bortezomib, carfilzomib, lenalidomide, pomalidomi and
daratumumab. Most of these patients have already received alkylating agent therapy, other M
drugs, as well as multiple courses of glucocorticoids, they also have numerous comorbiditie@i

receive multiple concomitant medications. There is a clear unmet medical need for ney pies
because the treatment options are very limited and their median overall survival is a@d -5 months
(Usmani, 2016; Gandhi, 2019; Mikhael, 2020). O

About the product &\/Q

Belantamab mafodotin is a humanised IgG1k mAb conjugated with a cyto@agent,
maleimidocaproyl monomethyl auristatin F (mcMMAF). Belantamab m in binds to cell surface B
Cell Maturation Antigen (BCMA) and is rapidly internalised. Once inside the tumour cell, the cytotoxic
agent is released disrupting the microtubule network, leading to qﬁ/cle arrest and apoptosis. The
antibody enhances recruitment and activation of immune effec o@s, killing tumour cells by
antibody-dependent cellular cytotoxicity and phagocytosis. Ap ‘o‘@ is induced by belantamab
mafodotin is accompanied by markers of immunogenic ceI@ hich may contribute to an adaptive
immune response to tumour cells (SmPC, section 5.1).

The applicant initially requested approval for the foIMg indication:

BLENREP is indicated as monotherapy for the tre nt of adult patients with relapsed or refractory
multiple myeloma, who have received three pwes of therapy including an anti-CD38 antibody, a
proteasome inhibitor, and an immunomodulatoryagent.

The final indication applied for by the apgﬁjﬁ following CHMP review of this application is: BLENREP is
indicated as monotherapy for the trea of multiple myeloma in adult patients, who have received
at least four prior therapies and Qsease is refractory to at least one proteasome inhibitor, one
immunomodulatory agent, and an CD38 antibody, and who have demonstrated disease

progression on the last therapyo

The recommended dose is g/kg of belantamab mafodotin administered as an intravenous infusion
once every 3 weeks (Sm ction 4.2).

It is recommended %;eatment should be continued until disease progression (SmPC, section 4.2).

Type of Apn@fion and aspects on development

The CHMP: to the applicant’s request for an accelerated assessment as the product was considered

of majo ic health interest. This was based on the clinical studies submitted for belantamab
mafow he product had shown promising treatment effect in 196 multiple myeloma patients
(D -2) previously treated with a proteasome inhibitor, an immunomodulatory agent and an anti-

Ab ; ORR assessed by an independent review committee was 31% for 2.5 mg/kg dose cohort
and¥34% for the 3.4 mg/kg dose cohort. The intended patient population does not have specifically
approved treatment options available, and the expected PFS and OS are dismal.

The applicant requested consideration of its application for a CMA in accordance with Article 14-a of the
above-mentioned Regulation, based on the following criteria:

e The benefit-risk balance is positive.
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e Itis likely that the applicant will be able to provide comprehensive data. The Applicant confirmed
its intention to provide the following data as specific obligation covert the initial CMAA to a full
approval:

1. Provision of the end of study report for DREAMM-2 (Study 205678): This will proyide long-
term safety and efficacy data in the indicated patient population. \b

2. Provision of randomised data from DREAMM-3 (Study 207495): This will inc@ mature
safety and efficacy data (PFS) of belantamab mafodotin monotherapy in, a@d line plus
RRMM patient population.

on an anti-CD38 therapy. Belantamab mafodotin has shown sign% benefit in terms of
improved clinical efficacy (ORR) and addresses the unmet medic;l} in terms of deep and
durable clinical responses compared to historical data and an i ment in patient-reported
disease-related symptom as reported in DREAMM-2. %

e The benefits to public health of the immediate availability o&eigh the risks inherent in the fact
that additional data are still required. Belantamab maf n is indicated for a subset of MM
patients with a dismal prognosis and limited approvemment options. Based on the positive
benefit: risk demonstrated in DREAMM-2, immedia ility of belantamab mafodotin would
provide these patients with an important and no Qrapeutic option whist additional data are
being generated to confirm safety and efﬁca\ lantamab mafodotin in a randomised Phase

I1I study (DREAMM-3).

2.2. Quality aspects Q
&

The active substance (INN: belantﬁafodotin) is an antibody-drug conjugate (ADC) composed of
a recombinant, human (IgG1) afi ated mAb (belantamab) conjugated to cytotoxic microtubule-
disrupting agent, monomethy @tatin F (MMAF). Belantamab is partially reduced and conjugated
with SGD-1269 active substahge intermediate at the interchain cysteine residues, resulting into
belantamab mafodotin ac ubstance, which has a target drug-antibody ratio (DAR) of four (4).

2.2.1. Introduction

Belantamab mafodotNds specifically to the anti-B-cell maturation antigen (BCMA) and kills multiple
myeloma (MM) cell essing BCMA via a multi-modal mechanism including delivery of cytotoxic
MMAF inducing a@sis, enhancing antibody-dependent cellular cytotoxicity and antibody-dependent
cellular phago’& , and inducing immunogenic cell death.

The finish& uct is presented as powder for concentrate for solution for infusion containing 100 mg
of belan mafodotin as active substance.

Ot er@edients are: sodium citrate, citric acid, trehalose dihydrate, disodium edetate and
| ate 80. Belantamab mafodotin is reconstituted in sterile water (2 mL) to provide a
cohgentration of 50 mg / mL.

The product is available in Type 1 glass vials sealed with bromobutyl rubber stopper and aluminium
overseal with a plastic removable cap containing 100 mg powder, as described in section 6.5 of the
SmPC.
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Although this dossier is not considered a Quality by Design application, certain elements of an

enhanced approached were applied.
. \(o

General Information (belantamab antibody intermediate) {

2.2.2. Active Substance

2.2.2.1. Belantamab antibody intermediate

Belantamab (Figure 1) is a recombinant afucosylated humanized IgG1lk mAb s or B-cell maturation
antigen (BCMA). The functional protein consists of two kappa light chain&eﬁ and two IgG1 heavy
chains (HC) with a total of 1330 amino acids. There are 451 amino acids&n heavy chain and 214
amino acids in each light chain. The heavy chains are connected to each y two interchain disulfide
bonds and a light chain is attached to a heavy chain by a single interchai sulfide bond. The light chain
has two intrachain disulfide bonds and the heavy chain has four intnﬁ’;ain disulfide bonds. The antibody
is N-linked glycosylated on each heavy chain at asparagine (A@T 01 with afucosylated structures
composed of N-acetyl-glucosamine, mannose, and galac he major glycans present are
afucosylated bi-antennary structures with varying amounts o inal galactose and low levels of sialic
acids. The polypeptide molecular mass is 146 kDa and the earbdhydrate molecular mass is approximately
3 kDa resulting in a total estimated molecular mass @ a for belantamab.

— CDRs
«—s Inter-chain o/ \\
disulfide bonds Q/ oo &
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Fi : Schematic representation of belantamab

Manufacture, process controls and characterisation (belantamab antibody
intermediate)

Description of manufacturing process and process controls
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The commercial belantamab Process 3 is a conventional mAb production process that starts by thawing
of one WCB vial followed by a serial of cell culture expansion steps in shake flasks and two seed
bioreactors until the production bioreactor step is reached. Belantamab is purified from the harvest
through centrifugation followed by depth filtration and membrane filtration, Protein A chromatography,
low pH virus inactivation, flow-through ion exchange chromatography, and virus filtration as wgll as an
ultrafiltration/diafiltration steps. The applicant has described the batch manufacturing syste b
including reprocessing or manufacturing multiple batches from a single working cell bank vigl. The
batch size is the mass of the mAb produced from a single scale bioreactor. ,\

Four processes have been used for belantamab manufacture: 1 process for non—clinicgstudies, 2
processes for clinical studies and 1 process for clinical and commercial studies. Th@: icant has
sufficiently described the process changes made during development of belan‘g@ manufacturing
process. These include increase of the process scale, implementation of wor&;6 Il bank (WCB),
change of the media supplement, virus filter and uItrafiItration/diafiltratior% rane change and
manufacturing site change. The intended commercial process material i factured using Process
3.

QP declarations for the manufacturing sites have been provided. V&GMP certificates have been
provided for the mAb intermediate manufacturing sites.

To support the process changes extensive comparability asse%vts have been performed to
demonstrate comparable process performances and analytical*eomparability for belantamab. These
studies have included process comparability, extended terization, forced degradation studies,
comparability of stability results and batch analyses.

The process control strategy for belantamab man@uring process has been described in detail.
Manufacturing process hold times are indicateQ process flow diagrams.
final

Reprocessing is allowed for virus filtratio d final filtration step in case of filter integrity test failure
or other operational deviation not associr&ith excursions from microbiological control action limits,
studies supporting the reprocessing h n provided. In process hold times for Clarified
Unprocessed Bulk (CUB) and purifi a%ntermediates have been validated by studying the
biochemical and microbiological s ity.

Raw materials are presented '@)Ies for cell culture and for purification processes. Most of the raw
materials are of compendial&de referred to USP, EP, NF or JP. In addition, specifications for all non-
compendial raw materials -@ provided. No raw materials of animal or human origin have been used in
the manufacture of belantamiab cell banks or during belantamab manufacture. Sufficient information on
the raw materials u ivthe cell culture and purification process are presented.

Control of critica S and process intermediates
L 4

As part of th@lopment of the control strategy, a series of risks assessment have been performed
on each st the process to identify the process parameters (PPs) that impact on critical quality
attribute asg&s). The acceptable ranges for the process parameters were established in

chara iZation studies using qualified small-scale models.

erisation

Infofmation on the structural, biochemical, and biological characteristics of belantamab was obtained
through characterization tests performed on the primary reference standard (PRS) lot 172405900,
manufactured by Process 2.

The characterisation studies included physicochemical characterisation to address primary structure
(amino-acid sequence of H- and L-chain) by peptide mapping, liquid chromatography-mass
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spectroscopy/mass spectroscopy (LC-MS/MS) analysis, intact and reduced mass analysis (LC-MS:
masses of the intact molecule and H- and L- chains), disulfide-bond pattern and free sulfhydryls (LC-
MS/MS), secondary structure (fourier transform infrared, FTIR), tertiary structure (near ultraviolet
circular dichroism, near-UV-CD), temperature-induced unfolding (differential scanning calorimetry,
DSC), glycosylation on both HCs at N301 (ultra-high pressure liquid chromatography (UPLC), illary
gel electrophoresis (CGE), LC-MS/MS). In addition, belantamab specific binding activity to a tb
FcgRIlIa, FcRn was determined by surface plasmon resonance (SPR). Data of binding to Fc

FcyRIla, and FcyRIIb by SPR were also include in the characterization exercise. Potengyﬁrmination
by an ADCC reporter bioassay was carried out. CDC activity is not considered to be a gighificant MoA.

Process related impurities remain at acceptable levels for daily exposure based on@assessment and
ability of the manufacturing process to reduce process-related impurities. Cle f host cell protein
(HCP), host cell DNA and Protein A by the belantamab manufacturing proce% ceptable levels has

been shown through successful manufacture. 0

Product-related impurities and substances include charge variants, ag es, and fragments. Purity
profiles were generated using Capillary Isoelectric Focusing (cIEF) for chdafge variants, CGE for
fragments, and Size Exclusion Chromatography (SEC) for fragmen nd aggregates. Belantamab
exists primarily in its monomeric form with low levels of dimeric @dgpegates. The levels of aggregates
are controlled at release and stability. Fragmentation studies ed that belantamab size variants
result from various combinations of the heavy chain and li subunits, i.e., fragments of
belantamab HC and LC species, disulfide and non-disulfid %d covalent variants, and truncated HC
and LC. These variants are considered in the controly.

Process validation

Appropriate validation studies have been perfo Q}r belantamab manufacturing Process 3. The
Applicant has applied a three-staged approachRrocess Design, Process Performance Qualification
(PPQ) and Continued Process Verification ¢CPV). Ongoing/ Continued process verification is covered by

EU GMP. ‘ )

Five consecutive commercial scal batches have been manufactured. All batches were successfully
processed through upstream proc d downstream process steps. The release specification criteria
were met for the five belantamg ches. Data from PPQ campaign shows that the manufacturing
process can consistently progcs elantamab that meets its predefined acceptance criteria. Based on
the provided results the pn is able to remove impurities to acceptable low levels for HCP, hcDNA,
bioburden, endotoxins, reQruses and other putative viruses and media components.

A risk assessment c \ed that the risk of extractables and leachables is low in the belantamab
manufacturing pr ?&s there are effective purge point for any potential leachable and extractables
in the manufac(@of belantamab mafodotin process.

Resin Iifet'u’n{lyve been validated using small scale models of Protein A and Ion Exchange
chromatg %y. The established resin lifetimes will be verified at full scale during commercial
manufacbg. Cleaning validation employed for the chromatography resins has been performed.

Co | scale results of the resin cleaning validation studies showed no carry-over of protein.

ing validation reports have been provided, showing that belantamab packaging and shipping
process is reliable, repeatable and robust.

Generation of cell substrate and Cell banking system

The applicant described in detail the origin of the gene sequences encoding the two chains of belantamab.
Also, a detailed description and rationale is provided of the gene constructs and the two expression
plasmids. Appropriate information on the gene construct, producer cell line, and establishment of cell
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banks is provided. A conventional two-tiered cell banking system has been established and tested for
adventitious agents, cell viability, identity, integrity of expression construct, and gene copy number.
Genetic stability of the producer cells was demonstrated using cells at the limit of in vitro cell age.
Specification and qualification are presented for manufacture and testing of new WCB. Cell banks (MCB,
WCB and EPCB) have been sufficiently characterised and shown to be free from non-viral@viral

adventitious agents.

Specification, analytical procedures, reference standards, batch&ysis,
and container closure (belantamab antibody intermediate)

The specification for belantamab follows the requirements of present guidelines Q Eur.

“monoclonal antibodies for human use” monograph (01/2012:2031). For th %mpendlal methods
the principles of the analytical procedures have been described. Specificati based on process-
and product understanding, including batch release results from Process %cess 2, Process 3,
including clinical lots, PPQ lots and post-PPQ lots.

The agreed belantamab specification is considered suitable. Approer method descriptions and
method validations have been provided for all analytical method@

During the procedure cIEF has been added to the belantamase and shelf life specification. The
Applicant has agreed to tighten the belantamab release a’@f ife specification acceptance limits for
% Main and %Acidic by cIEF.

Reference standards \:

The applicant has adequately described the refer@standards (RS). Four RS have been
manufactured during the development of belaﬁa using material from GSK development process,
non-clinical Process 1, clinical Process 2 and clinteal Process 3. A two-tiered system consisting of
primary RS (PRS) and working RS (WRS)wd. The PRS is representative of the material used in

clinical studies. (J

The PRS and WRS have been app ﬁby qualified through release testing and additional
characterisation. For future WRS, @ ication protocol consisting of release testing, additional
characterisation and acceptanc@tena is presented. Stability of the reference standards is monitored
in the ongoing stability prog

Belantamab batch ana/yt/Qa

Batch analytical dataNz belantamab batches manufactured by processes 1, 2 and 3 is presented.

Stability (b@amab antibody intermediate)

The desi:lﬁ stability studies follows the ICH Q5C guideline. Stability data are presented for nine

belanta tches, these include process registration batches (3), clinical batches (3), and Process
Perfor@ Qualification batches (3).
0 ds were observed in any of the parameters tested for the duration of the study of frozen

beékantamab. Process 2, Process 3 and PPQ batches stored at the long-term storage conditions show
consistent results.

Based on the stability results under long term storage condition, results from accelerated and stress
studies the proposed shelf-life for belantamab antibody intermediate is acceptable.

Assessment report
EMA/CHMP/414341/2020 Page 19/128



2.2.2.2. Drug substance intermediate SGD-1269 (linker-drug intermediate)

General Information (linker-drug intermediate)

SGD-1269 is composed of monomethyl auristatin F and maleimide functionality linked by capr, cid.
The maleimide moiety reacts with the antibody in the conjugation reaction to belantamab in.
SGD-1269 contains 9 stereogenic centres. General information was provided for solid sta ,
melting point, moisture sorption, solubility, optical rotation and UV-visible absorption.¢ @

Full information for the active substance intermediate SGD-1269 was provided in t &ssier. No INN
has been assigned, other common names are maleimidocaproyl monomethylauris F and mc-

MMAF. &\?
OH
~ EX
j ‘ \)(l)\ g | ’ \O
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Figure 2: SGD-1269 linker-drug intermediate si@al formula
Manufacture, process controls an acterisation (linker-drug
intermediate)

iK{ six-stage convergent synthesis. The synthesis includes
. The manufacturing process of SGD-1269 was described in

The manufacturing process of SGD-12
starting materials and isolated interm

sufficient detail, including all reag action temperatures and solvents. The overall control strategy
is based on specifications of the st%; materials, intermediates and after purification steps. No routine
reworking or reprocessing is in d in the process.

The starting materials for t thesis of SGD-1269 were agreed in the EMA Scientific Advice (Procedure
No: EMEA/H/SA/3559/2/ 2018/PA/PR/II). All starting materials have defined chemical properties
and structure and areNincorpdrated as significant structural fragments into the structure of the active
substance. All stama aterials undergo several chemical transformations and purifications. The
synthetic routes starting materials were described, and typical impurities were determined using
validated analy&ical, methods. Appropriate specifications were set for the starting materials and batch
data from.ea@ plier complied with the specifications.

The criti% f the process parameters was evaluated on the basis of stretching the parameters and
examipi e effect on SGD-1269 purity and yield.

Th ermediates are controlled by specifications that include tests for identification and assay. These
imftermediates do not contain impurities that could be carried on to SGD-1269. The specifications of
intermediates also include tests for related impurities. Appropriate validated methods were used.

The pharmaceutical development followed Quality by Design principles outlined in ICH Q8, Q9, Q10 and
Q11 using a risk management approach.
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Identity, assay and purity were identified as critical quality attributes. The overall control strategy was
based on setting appropriate specification limits for all starting materials and intermediates. The origin
and fate of each observed and potential related impurity was discussed thoroughly and examined by
stretching studies of the manufacturing process, spiking experiments and determining the purge factors

of the impurities. Q
The cytotoxic moiety of belantamab mafodotin, is expected to be genotoxic in mammalian sy@ given
it is a microtubule disrupting agent. The SGD-1269 related impurities sharing a simila ture are
expected to have similar toxicity as the SGD-1269 molecule. The known and reag\ predicted
impurities present in SGD-1269 have been assessed to be non-mutagenic.

The structure of SGD-1269 was characterized by 1H and 13C NMR, MS of the pr chd molecule and
fragment ions and IR. The used methods are appropriate for structure elu tion of SGD-1269. An
exhaustive list of observed and potential impurities was provided. The orij nd fate of the related
impurities was thoroughly discussed.

Specification, analytical procedures, reference stw:lards, batch analysis,
and container closure (linker-drug intermediate@

The specification of SGD-1269 includes tests for description, identification by IR, assay, purity and
related impurities by HPLC, [solvent] content by ion chron? aphy (IC), water content by Karl-
Fischer -titration (KF) and residual solvents by gas chro raphy (GC). Validated analytical methods
were used.

The HPLC method for assay, purity and related in‘Oities is considered appropriate.

Different analytical methods were used at diff@stages of development for the determination of
related impurities. All batches complied with thetspecification at the time of analysis.

The proposed specification limit for assaCNJ ustified.

As outlined in the guidance “Informa@pn nitrosamines for marketing authorisation holders”
(EMA/189634/ 2019) and Questio answers on “Information on nitrosamines for marketing
authorisation holders” (EMA/CH 592/2019 Rev. 2), Marketing Authorisation Holders of products
on the European market nee rform a risk assessment with respect to potential formation of
nitrosamine impurities and otential for cross-contamination for all their medicinal products.
Following this assessmenQas concluded that there is no risk identified for the presence of
nitrosamines. \

Stability (linkefZdrug intermediate)

The stability st were conducted according to ICH guidance. No significant changes or trends were
observed w ability indicating parameters.

Based o Xstability results under long term storage condition, results from accelerated and stress
studie roposed retest period for SGD-1269 linker-drug intermediate is acceptable.

. Belantamab mafodotin active substance

General information

Belantamab mafodotin is an antibody-drug conjugate that includes belantamab (IgG1) monoclonal
antibody which has 16 disulfide bonds, including four 4 interchains. Belantamab is partially reduced
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and conjugated with SGD-1269 at the interchain cysteine residues, resulting into belantamab
mafodotin active substance, which has a target drug-antibody ratio (DAR) of four (4).

Manufacture, process controls and characterisation

The sites involved in the manufacture, packaging, testing, and release of belantamab mafo ctive
substance are found acceptable.
2 4
Description of manufacturing process and process controls \j
The belantamab mafodotin manufacturing process is composed of five steps. The gs starts with

(1) thawing of the belantamab and solution preparation for reduction, (2) parti tion of disulfide
bonds for conjugation of belantamab with SGD-1269 and quenching of the s, (3) concentration
of the belantamab-SGD-1269 conjugate and removal small molecular weig %urities by buffer-
change step, (4) formulation and final filtration, (5) filling of active substaén containers and
freezing. The manufacture is designed to be operated sequentially, wit@wold points or critical
processing times.

A risk assessment was performed on each process step to identi@&ess parameters with impact on

CQAs. %

Acceptable ranges, and associated CQAs for the manufactufifig, prOcess are provided with rationale,
justifications and supportive data for all relevant manuf; g steps. The process control strategy
includes in-process controls (IPCs), Process Paramet s) and Critical Process Parameters (CPPs)
with acceptable ranges.

Raw Materials O

Adequate information on the raw materials us&the belantamab mafodotin active substance
manufacturing process is presented. Mos the materials are of compendial grade referred to in
Ph.Eur, USP-NF or JP. Specifications for éycompendial raw materials used in the manufacturing
processes are given. The non-com dighraw materials are tested per local specification and they are
required and verified to meet the ifications reported by the vendor on the Certificate of Analysis
(CoA). No raw materials of ani uman origin are used.

Manufacturing Process Development

The history, developmenthontrol strategy of the belantamab mafodotin manufacturing process has
been sufficiently descrifed. B&€lantamab mafodotin has been manufactured by processl and 2 using
belantamab antibo Process-1, -2 and -3. Initial belantamab mafodotin manufactured by
Process 1 active ce was used in non-clinical and clinical studies. Modifications were made to
Process 2 to a ﬁ)date the finished product change of frozen solution presentation to lyophilized
powder an‘d ificredse of active substance concentration. Further changes were introduced to optimize
the proc \ scale-up to commercial scale manufacturing. The number of process stages (5) has
remaine same for belantamab mafodotin Processes 1 and 2. No changes were made to the
conju@n stage between Process 1 and Process 2.

rability Assessment of belantamab mafodotin DS Process 1 and Process 2

Extensive studies have been performed to support the comparability of belantamab mafodotin active
substance manufactured by Process 1 and Process 2 using belantamab batches from Process 1, 2 and
3. These studies have included extended characterization, forced degradation, stability comparability
and comparison of batch analytical results. The provided results support the comparability of the
belantamab mafodotin manufactured by Process 1 and Process 2.
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Characterisation
Extensive characterisation studies of belantamab mafodotin have been conducted.
Process-related impurities

The applicant has evaluated the clearance of process-related impurities that result from the a@g of
belantamab with SGD-1269. The Applicant has performed a risk assessment showing that
maximum expected levels of the process-related impurities remain below the permitted gai posure

supporting the safety conclusion. ’{\

The Applicant has identified product-related impurities of belantamab mafodo@a;e include acidic-
and basic-charge variants, aggregates, fragments, and drug load (DL) varia%

Process validation 0

The manufacturing process for belantamab mafodotin was validated us@ three step approach. In
stagel small-scale studies were performed to determine acceptablgq:ges for parameters and to
establish attributes for PPQ studies. In stage2, three Process Per ce Qualification batches were
manufactured to demonstrate consistency in process perform@ d production of the active

n

Product related impurities

substance meeting established quality criteria. For stage3, th icant has planned
ongoing/continued process verification (CPV) to monitor p@n ce attributes and process
parameters, and to accumulate trend data to provide a ce that the process remains in a state of
control during routine commercial manufacturing.

Three commercial scale batches of belantamab ontin were manufactured during the PPQ studies.
The provided data show that the manufacturin ss can consistently produce the active substance
fulfilling the pre-defined quality criteria. Cleara of process-related residuals and impurities has also
been validated demonstrating consistent %rlance of both impurities.

The information provided concerning the\prdcess validation is found acceptable.

Container Closure System b

The chosen container closure @n is adequate, complies with relevant standards and has been
described in sufficient detail.
Specification \

The agreed belanta@mafodotin active substance specification is considered suitable. For
establishing agce@:e criteria, clinical ranges, risk to overall product efficacy and safety, historical
ranges, proc@gpability and expected method variability, assurance of stability have been taken into

consider, WK
At the rebt of CHMP the Applicant has reviewed and revised the active substance release and shelf-

life ac@ance criteria.

ical methods

The analytical methods used have been adequately described and non-compendial methods
appropriately validated in accordance with ICH guidelines.

Batch analysis
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Batch analysis data on 21 belantamab mafodotin active substance batches manufactured by Process 1
and Process 2 were provided. The results are within the specifications and confirm consistency of the
manufacturing process.

in clinical studies and will be used for the qualification of new working RS. Working RS will ed as a
reference for the release of DS and during stability testing. The primary and working RS been
appropriately qualified and characterised. A protocol describing the qualification of fu{& ference

standards is included. O
Stability {IQ

Stability data have also been presented on accelerated and stressed s@ conditions. All batches
included in the stability studies are representative of the commercial m@acturing process.

Reference materials
A two-tiered reference standard (RS) system is used. Primary RS is representative of the miibused

No trends were observed in any of the parameters tested for the@&ion of the study of frozen
belantamab mafodotin active substance.

Based on the stability results under long term storage co@ , results from accelerated and stress
studies the proposed shelf-life for belantamab mafodoti ceptable.

Photostability study showed that belantamab mafodotifns light sensitive and should therefore be
protected from light. Based on results from freezeﬁw studies, the active substance can tolerate up
to five cycles of freezing and thawing with no ::6 in quality.

2.2.3. Finished Medicinal Prodbct,

Description of the produ pharmaceutical development

Belantamab mafodotin for inje 100 mg finished product is a powder for concentrate for solution
for infusion. It is supplied as« stérile, preservative-free, white to yellow lyophilized powder in a single
dose vial, manufactured f ulk drug product (BDP) solution containing 50 mg/mL belantamab
mafodotin. Other inggedients{include sodium citrate/citric acid, trehalose, disodium edetate and
polysorbate 80. Bela b mafodotin finished product is filled and lyophilized in Type 1 untreated
clear glass vials. All%ients are well known pharmaceutical ingredients and their quality is compliant
with Ph. Eur s;ar@&s. There are no novel excipients used in the finished product formulation.

Belantama‘b afgdotin finished product is reconstituted with 2.0 mL of sterile water for injection (WFI).
The lyophili owder after reconstitution forms a clear to opalescent and colourless to yellow to
brown s that is essentially free from visible particulates. The sterile WFI used for reconstitution

of bel@nab mafodotin finished product is not supplied by the Applicant.
ceutical development

The main objective of the formulation development was to achieve long-term stability of critical quality
attributes and to find a finished product presentation to meet the quality target product profile (QTPP).

Two different finished product presentations of belantamab mafodotin were used in clinical studies: a
20 mg/mL solution for infusion and a 100 mg powder for solution for infusion. Only the powder for

Assessment report
EMA/CHMP/414341/2020 Page 24/128



solution for infusion is proposed for commercialization and therefore it is emphasized that the liquid
presentation is not assessed or approved within this submission.

The Applicant has conducted comparability assessments to evaluate the impact of manufacturing
process changes between the liquid and lyophilized finished product processes. Pre-determine
acceptance criteria were used to determine comparability. Detailed description on setting the
acceptance criteria was not provided and no justification for the set criteria was located. Ho@ , as
the analytical test results were provided the data can be evaluated regardless of the co lity
acceptance criteria. Based on the provided results, it can be agreed with the Applicanf” I-I%all
conclusion that manufacturing process changes have not impacted the quality or bio h’ activity of
belantamab mafodotin. O

The formulation and manufacturing process were developed to minimize prod degradation as a
result of exposure to stresses such as freeze-thaw/temperature cycling, ex to light, time out of
cold storage, and shear stresses and to produce a product that meets theqbict quality attributes.

Process characterization studies were performed on each unit operatim@ne process to mitigate the
identified risks, evaluate process parameter impact on product qua[QI understand the risk and
criticality of process parameters, to define proven acceptable ra nd set in-process controls. The
commercial manufacturing controls were established using th ss understanding attained from
lab-scale process, characterization studies, the production-sc%cess capability, and finished
product quality data obtained from the engineering batch @Iinlcal manufacturing.

No significant changes were made to the manufactu @cess after establishing process conditions
with an engineering batch, with the exception of the&ovable cap colour and the primary drying time
during lyophilization. The selected manufacturing@ess consists mainly of active substance thaw,
pooling, dilution and mixing of the active subs Vsterile filtration and aseptic filling into vials,
partial stoppering, lyophilization and stopperir%owed by capping.

The primary packaging is Type 1 glass véﬁled with bromobutyl rubber stopper and aluminium
overseal with a plastic removable cap. aterial complies with Ph. Eur. and EC requirements. The
choice of the container closure sy eé been validated by stability data and is adequate for the
intended use of the product. b

Manufacture of the prpuct and process controls

Description of manuf%’:n rocess and process controls

The sites involved i anufacture, packaging, testing, and release of belantamab mafodotin
finished product ropriately provided. Valid GMP certificates have been provided for all listed

finished prodtﬁ:\ ufacturers.

The Applim\&aé provided a batch formula representing the intended batch size range.

A clear s@y-step description and a flow chart of the belantamab mafodotin finished product
manu@ring process including CPPs and IPCs were provided. The process starts with thawing of

ac stance and involves preparation of diluent solution, pooling the active substance and
cognpounding of the BDP, sterile filtration, filling and partial stoppering, and lyophilization followed by
capping. After capping, the vials are externally washed, inspected, packaged in bulk, and stored at 2-
8°C at the manufacturing site. There are no re-processing steps. The manufacturing process has been
sufficiently described.

The critical process parameters (CPPs) and in-process tests (IPTs) with their associated acceptance
criteria or limit or acceptable ranges have been presented for all relevant manufacturing steps.
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Rationale and justification for the classification of process controls applied in finished product
manufacture was provided. Overall, the presented process controls are appropriate and the proposed
control strategy for the finished product manufacturing process is acceptable.

Process validation

The belantamab mafodotin finished product manufacturing process was validated at the pro OQ
commercial manufacturing site through controlled process parameters and performance pa ters
with predetermined acceptance criteria. Three consecutive commercial scale PPQ batch@re
produced for the studies. The validation studies included: Process performance qualifi , Validation
of the sterilization processes, Media fill trials, and Shipping validation. In addition, gﬁcation of the
total BDP solution hold time was conducted during the PPQ batches. 0

Overall, all PPQ batches satisfactorily met the pre-determined acceptance cﬁ or all controlled
process parameters, in-process tests and release tests. The Applicant has confiffned that the media
fills and SIP process meet GMP requirements as defined in EudralLex V% ex 1.

Product specification k

The agreed finished product specification is considered suitab %ntrol of the finished product. A
difference in acceptance criteria between release and shelf Ji %ifications is proposed for residual
moisture. Overall, the test parameters proposed to be inclided’ in the specification are considered
relevant and in line with current guidance. The speci ic includes tests for appearance, identity,
purity, potency, quantity and general tests. \

The majority of methods are used to control both active substance and finished product and have
been discussed in the active substance part of eport.

The potential presence of elemental impusgikies in the finished product has been assessed on a risk-
based approach in line with the ICH Q3 LIﬁ%line for Elemental Impurities. Batch analysis data on
three batches using a validated Induc oupled plasma-mass spectroscopy (ICP-MS) method was
provided. The information on the % of elemental impurities is satisfactory.

Analytical methods

The analytical methods usedahave been adequately described and (non-compendial methods)
appropriately validated in rdance with ICH guidelines.

Batch analysis \

Batch analysis data@O batches of different scales of the finished product were provided. The results
are within the sp€ciffeations and confirm consistency of the manufacturing process.

Referencg r@als

The sam oduct-specific reference standard is used for release and stability testing of belantamab
mafodgti Ik active substance and belantamab mafodotin finished product. Refer to the relevant part
of the rt for details.

Stability of the product

The Applicant has provided data on stability studies performed at the long-term storage condition at
the accelerated storage condition and at the stress storage conditions. All evaluated long-term stability
parameters met the acceptance criteria.
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The proposed shelf-life specification differs from release specification for residual moisture, and for
stability studies container closure integrity is tested instead of sterility.

Based on the provided data, the proposed shelf-life of 18 months, when stored at 2 - 8°C, for belantamab
mafodotin finished product is acceptable.
Qduct

support the in-use storage conditions proposed in the SmPC: i.e., reconstituted solution ¢ stored
for up to 4 hours at room temperature or stored in a refrigerator (2°C to 8°C) for up tQ 4 rs, and the
diluted solution can be stored in a refrigerator (2°C to 8°C) prior to administration f 0 24 hours.
In the SmPC it also stated that “Filtration of the diluted solution is not required. H &r if the diluted
solution is filtered, polyethersulfone (PES) based filter is recommended”. Data t s rt the use of the
PES based filter has been provided.

In-use microbiological study, and in-use stability study for reconstituted and diluted ﬁnish§

Adventitious agents ®0

The Applicant has addressed both non-viral and viral contaminants.

In the manufacturing process of belantamab mafodotin no mate gm animal or human origin is
used and therefore the risk of TSE contamination from the ra |aIs used is considered negligible.
The Applicant has also provided a risk assessment for aII tarting materials.

In-process testing is in place to ensure safety from bio and mycoplasma and cell banks have
been tested to be free from non-viral (sterility and N ma) and viral adventitious agents. Release
of belantamab production batches requires testing of unprocessed bulk for the presence of adventitious
viruses. A tabulated summary of the analytical ql@ation/validation results of these analytical
procedures should be provided.

The viral clearance validation (VCV) studiﬂv;re performed in accordance with requirements in ICH
Q5A(R1) to demonstrate the capacity of gfgelartamab Process 3 to remove and/or inactivate viruses.

The Applicant has provided appropriat ils on the methods and method qualification/validation.
The manufacturing process for bel ab includes steps specifically designed to remove viruses
(virus filtration) and inactivate yi (low pH viral inactivation) and additionally the chromatography

steps contribute to the overal clearance. Overall, the inactivation/removal of different types of
viruses is considered to beQ' iently demonstrated.

GMO ®\
Not relevant. ’\Q

*

Post-a@bval change management protocol (PACMP)

Belan b mafodotin finished product

ACMP for belantamab mafodotin finished product describes the transfer of the finished product
manufacturing process and vial inspection.

Overall the proposed analytical testing program is considered sufficient and acceptable for
comparability evaluation for the proposed technology transfer. The Applicant has justified the statistical
approach used to determine the acceptance criteria and committed to follow possible trends in the
analytical test results. The Applicant’s proposal to submit the data report upon completion of the
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technology transfer activities as a Type IB variation, if all specified criteria are met, is considered
acceptable. In case significant changes are planned to the PACMP described here, the Applicant
commits to submit the changes to EMA for review and approval before implementation.

2.2.4. Discussion on chemical, pharmaceutical and biological aspectsb

Quality Development . %

Information on development, manufacture and control of the active substance and fiQiSked product has
been presented in a satisfactory manner. The results of tests carried out indicat c@stency and
uniformity of important product quality characteristics, and these in turn Iead\@ conclusion that
the product should have a satisfactory and uniform performance in clinicalhg\/

ality issues having no

At the time of the CHMP opinion, there were a number of minor unresol
@%tudies and review of

impact on the Benefit/Risk ratio of the product, which pertain to sugge
documentation once more manufacturing experience is obtained. Tﬁe points are put forward and
agreed as recommendations for future quality development. @

2.2.5. Conclusions on the chemical, pharm al and biological aspects

The quality of this product is considered to be acceptab en used in accordance with the conditions
defined in the SmPC. Physicochemical and bioIogicaI&ects relevant to the uniform clinical
performance of the product have been investigat d are controlled in a satisfactory way. Data has
been presented to give reassurance on viraI/T%ﬁy.

2.2.6. Recommendations for f e quality development

In the context of the obligation of the to take due account of technical and scientific progress,
the CHMP recommends the followi ints for investigation:
e The Applicant is recommen review, and if found appropriate, to revise the acceptance limits

for cIEF, Binding by SPR( Il growth inhibition assay.

e The Applicant is recor@ded to carry out additional studies on the MCB and WCB as part of the
qualification of th%w Bs which is expected to be completed in 3-7 years.

2.3. Non-cli aspects
L 4

2.3.1. n&‘luction

Prima secondary pharmacology studies described in this section were conducted in accordance
Wi Qted practice for these study types and in general agreement with the principles of Good

atory Practice (GLP). The single in vitro safety pharmacology study was conducted according to
GLPYegulations, furthermore safety pharmacology evaluations [cardiovascular and/or respiratory] were
incorporated into the GLP repeat dose toxicology studies in rats and monkeys. All GLP studies were
carried out in an Economic Co-Operation and Development (OECD) member country in accordance with
the OECD Test Guidelines.
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Selected evaluations were conducted with cys-mcMMAF, the active cytotoxic moiety, and GSK2857914,
the parent, unconjugated afucosylated anti-BCMA antibody, to further characterize the overall nonclinical
profile of belantamab mafodotin.

Two different DS presentations have been used during nonclinical development: solution and pgwder for
solution (which is proposed for commercialization). Db

All definitive toxicology studies supporting the development of belantamab mafodotin were @ucted in
full compliance with Good Laboratory Practice (GLP) regulations and were conducted in ganisation
of Economic Cooperation and Development (OECD) member country in accordance with“he OECD Test
Guidelines. Other studies were performed in accordance with accepted scientific praetice and in general
agreement with the principles of GLP. 0

2.3.2. Pharmacology §IQ
{0

Primary pharmacodynamic studies {

e In vitro studies @

BCMA binding and internalisation, fragment chrysallizable (Fc%nding

Belantamab mafodotin binds with high nanomolar affinit uman rBCMA (Kd 1.1 - 1.6 nM at 25°C and
3.1 nM at 37°C). Supporting the selection of cy r@us monkey as a species for toxicological
evaluation, comparable affinity to monkey BCMA (K(& nM at 25°C and 8.4 nM at 37°C) was shown,
and no binding to mouse or rat BCMA. O

Conjugation or afucosylation did not affect t@nding affinity of belantamab mafodotin to hBCMA.
Afucosylation improved binding to FcyRlIla (hudman and monkey of origin) by 10- to 20-fold. The
afucosylation or conjugation did not aff] e binding affinity for the other Fc-receptors (human or
monkey of origin), including the FcRn. C

Unconjugated parent anti-BCMA Mab(G8K2857914) neutralised binding of BCMA ligands BAFF and APRIL
to BCMA in a cell-free plate assa QA h IC50 values of 749 ng/mL and 617 ng/mL, respectively, and
inhibited BAFF- and APRIL-in %o NFkB signalling in NCI-H929 cells with IC50 values of 1.84 ug/mL
and 1.56 pg/mL, respectivel

Binding and internalisation elantamab mafodotin and unconjugated GSK2857914 to the BCMA on cell
surface was shown WNOW cytometry and confocal microscopy on human MM NCI-H929 cells. Upon
binding BCMA on lls, belantamab mafodotin was internalised within 1 hour out to 7 hours and
active cytotoxic cys-mcMMAF) was released via lysosome mediated degradation of the ADC.

ADC-media te(?y«otoxicity

.
G2/M ar \1d apoptosis induced by belantamab mafodotin was shown in a concentration and time
depende anner in MM cell lines using cell viability assays and flow cytometry assays for cell cycle
analy d cleaved caspase 3/7 expression. Belantamab mafodotin at 0.01 to 10 pg/mL concentration
otoxicity potency against MM cells with IC50 values ranging from 6 to 70 ng/mL. Belantamab
mafodotin decreased viability of patient-derived primary CD138+ MM cells of the whole bone marrow
mononuclear cells together with MM patient plasma mimicking the tumour microenvironment.

The kinetics of belantamab mafodotin -induced cell death was directly affected by number of BCMA
receptors. The growth inhibitory activity was achieved even in the presence of physiologically relevant
concentrations of soluble BCMA or the BCMA ligand APRIL.
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Belantamab mafodotin did not have by-stander killing effect on BCMA-negative bone marrow stromal
cells and various effector cells.

Antibody-Dependent Cellular Cytotoxicity (ADCC)/ Antibody-Dependent Cellular Phagocytosis (ADCP)

with Fc gamma receptors (FcyRs) present on primary immune cells (e.g. natural killer Ils and
macrophages), and lead to ADCC- and ADCP -mediated killing of MM cells. Belantamab dotin (and
unconjugated afucosylated GSK2857914) had ADCC activity with an IC50 value of 1. g/mL and a
maximal cytotoxicity of 70% at 100 ng/mL when assessed on human PBMNC effecto, ﬁ (E) and BCMA-
positive ARH77-10B5 leukaemia target cells (T) at an E: T ratio of 50:1. Both dono ﬁell line variability
was noted, with the EC50 ranging from 0.57 ng/mL to 111 ng/mL. Belantama afodotin induced ADCC
in primary BM derived CD138+ cells from MM subjects. Belantamab maf@as active in both the

activity
Afucosylation of the antibody moiety of belantamab mafodotin was shown to enhance the 'r@ction

allogeneic setting (using healthy donor PBMCs) and in autologous setting (4sing PBMCs derived from the
same patient as the CD138+ MM cells). EC50 values were estimated % approximately 100 ng/mL.
Belantamab mafodotin was active against the plasmablasts with th(a{ea EC50 value was 98 ng/mL.

Belantamab mafodotin at 2 and 10 pg/mL promoted ADCP in hu
stimulated monocytes and MM cell lines at an E:T ratio of 4:1.:

acrophages derived from M-CSF-

Induction of immunogenic cell death

Belantamab mafodotin induced a wide range of immu ic cell death markers (incl. ATP, HMGB1,
CRT) indicative of early phase (ER stress), mid-phase twddulation of immune response) and initiation of
the inflammatory reaction as well as late phasg,(apoptosis and necrosis) in NCI-H929 MM cells.
Dolastatins (a family of natural toxins from whic®4AF is derived from), have been shown to induce
immunogenic cell death (ICD), leading to an e@ement of dendritic cell maturation and T cell priming.

Immune-modulatory effects &

Belantamab mafodotin had minimal i Cy‘omodulatory effects on human PBMC-derived CD4+ and
CD8+ T cell activation and no signifitanteffect on IFNy and IL-4 production in both CD4+ and CD8+ T
cells. The study in immature den cells showed that belantamab mafodotin may have an effect on
activation/maturation of immat@ S.

In vitro activity in combinati&vith other agents used in MM therapies

The apoptotic and ADC-mQted cytotoxicity (ADCC) activity of belantamab mafodotin in vitro in MM
cell lines and MM pa t samples was enhanced when combined with a proteasome inhibitor (i.e.
bortezomib), imm dulatory agents (i.e. lenalidomide and pomalidomide), as well as gamma
secretase inhibitgfs?

L 4
e Invi }Pbdies
L 4
Anti-tum \ctivity in mouse xenograft, orthotopic and immune competent syngeneic models

In xe@ mice bearing NCI-H929 human multiple myeloma cell tumours, a complete tumour
re ioh that was maintained for the whole 60 days, was achieved with 4 mg/kg dose of belantamab

dotin administered twice weekly for 4 weeks. At this dose varying the drug-antibody ratios (DAR)
fronT 3.5 to 4.6 had no effect on anti-tumour activity. For clinical batches the DAR was 4. Anti-tumour
activity (decreased necrosis, increased infiltration of leucocytes into the tumour, decreased markers for
cell proliferation and apoptosis) was confirmed in histology.
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In xenograft mice bearing OPM-2 tumours with two total doses of 100 pg (4 mg/kg) belantamab
mafodotin dosed twice weekly resulted in near complete tumour eradication out to 36 days in 3 of 5
mice.

In mouse orthotopic MM1Sluc tumour graft model and in EL4-hBCMA syngeneic model ( ressing

human BCMA), belantamab mafodotin significantly reduced tumour growth and increased sur Full
tumour regression was obtained with 30 mg/kg. The results showed that belantamab maf toxin-
induced ICD can result in an adaptive immune response resulting in complete tumour re i6n. CD4+
and CD8+ T cells had significant impact in the anti-tumour activity of belantamab tin in EL4-
hBCMA syngeneic tumour model. Anti-tumour activity, such as increased tumour nec¥gsis ‘and presence
of tumour infiltrating lymphocytes, was confirmed by immunohistochemistry. O

PD study in cynomolgus monkey Q
Reduction of BCMA expressing plasma cells in blood and bone marrow v@fserved in cynomolgus
monkeys after treatment with a 1 mg/kg IV-dose of belantamab mafodoti GSK2857914. Treatment
with belantamab mafodotin had no effects in absolute counts of CD4£écells, CD8+ T cells, CD14+
monocytes, granulocytes or NK-like cells (CD3-/CD4-/CD8+). Ther€ was an initial drop in the level of
free soluble BMCA which then increased, whereas the level o E&plexed sBCMA increased initially
increased and then started to decrease at 4 days until undet @ when the drug level had reduced
below the detection level. Q

10, IL-12, IL-1B and IL-8 were variable between th s but trended to small increase towards the
end of the study. IL-6 levels showed a small peak 6 hotwrs post dosing in all animals in both treatment
groups. The effects on Ig levels and cytokines \A@in general comparable for belantamab mafodotin
and GSK2857914.

The impact on the IgE levels was the highest while IgG,{é nd IgM levels were reduced. Levels of IL-

In vivo activity in combination with other%fsged in MM therapies

Belantamab mafodotin enhanced anti-timaur activity and/or prolonged survival in combination with
agents such as lenalidomide and borte@n , but not with pomalidomide, dexamethasone.

Secondary pharmacodjc ic studies

GSK2857914 neutralizatic@ﬂAFF and APRIL ligand binding to BCMA (Report 2011N125952)

GSK2857914 completely nelifralized both BAFF and APRIL ligand binding to BCMA in a plate-based assay
while the control m %ivizumab was inactive. The antibody potency was compared in a cell-based
assay to evaluate t ects on cell signalling. GSK2857914 was found to completely neutralize BAFF
induced NF-kB cell sfgnalling. In addition, GSK2857914 completely neutralized APRIL induced NF-kB cell
signalling in V ence of soluble BCMA. BAFF induced cell signalling was reduced in the absence or
presence G@Ie BCMA. Isotype control antibodies were inactive in the assay.

GSK285 induced agonism (Report 2013N175851)

7914 cross-linked with an anti-human IgG significantly increased NF-kB cell signaling greater
haty GSK2857914 antibody alone by approximately 2 and 5-fold in NCI-H929 and OPM-2 cells with ECsg
values of approximately 1.2 and 1.13 pg/mL, respectively, but no change was noted in JJN3 cells. There
were small (<1.1-fold) but significant differences in NF-kB induction in NCI-H929 cells when plate
immobilized GSK2857914 is compared to control IgG.

I\F&@n was observed with GSK2857914 at =100 pg/mL in NCI-H929, OPM-2 or JIJN3 cells. However,
t

Selective in vitro cytotoxicity of belantamab mafodotin (Reports 2013N176111 and 2014N224675)
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Belantamab mafodotin did not affect viability of isolated PBMCs, NK cells, CD14+ monocytes, or BMSCs.
Belantamab mafodotin at 500 ng/mL or 5000 ng/mL had no significant effect on normal human bone
marrow derived myeloid progenitor or on patient bone marrow derived MM progenitors cell numbers,
respectively. Plasmacytoid dendritic cells from healthy donors and myeloma subjects were also shown
to express low levels of BCMA. However, limited cell killing activity was observed in these cellSxelative
to killing levels observed in MM cells. b

The effect of belantamab mafodotin on various CD4+ and CD8+ T cell functions wa g‘ated by

measuring T cell proliferation (Report 2014N224675). Following treatment with belar mafodotin
there were no negative effects on the function of activated CD4+ or CD8+ T Is (proliferation,
activation, and cytokine production) based on multiple blood donors. O

Safety pharmacology programme &\/Q

Standalone safety pharmacology studies were not conducted with bel % mafodotin, instead the
cardiovascular and/or respiratory function endpoints were included in th peat dose toxicity studies in
rats and monkeys. Additionally, a single in vitro hERG assay agsessing the potential for delayed
ventricular repolarization was conducted with the active @o ic drug, cys-mcMMAF. Safety
pharmacology evaluations (cardiovascular and/or respirator\% incorporated into the GLP repeat

dose toxicology studies in rats and monkeys.

Belantamab mafodotin Q

In the 3 week repeat dose toxicity study with belanta mafodotin in the cynomolgus monkey (Report
2013N158643), ECGs from the females in each were collected continuously for approximately 1

minute at baseline, prior to the second weekly, on Day 8, and at approximately 30 minutes after
dosing on Day 8. ECGs from the males in eaQbup were collected continuously for approximately 1
minute at baseline, for approximately Zg;rs on Day -7 or -4 and again on Day 8, after dosing.
Quantitative assessments conducted o from males following the second weekly dose (Day 8)

showed no apparent belantamab maf ih-related effects on heart rate or RR, PR, QRS, QT or QTc
interval durations. All ECGs eva in this study were qualitatively considered normal for the
cynomolgus monkey and, based o ir sporadic occurrence and/or low frequency, none of the findings

were considered to be related tantamab mafodotin. There were no abnormal ECG findings detected
from the administration of belantamab mafodotin.

In the 13 weeks repeat onxicity study with belantamab mafodotin in the cynomolgus monkey ECG
recordings were perf ed usSing a non-invasive telemetry system (Report 2018N375127]. Recordings
were performed on ior to the start of dosing for all animals at baseline for approximately 27 hours.
In Week 5 (Day d Week 12 (Day 78) ECGs were collected approximately 3 hours immediately
prior to the dai\n sing and approximately 24 hours after the daily dosing. ECGs were assessed, and
the foIIowipg@ eters reported: Heart rate, PR, QRS and QT intervals, QTc. An increase in heart rate
was nhoted (qu g Week 5 from 4 to 18 hours post dose in males administered 10 mg/kg/week. No effects
on heart @ or ECG parameters were observed at the end of the off-dose period in animals previously

admir@ed 3 mg/kg/week.

ardiac troponin I was measured in the rat and monkey 3 week studies and no treatment-related
efféets were observed (Reports 2013N174857 and 2013N158643).

Detailed cage-side clinical observations following dosing were performed in the 3 and 13 week IV rat and
monkey toxicology studies with belantamab mafodotin, and although no formal assessment of effects on
the central nervous system was undertaken no clinical observations indicative of neurobehavioral effects
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were observed in any of the studies (Reports 2013N174857, 2018N374327, 2013N158643,
2018N375127).

cys-mcMMAF

The potential of cys-mcMMAF to inhibit hERG tail current was measured by whole cell patch cl ing in
HEK293 cells stably transfected with hERG cDNA (Report 2018N376608). Current arising mERG
channel operation was measured prior to and following exposure to cys-mcMMAF (0, 10 a 0 uM).
Cys-mcMMAF inhibited hERG current by (Mean £ SEM) 1.2 £ 0.7% at 10 yM and 3.4 % C% at 100 uM
versus 1.1 £ 0.6% in control. The ICso for the inhibitory effect of cys-mcMMAF w ated to be
greater than 100 uM. Under identical conditions, the positive control (60 nM terfen glnhlblted hERG
potassium current by (Mean £+ SD) 87.5 £ 1.3%. Thus, cys-mcMMAF has no%my effect on hERG
channel.

Evaluation of ECG, blood pressure, respiratory rate and heart rate was pe xﬂad in the 5 day repeat
dose toxicity study in the cynomolgus monkey study with cys-mcM port 2013N177530). All
animals received an ECG examination prior to dosing, at 1 to 2 hours aft osing Day 1, and on Days 7
and 18. Standard ECGs were recorded, RR, PR, and QT intervals arQRS duration were measured, and
heart rate was determined. The systolic, diastolic, and mean arteri ssure, heart rate, and respiratory
rate were also measured at each interval. There was no n qualitative or quantitative ECG
parameters or respiratory rate following IV administration o McMMAF. There was a dose-related
trend towards increased systolic, diastolic and mean bloocQs re readings on Day 1 and Day 7 when
the pooled data were evaluated. These changes were statistically significant when the data were
assessed by sex.

ffects was observed in the toxicology studies with
30).

No clinical observations indicative of neurobehavi
cys-mcMMAF (Reports 2013N177527 and 20134

GSK2857914 (Mab)

ECGs were recorded from each animal @nc prlor to the start of dosing and on Day 15 of the 4 week
repeat dose toxicity study in cynomo monkey with GSK2857914 (Report 2012N150466). During the
treatment period ECG recordings % de prior to dosing and at the approximate Tmax (48 hours after
dosing). All ECGs were within no imits.

Pharmacodynamic lnteractions

No pharmacodynamm‘ﬁﬁh ) drtg interaction studies with belantamab mafodotin have been submitted
(see discussion on % ical aspects).

2.3.3. Ph okinetics

.
The phar N(inetics (PK), absorption, distribution and excretion of belantamab mafodotin (ADC),
GSK285 (the parent, unconjugated anti-BCMA antibody) and cys-mcMMAF (the active cytotoxic
maiet ased from belantamab mafodotin) have been investigated through a series of in vivo

ous (IV) studies and a single intraperitoneal (IP) study to mice, rats and cynomolgus monkeys.
Additionally, toxicokinetics (TK) of belantamab mafodotin, GSK2857914 and cys-mcMMAF were
evaluated in single and repeat dose toxicity studies.

The results of the PK studies of belantamab mafodotin or GSK2857914 following single IV and single IP
dose to mice are presented in Table 1.

Table 1 Absorption after a single intravenous or intraperitoneal dose (Mouse)
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Report No. |Study No.): H13IN175%27 (DTIMouse/PR2011/007) 2013N1TE0 1 (BO2012M005)

Gander (MF)MNo. of Animals: 12Migroup k3T

Vehicle/Formulation: MNat stated in the report Mot stated in the report

Method of Administration: Infravenous Intraperioneal

Dose (mglkg): 1 4

Sample: Serum Bl

Sampling time points: 025, 3, 6,24 48, 72 o6 168 240, 336, 408, and 504 hours 025, 3, 6 24 48 72, 96, YONZ40, 336, 404, and

304 heyrs

Assay: Gyrolale based immuncassay Gyrolak uroassay

Analyta: GSK285T914 Balantamab mafodotins Bal fodatin
Total mAb ADC Totaln ADC

PK Parameters '\’

Conx fgimiL) 207 183 195 - 235

Tova {H} 3 3 3 Q Y

AUGy (pghmL) 2430 1810 1530 0 4820

AUGq (ughmL) 3190 2180 1770 Q NC 5780

s (k) 39 M4 204 & NC 182

MRT [k} 134 156 140 NC 174

Cl{mL'hikg) 0313 0.463 0364 0 NC D.682

Vis{mb/kg) 1049 122 124 NC 183

Additional Informafion: There was no evidence of in viva instalility of the conjugated meMMAF, as the pharmacolinets
for the IP route was approxamately B0%.

DC and total mAk were similar. Relative kioavailability

a = For bioanalytical purposes, belantamab mafodotin is quantified as b gab mafodotin (ADC) and
belantamab mafodotin (total mAb). belantamab mafodotin (ADC) is defi
GSK2857914 conjugated to one or more mcMMAF groups (DAR >0) lantamab mafodotin (total mADb) is
defined as GSK2857914 with or without conjugated mcMMAF (DA

AUC = area under the serum or blood concentration time curve; %= -cell maturation antigen; Cmax =
Maximum observed serum or blood drug concentration. Cl = clgakafge; MRT = Mean residence time; NA = Not

@ ere combined immunodeficiency. t¥2 = Terminal
="Volume of distribution at steady-state.

available; NC = Not calculated; PK= Pharmacokinetics; SCID
elimination half-life; Tmax = Time at which Cmax occurred; ¥

The results of the PK studies of belantamab m or GSK2857914 following single IV dose to rat

and monkey are presented in Table 2.

nous dose (Rat and Monkey)

Table 2 Absorption after a single i

Report No. | Study No.): b 12NTS0200 [NA) 2013IN15T 934 [im ife phase and sample acquisition [A113598])
012N 143303 [sample analysis (A113398)]
Gander (MF)MNo. of Animals: Iigroup IMgroup
Ve hicle/Formulation: O Mot stated in the report Phiosphate buffered saine/Solution
Method of Administration: { Intravenaus Intravenous
Dase (mg/kg): 1 1
Sample: Q Sarum Serum
Bampling time points: 0.Z%3, 6 24 48, T2, 96, 168, 240, 336, 408, and 504 hours. 0.08, 0.5, 1, 3,6, 24, 48, 72, 96, 120, 168, 336, 504, 672, 1008,
1176, 1344, and 1680 hourst
Assay: 7 Gyrolak fluorescent immuncassay Gyrolak fluorescent immunoassay
Analyte: GEKIBSTH S Balantamab mafod ofin® GEK2B5TI14 Balantamab mafodotind
. A ADC Total mAb ADC Total mAb
PK Parameters: ‘\\
Corue (g/miL) ° v 27 333 2T 0.7 292 6.8
Tomax (B} \ 025 0.25 025 022 0.08 0.08
AUG (pgh) T 2400 3380 1600 w2 10440
AU (g Me0 3050 WC 1630 Wi NC
ts (h) @ 235 252 WC 5.1 102 NC
M 180 160 NC 105 BT NC
0.289 0.333 NC 0.616 1.07 NC
Lkg) B7.6 103 NC 70 105 NC

N g

a = Due to rapid decline in serum concentrations from 504 hours in two of the animals dosed with GSK2857914 the
PK parameters for GSK2857914 are based on the data from only one animal.

b = Data dose normalised as belantamab mafodotin dosed at 0.6 mg/kg.

c = Samples also taken at 4800 hours, but not analysed

d = For bioanalytical purposes, GSK2857916 is quantified as GSK2857916 (ADC) and GSK2857916 (total mAb).
GSK2857916 (ADC) is defined as GSK2857914 conjugated to one or more mcMMAF groups (DAR >0) and
GSK2857916 (total mAb) is defined as GSK2857914 with or without conjugated mcMMAF (DAR=0). AUCO-t = Area
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under the serum concentration time curve (from time 0 to last time point); AUCinf = Area under the plasma
concentration time curve extrapolated to infinity. Cmax = Maximum observed serum drug concentration; Cl =
Clearance; mAb = Monoclonal antibody; MRT = Mean residence time; NC = Not Calculated. t'2 = Terminal
elimination half-life; Tmax = Time at which Cmax occurred; Vss = Volume of distribution at steady-state.

The results of the PK studies of cys-mcMMAF following single IV dose to rat and monkey are p nted

in Table 3. @
* Q ’

Table 3 Absorption after a Single Intravenous Dose (Rat and Monkey) Q
Report No. (Study No. 201EN415388 (1019-012) 218N % (T1e-013)
Gander (M/F)/No. of Animals: EMigroup 2\ gpoup
Ve hic ke Formulation: Phosphate buffered saline/Sclution P dl saline/Solution
Method of Administration: Infravenous Infravenous
Dose (mg/kg): 03,1,3 &: 03,1,3
Sampla: Plasma Plasma
‘Sampling time p oints: 0.03, 0.08, 0.25,0.5,1, 2, 4, 8 12, 18, 24_36 and 48 howrs. 0.03, D@O.E_ 1,2,4, 8, 12, 18 2436 and 48 howrs.
Assay: HPLC/MSMS HPLC/MSMS
Analyte: Cys-meMMAF m Cy=s-mohMMAF
PK Parametars: v
Dose (mgl/kg) 0.3 1 3 gﬂ.a 1 3
G jnighmil} BET 1880 15000 1560 1750 13900
Trnase (h) 0.0333 0LOETD 00443 0373 0.0333 0.0a33
AUC:: (ng. himl} 124 629 2520 09 595 2390
AUCH (nghiml) MR NR MR 330 04 2390
s (h) MR NR MR 475 342 462
Cl{mL/hfkg]) MR MR Nb Ho 1860 1250
Wia imLikg) MR NR M 2050 1860 600
Key: v
a = Cys-mcMMAF exists in bwo isomeric forms, the linear isomer was administered in th TIQ
ALICz: = Area under the plasma concentration Sme curve (fram time 0 to last time p:’n‘t]%a under e plasma conceriration time curve extrapolabed bo infinity.
€l = Clearance; Crmex = Maximum observed plasma drug concentration; HPLC/MSMS = High ance liquid chromaiography with tandem mass specirometry.
N = Mo Result since data were not sufficiently robust to derive PK parameters from ., gterminal elimination phase.
Trmen = Time at which Cma ocourred; ts = Terminal elimination hal-ife; V= = Volume @ pution ai steady-state.

<

Belantamab mafodotin was stable when'i Wed in rat, monkey or human plasma at 37°C, as less than
approximately 3% of the total MMAF conjugated to the antibody was released as free cys-mcMMAF over
a 96-hour period. In an incubation ntamab mafodotin with human serum, maleimide exchange
was observed; the transfer of mc rom belantamab mafodotin onto human serum albumin (HSA)
to form HSA-mcMMAF.

Following incubation of belanfa mafodotin with HCEC cells and RPTECs, there was evidence for co-
location of drug with IysoQ's and catabolism to release cys-mcMMAF.

Following a single IV administration of fluorescently labelled belantamab mafodotin or GSK2857914 to
rats, the ﬂuorescenvﬁ of both antibodies in liver, kidney and eyes was similar. Both antibodies were
associated with ¢ ive tissue in the eye and eyelids, extra-orbital lacrimal and harderian glands and
liver, as well che in the eyelids but was not observed in the cornea or glands in the eyelids. The
quorescenE sign as higher in liver and kidneys compared to the eye. Cys-mcMMAF liberated from
belantarr N odotin was detected at very low levels in liver, bone marrow, kidney, harderian gland
and extr. @ ital lacrimal gland, but was not detected in the cornea, eyelid or whole eye.

Fo v\@ﬂv administration of belantamab mafodotin to rabbits, belantamab mafodotin (ADC and total
nd cys-mcMMAF were detected in tear fluid, but no effect on tear production was observed in
belaptamab mafodotin-treated animals when compared to vehicle control.

The binding of cys-mcMMAF to plasma proteins was investigated at 0.5, 5, and 50 ng/mL in human
plasma from 3 donors, using equilibrium dialysis. Cys-mcMMAF exhibited low protein binding in human
plasma in a concentration-dependent manner. The unbound percentages in the 3 donors ranged from
49.1 to 61.8% at 0.5 ng/mL, from 68.8 to 70.7% at 5 ng/mL, and from 80.9 to 88.7% at 50 ng/mL.
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Cys-mcMMAF has limited metabolic clearance. In vitro (rat, monkey, human) and in vivo (rats), the
linear isomer of cys-mcMMAF was predominately chemically hydrolysed and dehydrated to the cyclized
isomer of cys-mcMMAF, with a very minor amount of Phase I/II enzymatic biotransformations. It is the
sum of the linear and cyclized isomers that are measured in the bioanalytical assay for cys-mcMMAF.
Following IV dosing of 3H-cys-mcMMAF to rats, radioactivity was excreted in faeces (83%) urine
(13%), predominately as either the cyclized or linear or isomers of cys-mcMMAF, respec@n rat

faeces, the cyclized isomer of cys-mcMMAF (SGD-1462) constituted the major component 13.8%
of the total radioactivity. Cys-mcMMAF was not an inducer neither inhibitor of key CYP gnz in human
hepatocytes. In vitro, cys-mcMMAF was not a substrate of transporters OAT1, OAT3, O CT2, MATE1

or MATE2-K, but was a substrate of OATP1B1 and OATP1B3. In vitro, cys-mcMMAF, ot an inhibitor
of transporters OATP1B1, OATP1B3, OAT1, OAT3, OCT1, OCT2, MATE1l or gK. A study was
conducted to determine if cys-mcMMAF was either a substrate or inhibit f the following efflux

transporters using vesicular transport assays: P-gp; BCRP; BSEP; MRP1, M P3, MRP4 and MRP5.
The studies showed that cys mcMMAF is a substrate of organic anion trans ifig polypeptide (OATP)1B1
and OATP1B3, multidrug resistance-associated protein (MRP)1, MRPZ, P3, bile salt export pump

(BSEP), and a possible substrate of P-glycoprotein (P-gp).

2.3.4. Toxicology 60{
Q

Single dose toxicity O

A summary of the single dose toxicity studies is include@in Table 4. Single dose toxicity studies were
conducted in rats and monkeys with belantamab dotin (ADC in the table) or the cytotoxic moiety
cys-mcMMAF.

Table 4 Single dose toxicity studies cond& with belantamab mafodotin or cys-mcMMAF

Study ID Species/ (mg/kg) Approx. lethal Major findings
Test item Sex/Number/ ute dose (mg/kg)

Group \
2012N134122 | Rat 4/sex/gro \710, 30, 100 100 Inflammation in lung,
No GLP v heart, spleen, lymph
ADC Lb nodes, kidney,

injection site.
Atrophy/necrosis in
{ gonads, eyes, bone
marrow, liver, skin.
0 Presence of ADAs

2012N133495 | Mqopkey % 3, 10, 30 >30 Kidney injury
No GLP 1/s group v Hemorrhage in heart,
ADC skin and stomach
@ Cholestasis
Skeletal muscle injury

2013N1775 at 3 female/group | 2.5, 10, 17.5, 25 HNSTD = 25 Lreticulocyte
No GLP N IV
Cys-mcMMAF
2013N 7‘ Monkey 1, 3, 6, 10 HNSTD = 10 Discoloration of the
GLP 1/sex/group v injection site
Cys-m F lred cell mass

P tAST, bilirubin

\Y

Repeat dose toxicity

Repeat dose toxicity studies (Table 5) were conducted to investigate the effects of repeated
administration of belantamab mafodotin (ADC below in the table), cys-mcMMAF and GSK2857914 in
rats and monkeys.
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Table 5 Repeat dose toxicity studies conducted with belantamab mafodotin, cys-mcMMAF
and GSK2857914

Study ID Species/ | Dose Duration NOEL/ Major findings
Number (mg/kg/ NOAEL
/Group week) (mg/kg/
Route week)

2013N174857 | Rat 3,10, 30 3 weeks 3 Findings were observed in tes g, teeth

(R30467G) 10- mg/kg/wee (irreversible), kidney, sternur@\e marrow

GLP 16/sex/gr | k (reversible).

ADC oup v Non adverse changes i nodes, eyes,
femur, male mammary 7 epididymides,
ovaries, spleen, liver mus, injection site.

2018N374327 | Rat 3,10, 30 13 weeks <3 Lung damage at all .

(R32025G) 12- (once Adverse findings i s, teeth, kidney.

GLP 28/sex/gr | every 3 Non adverse in eye, male mammary

ADC oup weeks) gland, spleeqgli

v &

2013N158643 | Monkey 1, 3,10 3 weeks 1 Systemic inflakgmatory response: spleen,

(P70260G) 3- v bone m hymus.

GLP 5/sex/gro 1CRP, @

ADC up lalbumin®red cell mass, platelets.

merulopathy, nephron degeneration.
1gG, NK cells
%(, GLDH, GGT, ALT, bilirubin, cholesterol,
yceride.

2018N375127 | Monkey 1, 3,10 13 weeks 1 \ vere pathological changes at 10

(5002582) 3- v g/kg/week, 1 death, cessation of dosing

GLP 5/sex/gro after 5 weeks. Likely caused by immune

ADC up O complex disease and ADA.

\ Degeneration and necrosis in kidneys, GI
tract, lymph nodes, thymus, spleen, liver,
mostly reversible.

) Reversible increase in macrophages in BM,
brain, spleen, thymus.

Extramedullary , haematopoiesis in liver and

lymph nodes.

Systemic inflammation.

Seminiferous tubule degeneration.
2013N177527 | Rat 10 Corneal opacity.

(1019-010) 12/sex/gr mg/kg/day | 1 Lung weight, alveolar histiocytosis,

GLP oup inflammation.

Cys-mcMMAF 1AST, ALT, neutrophils.

2013N177530 | Monkey 5 tmonocytes, lymphocytes.

(1019-009) 3/sex/gro mg/kg/day

GLP up

Cys-mcMMAF

2012N150466 | Monkey Qﬁo, 4 weeks > 100 Skin reddening, scabs, epidermal

(P70204G) 3/sexdgro degeneration and necrosis, hyperplasia and

GLP up YK inflammation.

GSK2857914 @ Microscopic changes in spleen, liver, kidney,
bone marrow.

Q 1 inflammatory cytokines and CRP
N Systemic inflammation.
@)
0\
Gen ity
a Genotoxicity tests conducted with Cys-mcMMAF or belantamab mafodotin
Type of test/study ID/GLP Test system Concentrations/ Results
Concentration range/
Metabolising system
Gene mutations in bacteria Salmonella strains TA98, +/- S9 Negative

(Ames)
Cys-mcMMAF
GLP

TA100, TA1535, TA1537,
and E coli strain WP2 uvrA

50-5000 pg/plate
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Gene mutations in mammalian Mouse lymphoma L5178Y +S9 (4h): 5.34-16.9 pg/mL | Negative

cells TK*- locus -S9 (4h): 4-16.9 pg/mL

Cys-mcMMAF -S9 (24h): 0.475-3 pg/mL

GLP

Chromosomal aberrations in vitro | Human peripheral blood -S9 (24h): 577 pg/mL Positive

- induction of micronuclei lymphocytes

Belantamab mafodotin

Non-GLP

Chromosomal aberrations in vivo Rat, micronuclei in bone 2.5-25 mg/kg N

Cys-mcMMAF marrow v

GLP 5 males/group P\

'\

Carcinogenicity O
No carcinogenicity studies with belantamab mafodotin were submitted (see sion on non-clinical
aspects).

T

Reproduction Toxicity {

No reproduction toxicity studies with belantamab mafodotin w leitted (see discussion on non-

clinical aspects).

Toxicokinetic data O

The results of the TK of belantamab mafodotin, 2857914 and cys-mcMMAF in repeat dose toxicity
studies are presented in Table 7 and Table 8:

Table 7 Overview of Toxicokinetics (AUC) data belantamab mafodotin (adc and total
antibody) following weekly or every eeks intravenous administration of belantamab

mafodotin :

Study Numbers: R3 G\\ R32025G* PTO260G*= P713466G¢ 205678
Dose -~ Rat Monkey Monkey Human
(M gl ek | M F M F M F M F Day 1 AUCH=
— {ng himi)
Plasma ADC AUC jpgh/mL)s
1 M, MA MA WA 1180 1290 1280 [10307° 1030 S84 at 2.5 ma'ky
3 J 6240 12700 8350 3580 3822 B30 BETD 6495 at 3.4 ma'ky
10 17500 45500 2100 20500 22500 2600 29400
30 ul 45800 106000 T4100 A HA MA HA
Plasma Total mAb ALC
(g. himiL}2 \

1 MA MA MA WA 1500 1340 AT00 (11407 1370 10268 at 2.5 mg'kg
3 \ 7D 7150 15100 10400 a40z 4p4gq 8140 TE3D 10202 at 3.4 maiky
10 30500 21000 S0e00 34000 24200 27400 30200 28600!
30 E0000 S4000 125000 B3400 A MNA MA MNA

Kay: ALC = Area undsr - MA = Not applicable.

ADC = Belantamal i (GSKZBIT16).

g} im Wistar Ham rats [Report 2013M 174857, m4.2.3.2]. ALC data from the end of the study (ALCo1e8)

eeks dosing) in Wistar Han rats [Report 201BN3T4327, m4.2.3.2]. AUC data from the end of the shady (AUC g sos).

=sing] in cymomalgus monkeys [Report 201 3N158643, mé.2.3.2]. ALC data from the end of the stady [ALC-0m).

dosing) in cmomolgus monkeys [Report 2018N375127, m3.2.3.2].  ALIC data from the end of the study (ALUC).

e=n=2. Th raMgier values from Animal Moo 2002 was excluded from the mean/median and range caloulations due to the sharp decrease in the plasma concentrations

later time poinis). The values in the parenthesis are the mean parameters calculated withowt data exclusion.

dafin administration at 10 mg/kg/week resulied in a deteriorating condition that necessitated cessation of dosing after 5 doses (Week SDay29).

E] =:@ ical purposes, belantamak mafiododn = quantified as kelantamak mafodotin (ADC) and kslantamale mafodotin (ioial mAk]. kelantamak mafodotin (ADC) is defined as

5 conjugated to one or more meMMAF groups (DAR >0} and belantamak mafodotin (tofal mak) is defined as GSH2857914 with or without conjugated mehMMAF [DARZ0).
mce every 3 wesks in humans [from clirical shedy 205678; see m2.7.2, Section 2.1.2]. Data from frozen liquid formulation.

i re data from Week 4 as animals in this group were terminated eady due to findings related fo mmune complex disease as a result of anti-drug andibodies.
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Table 8 Overview of Toxicokinetics (AUC) data cys-mcMMAF following weekly or every 3
weeks intravenous administration of belantamab mafodotin

Study Humbers: RI467 G R0 56 PTO260G- PT1346G4 2056T8n
Dase Rat Rat Monkay Monkay Human
(mpkg fweck) M F M F M F M F Diay 1 AUCz
(g himl)
Plasma cys-mcMMAF AUC
{pghiml]

1 NA NA MA NA ooizz2 0o NC= P 0.0793 at 2.5 mgfkg

3 0252 0.263 NCT NC? 0.0856 00615 59 ¢ % 0.1136 at 3.4 ma'kg

10 1.13 1.36 0050 00819 0.416 0285 WA \w

3 280 267 0413 0.370 MA NA MNA__ NA

Key: ALC = Area undar the curve; MA = Not applicable; NC = Mot calculated.
a=3-week (once weeldy dosing) in Wistar Han rats [Report 2013N174857, m3.2.3.2). ALC data from the end of the stady (A1)
= 13-week (once every 3 weeks dosing) in Wistar Han rats [Rieport 2018M374327, md.2.3.2). ALC data from the end of the studf
o= Fweek (once weskly dosing) in cynomolgus monkeys [Report 201 3M 158843, m4.2.3.2]. AUC data from the end of the stu
d = 13-week (once weekly dosing) in cynomolgus monkeys [Report 2018M3T5127, m3.2.3.2]  ALIC data from the end of the st
2= AUC could mot ke calculated as no animal in this group kad sufficient plasma concapiration values.

= AUC value could not ke calculated in dis group due to insuficient data

g = Belantamak mafodotin administration at 10 mafgiweek resulted in a deteriorating condition that necessitated mssm

g after 5 doses (Week 5/Day 28), no data
presarted.
h = Diasing once every 3 wesks in humans [from dirical shedy 205678; see m2.7.2, Section 2.1.2]. Data from frozen liqui

%

No separate local tolerance studies have been conducted elantamab mafodotin. IV injection sites
were inspected in the toxicology studies. Clinical and hi ological analysis of injection sites were
performed following IV administration of belantama ﬁotin as liquid and lyophilized formulations
to rats and monkeys as part of the repeat dose stud&eports 2012N134122, 2012N133495 and
Reports 2013174857, 2013N158643, 2018N3743 018N375127).

ulafion.

Local Tolerance

In the rat 3-week study and the single dose t@ studies in rat and monkey, injection site changes
and inflammatory response indicative of Iggal irritancy were noted at >3 mg/kg/week (dose
concentrations of >0.3 mg/mL). Findings, %ed localized epidermal hyperplasia, mild perivascular
haemorrhage and/or inflammation/infl
degeneration/necrosis together wi

tory cell infiltrate and occasional skeletal muscle
ges in plasma AST, aldolase and creatine kinase.

up to 10 mg/kg (up to a dose concentration of 2.5 mg/mL) and
art in the rat, up to 30 mg/kg (up to a dose concentration of 3
ent-related changes at the injection site.

Thirteen weekly doses in the m
four doses administered 3 wez

mg/mL), did not result in tf

Other toxicity s?b{ies

. Mechanisti
L 4

In vitro studies [Reports 2019N410329, 2019N410330)

ar Toxicity

To inves ’\t e potential for belantamab mafodotin to cause cytotoxicity in human corneal epithelial
cells thre@mary human corneal epithelial cell (HCEC) lines and a primary human renal proximal tubule

C), as a comparator epithelial cell type, were used. All cell lines were confirmed by gPCR to
gligible or no expression of BCMA (Report 2019N410329).

cells (

To investigate the potential for belantamab mafodotin to cause cytotoxicity in HCECs and to examine the
mechanism of uptake that plays a role, simple monolayer models using primary HCECs were established
(Report 2019N410330). GSK2857914 was used as a negative control to demonstrate the antibody alone
did not induce cytotoxicity. Vinblastine sulphate was used as a comparator tubulin inhibitor. Experiments
to investigate the role of macropinocytosis in belantamab mafodotin-mediated cytotoxicity were
conducted using EIPA to inhibit the pathway of non-specific uptake. Cytotoxicity was assessed by
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monitoring Caspase 3/7 markers for apoptosis, the pathway through which MMAF induces cell death,
and cell viability in HCECs and RPTECs.

The results indicated that belantamab mafodotin exposure results in significant concentration-dependent
increases in apoptosis in vitro. The effects were observed in multiple donors for each cell type and there
is a trend for HCECs being slightly more sensitive than RPTECs when assessing the Iow%sted
concentrations that caused a significant increase in apoptosis.

In the presence of the macropinocytosis inhibitor EIPA pre/co-treatment with EIPA signi ly reduced
belantamab mafodotin-mediated apoptosis in RPTECs and there was a similar trend in . Treatment
with GSK2857914 showed no significant cytotoxicity, measured as apoptosis or iability, for both
cell types. Treatment with vinblastine sulphate resulted in no effect on apoptos;j mough a trend for
decreased cell viability was observed in HCECs. \é

e In vivo rabbit Tolerability and Ocular Toxicity (Report 2018N38541 &

A study was conducted to determine the tolerability and ocular toxicity@elantamab mafodotin in the
New Zealand white rabbit following two or four IV doses each given 7 days apart. Female rabbits
(n=3/group) were given belantamab mafodotin at 0 [vehicle], 15%0r 30 mg/kg/week by IV (bolus)
injection for two (0 or 30 mg/kg/week) or four weeks (0, 15 or /kg/week).

No observations were noted after 2 weekly administrations 30 mg/kg/week. After four doses of
30 mg/kg/week, corneal epithelial single cell necrosis (mlinimal or mild) in all 3 rabbits, potentially
associated with superficial corneal haze in 1 rabbit on D@? and 30, was observed. Increased mitoses
(minimal) in the corneal epithelium in 2/3 rabbits giv mg/kg/week for four weeks, was also seen.
There was no belantamab mafodotin-related effect,gn tear production when compared to vehicle control.
Following ophthalmologic examination, bilateral @tions observed in the retina of a single animal,
administered 15 mg/kg/week for 4 weeks, weQuncertain relationship to treatment; this observation
did not correlate with any microscopic findings in the retina following examination of multiple (n=6)
sections containing the retina from this i&y

e Tissue cross-reactivity (Report N169796, Report 2013N176627)

A non-GLP pilot study was condu identify a suitable positive control for use with the belantamab
mafodotin and GSK2857914 a determine the cross-reactivity profile of belantamab mafodotin and
GSK2857914 in a limited setfo man cell lines and human and cynomolgus monkey tissues by IHC
analysis (Report 2013N16

Mild to moderate spegific staining was observed in monkey and human adrenal, heart, kidney, liver,
lymph node, spleenia nsil, in human adipose/skin and in cynomolgus colon.

Minimal to mild Qﬁpeqfic staining by the BCMA protein absorption control and no antibody negative
control was ob’ véd in human and cynomolgus goblet cells in the colon. The level of background staining
observed in this study did not prevent evaluation for specific staining.
The pote@:ross-reactivity of belantamab mafodotin (ADC), prepared as a conjugate of belantamab
mafo nd Anti-diotype mAb S389105H11, was assessed in a definitive GLP study (Report
627). The following tissue specimens were evaluated: adrenal, urinary bladder, blood cells,
arrow, breast, brain (cerebellum and cortex), endothelium, eye, fallopian tube, GI tract
(oesbphagus, gastric antrum, gastric body, duodenum, ileum, colon), heart, kidney, liver, lung, lymph
node, ovary, pancreas, parathyroid, parotid, peripheral nerve, pituitary, placenta, prostate, skin, spinal

cord, spleen, striated muscle, testis, thymus, thyroid, tonsil, ureter, uterus (cervix and endometrium).

Under the conditions of this study, antigen-specific binding of belantamab mafodotin was showed in
positive control material (human spleen).
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Specific positive staining was observed with belantamab mafodotin conjugate in several tissues examined
and this was generally associated with individual or focal groups of cells, blood vessel walls/perivascular
tissue and connective tissue. The majority of specific positive staining observed with belantamab
mafodotin was cytoplasmic. In all tissues where specific positive staining with belantamab mafodotin
was observed, comparable staining was seen with the positive control article but not with the hggative
control article. All other observed staining was variable and considered to be non-specific. @6

2.3.5. Ecotoxicity/environmental risk assessment ¢ %

Table 9 Summary of main study results 4Q$
a

Substance (international non-proprietary name (INN)/Invented Name): be mafodotin
CAS-number (if available): n/a N
( ) R

PBT screening Result \) Conclusion
Bioaccumulation Chemaxon QSAR prediction and | log Kow & ted be Potential PBT (N)
potential- log Kow published article (Burns et al. Mol | <4.5

Pharm. 2017 p 415-42).

Vo AN
PBT-assessment \"& 4
Parameter Result relevant for conclusion Conclusion
Bioaccumulation log Kow No studies conducted
N

BCF \\) No studies conducted

Persistence DT50 or ready biodegradability No studies conducted
N
Toxicity NOEC or CMR \) No studies conducted
N

PBT-statement: For the Cys-mcMMAFﬁ@ty of the active ingredient, based on the published data

and Chemaxon %F;p diction, the log Kow is not expected to be >4.5 (Burns et al

2017).

Belantamab Q@)}tin is therefore not PBT nor vPvB.

Phase I X\?

Calculation Value 0 Unit Conclusion
PEC surfacewater , default or 0. 5 ug/L > 0.01 threshold
refined (e.g. prevalence, (N)

literature)

Belantamab mafodd&c surface water value is below the action limit of 0.01 pug/L and is not a PBT
substance as log oes not exceed 4.5.
L 4

X9
2.3.6. @cussion on non-clinical aspects

0] the pharmacodynamics of belantamab mafodotin is adequately characterized. The nonclinical

acology data showed the designed mode of action of belantamab mafodotin (anti-tumour activity
by CC/ADCP activity, ADC-induced apoptosis and cell cycle arrest, ICD) and the selective function
targeting both dividing and non-dividing BCMA-expressing tumour cells.

Modifications to the belantamab mafodotin manufacturing process were made during product
development, and two different DS presentations have been used during nonclinical development:
solution and powder for solution (which is proposed for commercialization). For these, the comparability
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has been demonstrated for the drug substance produced by the earlier manufacturing processes and DS
batches used in the nonclinical toxicology studies and in clinical studies, and to commercial DP.

Stability assessments are ongoing for cys-mcMMAF in the presence of belantamab mafodotin at -20°C.
Once the stability assessments have been completed, the applicant will make a final assessment of the
impact on the cys-mcMMAF dataset. If the maximum storage stability duration is shorter tha%time
required to support at least 80% of the Study 205678 dataset, the applicant proposes t rm an
update of the pharmacokinetic and PK/PD analyses using the data for which storage stabil'gog{nﬁrmed

and to submit the updated results to the CHMP by 2Q 2021. This was accepted by the”

lism should be
tions associated
8,%he assessment has
ed for the parallelism

Regarding the determination of free soluble BCMA in human serum using ECL the
assessed, and the results should be reported. Due to scheduling and staffing c
with COVID-19, as well as the lack of suitable incurred samples from study 20
been delayed. The CHMP recommended the applicant to submit the results0 i

experiments, when available (Q4 2020).

Belantamab mafodotin functionality was shown for large range of BC ression levels on MM cells,
at concentrations of belantamab mafodotin hypothesized to be achj€vable in humans, under conditions
designed to mimic the human target cells and microenvironm M patient plasma) and with the
physiological concentrations of BCMA ligands and shedded Belantamab mafodotin induced
selective cell death of BCMA-expressing MM cells, with I bystander toxicity to non-BCMA
expressing cells. Belantamab mafodotin induced durable ur growth regression in xenograft mice
models bearing human multiple myeloma NCI-H929, OP d MM1Sluc cells, and dependently on the
presence of CD8+ T-cells in immune-competent s e|c mouse expressing human BCMA (EL4-
hBCMA). Furthermore, in cynomolgus monkeys a.single dose of belantamab mafodotin resulted in
reduction in the BCMA-positive plasma cells and @evels, and modest reduction in IgG, IgA, and IgM
levels.

Belantamab mafodotin was taken up mtoﬂs} hroughout the body by a mechanism unrelated to BCMA
receptor expression on the cell membrade ( mPC, section 5.3).

which express low levels of BCM h as plasmacytoid dendritic cells, and putative payload of non-
specific uptake (plnocytOS|s) i target cells. Belantamab mafodotin had no significant effects on
cardiovascular, respiratory d tral nervous systems in rats and monkeys in safety pharmacology
evaluations, but potential iotoxicity related to inflammatory response is listed under RMP, Part II
nonclinical safety spemﬁca s.

Limited secondary pharmacodyna 2 f ts are expected, related to low potency to induce cell death,

The Applicant has c ed a comprehensive set of in vitro and in vivo pharmacokinetic studies with
each component Z&e product. No sex differences were observed. The serum t'2 of belantamab
mafodotin (AD@ts was approximately 11 days, which was slightly longer than in mice. Following
1V bolus ad tion of belantamab mafodotin, Tmax was observed at 0.25 hour in most monkeys; in
some an ax Was 3, 6 or 24 hours after dosing during Weeks 1 and 3 for belantamab mafodotin
(ADC an&a mAb). Belantamab mafodotin was shown to be distributed to connective tissue in eyes,
eye li ra-orbital lacrimal, Harderian glands, liver, and kidney. Cys-mcMMAF was detected only in
marrow but not in the cornea, whole eye or eye lids of the rat. Cys-mcMMAF exhibited low
in"binding in human plasma in a concentration dependent manner, from 49.1% at 0.5 ng/mL to

88.7% at 50 ng/mL. Binding of cys-mcMMAF to plasma protein was similar in monkeys and humans, but
higher in rats.

The metabolism of cys-mcMMAF was shown to be low and was primarily characterized by non-enzymatic
transformations and to a minor degree by oxidative and conjugative metabolism. In vitro (rat, monkey,
human) and in vivo (rats), the maleimide ring was predominantly chemically hydrolysed and dehydrated
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to a cyclized isomeric form of cys-mcMMAF with a very minor amount of Phase I/II enzymatic
biotransformation. It is the sum of the linear and cyclized isomers that are measured in the bioanalytical
assay for cys-mcMMAF. Cys-mcMMAF was not a sensitive substrate of cytochrome P450 enzymes in
vitro. The metabolic pathways of cys-mcMMAF in rat were hydrolysis, beta-lyse, S-methyltransferase,
N-acetylation, reductive C-S-cleavage, amino acid conjugation, oxidation and unknown way. Thege were
some differences in the metabolite profiles between the rat, monkey and human. However, t ibot of
any concern from clinical point of view since the metabolites accounted for less than 5%®he total
radioactivity. Furthermore, metabolites unique to human that might have been missed{imthe toxicity
studies conducted in rats and cynomolgus monkeys, were not identified. g\

The data showed that cys-mcMMAF is predominantly excreted via the hepato- faecal pathway
(83%), and to a lesser amount via renal clearance (13%). Based on availabl@o and clinical data,
there is a low risk of pharmacokinetic or pharmacodynamic drug interactio or'eelantamab mafodotin

(SmPC, section 4.5). 0

Radio-profiles of 0- to 8-hour and 8- to 24-hour pooled urine sampl@owed that unchanged cys-
mMcMMAF (SGD-1362) was the major component in rat urine, accounting®for 9.33% of the radioactive
dose (compared to a total of 12.1 % of radioactive dose in the led urine samples and 11.6 % of
radioactive dose quantitated, 0- to 24-hour post-dose together). r identified metabolites, including
M15, M16, SGD-1462, and M25, each accounted for less than%)f radioactive dose.

Radio-profiles of 0- to 24-hour and 24- to 48-hour poolec@(e samples showed that the unchanged
cys-mcMMAF was a minor component recovered in faec ounting for 0.748% of the radioactive dose
(compared to a total of 81.4% of radioactive dose in t led faeces samples and 40.1% of radioactive
dose quantitated, 0- to 48-hour post-dose toget due to low extraction recoveries). SGD-1462, an
isobaric analogue of SGD-1362, was the only ma'oﬁtabolite, which accounted for 13.8% of radioactive
dose. All other identified metabolites, includin@, M31, and M35 through 48, each accounted for less

than 5% of radioactive dose.

In rats a mass balance study with radio@gd cys-mcMMAF has been performed. Following IV dosing
of 3H-cys-mcMMAF to rats approximat@ % of the dose was excreted in the faeces. Urinary excretion
(approximately 13%) was a mi ute. Radioactivity was excreted rapidly and 94 % of the
administered dose recovered in st 48 hours after dosing. Total recovery of radioactivity over the
168-hour collection period w
cyclized isomers of cys—mcM&:.

»

Po. Radioactivity was excreted predominantly as either the linear or

Non-clinical safety studies e shown dose dependent and reversible primary glomerular injury and
tubular degeneration rat and monkey) directly related to belantamab mafodotin, accompanied by
large molecular pro@ia (albuminuria) and enzymuria. Single cell necrosis of the kidney and bladder
urothelium was ﬁﬁo ed in the 13-week monkey study. Severe tubular degeneration/regeneration and
marked glom’N ephritis exacerbated by immune complex disease, likely associated with ADA,
following % v\éeyv doses of 10 mg/kg, led to the early euthanasia of one monkey. Glomerulonephritis
associate immune complex formation is not expected to be reversible. Nephrotoxicity has been
categori s an important potential risk (see RMP).

I, the toxicological data package for belantamab mafodotin is comprehensive. Repeat dose
ity evaluation was conducted for belantamab mafodotin, cys-mcMMAF and GSK2857914 in rats and
cynomolgus monkeys, and in rabbits focusing on the ocular findings. Of the toxicological species,
belantamab mafodotin cross-reacted only with the monkey BCMA target, thus implicating that in rats
and rabbits lacking the BCMA binding, not the target specific toxicity, but the off-target or unspecific
cytotoxicity via the pinocytosis of the product, has been evaluated. To support the long-term therapeutic
use of belantamab mafodotin powder for concentrate for solution for infusion, studies were performed
by the IV route of administration for periods of up to 13 weeks in rat (<30 mg/kg) and monkey (<10
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mg/kg). The toxicology findings with belantamab mafodotin were primarily related to the safety of the
cytotoxic drug conjugate, cys-mcMMAF, which follows the reported safety profiles of other auristatins
and microtubule disrupting agents. The tubular degeneration/regeneration in the kidneys, seminiferous
tubular changes in the testes, Iuteinized nonovulatory follicles in the ovaries, degeneration of the incisor
ameloblast/odontoblast layers (rat), increased liver enzymes with single cell necrosis, lymphgeytolytic
and/ or cellularity alterations in the bone marrow, spleen and eye (rat) are considered likely t %ated
to MMAF. Similar effects have been reported with the auristatins or other microtubule disru@ agents
such as colchicine and vinblastine. .

N

Decreases in immunoglobulins were seen in monkeys at all doses. Decreédses “in |lymphoid
cellularity/necrosis (dose-responsive in severity) was noted in the spleen and/o ph nodes at =3
mg/kg/week, which was associated with decreases in thymic cellularity i . Increased risk of
infections due to immunosuppression and/or neutropenia has been categoriz&important potential
risk (see discussion on clinical safety RMP).

Overall, the principal adverse findings (directly related to belantamab tin) in the rat and monkey,
at exposures >1.2 times of the recommended clinical dose of 2.5 r/rfmoere elevated liver enzymes
sometimes associated with hepatocellular necrosis at > 10 and >3 :&kg, respectively and increases in
alveolar macrophages associated with eosinophilic material in t g at >3 mg/kg (rat only) (SmPC,
section 5.3). Most findings in animals were related to the cyto%drug conjugate, the histopathological
changes observed in the testes and lung, were not reversi i s (SmPC, section 5.3).

Although ADA formation was evident in monkey studies@e posures were generally maintained at low
and mid-dose animals and were approximately a same level in mid-dose animals as the
recommended human dose of 2.5 mg/kg, based ADC area under concentration curve (AUC). The
highest non-severe toxic dose in monkeys was 3 n@; and the highest dose tested exceeded the clinical
dose by 3.8 and 2.5 -fold (ADC and mAb resp@ly).

Corneal events are one of the most freq tly reported AEs associated with belantamab mafodotin in
the clinic, and these include keratopathy@red vision, dry eyes and photophobia. These corneal events
are consistent with those reported i@ iterature with other MMAF-conjugated ADCs. In nonclinical
toxicity studies, corneal effects (bilateral single cell necrosis in the corneal epithelium and/or increased
mitoses of corneal epithelial cell e seen in rats and rabbits, but not in monkeys. Furthermore, in
rabbits a finding of bilateral str's in the retina in the 15 mg/kg dose group was reported. Belantamab
mafodotin was found in co‘sctive eye tissues but not in cornea in rats. The data support the
involvement of non-specifi cropinocytosis as a mechanism of cellular uptake to the eye and indicate
that the ocular adve effe observed in rats result from unspecific uptake leading to microtubulin
inhibition and apopt %e to the cys-mcMMAF moiety. Regarding the retinal finding in rabbit the cause
is unknown. It wa lated that it could be a slight alteration in the alignment of retinal ganglion cells.
Finding did not cogrelate with any microscopic alterations. It did not represent a retinal degeneration or
adversely aff@ e surrounding layers. Thus far similar retinal striations have not been reported in
patients g atment with belantamab mafodotin, and it is sufficient, that the eye alterations are and
will be fd critically in patients (see discussion on clinical safety and RMP).

No,ca genicity or definitive genotoxicity studies have been conducted with belantamab mafodotin

section 5.3). Belantamab mafodotin was genotoxic in an in vitro screening assay in human
lyfphocytes, consistent with the pharmacological effect of cys-mcMMAF-mediated disruption of
microtubules causing aneuploidy. The absence of carcinogenicity studies is accepted in line with the ICH
S9 and S6(R1) guidelines.

No animal studies have been performed to evaluate the potential effects of belantamab mafodotin on
reproduction or development. The mechanism of action is to kill rapidly dividing cells which would affect
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a developing embryo which has rapidly dividing cells. There is also a potential risk of heritable changes
via aneuploidy in female germ cells (SmPC, section 5.3).

Effects on male and female reproductive organs have been observed in animals at doses of > 10 mg/kg,
which is approximately 4 times the exposure of the clinical dose. Luteinized nonovulatory follicles were
seen in the ovaries of rats after 3 weekly doses. Findings in male reproductive organs, that weré/erse
and progressed following repeat dosing in rat, included marked degeneration/atrophy of erous
tubules that generally did not reverse following dosing cessation (SmPC, section 5.3). Ba wfindings
in animals and the mechanism of action, belantamab mafodotin may impair fertility in % and males
of reproductive potential (SmPC section 4.6). Therefore, women of childbearing poten@w 0 may desire

offspring in the future should be counselled prior to therapy regarding the option ving eggs frozen
before treatment. Men being treated with this medicine are advised to have Qc amples frozen and
stored before treatment (SmPC section 4.6). &

Based on the mechanism of action of the cytotoxic component monogethyl auristatin F (MMAF),
belantamab mafodotin can cause embryo- fetal harm when administer@,a pregnant woman. Human
immunoglobulin G (IgG) is known to cross the placenta; therefore, antamab mafodotin has the
potential to be transmitted from the mother to the developing fetu mPC section 4.6).

BLENREP should not be used during pregnancy unless the ben '@he mother outweighs the potential
risks to the fetus. If a pregnant woman needs to be treated, sh Id be clearly advised on the potential
risk to the fetus (SmPC, section 4.6).

It is not known whether belantamab mafodotin is ex e@nto human milk. Immunoglobulin G (IgG) is
present in human milk in small amounts. Since belah\tahab mafodotin is a humanised IgG monoclonal
antibody, and based on the mechanism of action@way cause serious adverse reactions in breast-fed
children. Women should be advised to discopti breast-feeding prior to initiating treatment with
BLENREP and for 3 months after the last dosegPC, section 4.6).

The pregnancy status of child-bearing wo, &Jhould be verified prior to initiating therapy with BLENREP.
CJeffective contraception during treatment with BLENREP and

Women of child-bearing potential shou

for 4 months after the last dose ( ction 4.6).
Men with female partners of child- ing potential should use effective contraception during treatment
with BLENREP and for 6 mont @ er the last dose (SmPC, section 4.6).

The active substance is co d of a natural substance (monoclonal antibody) conjugated with tubulin
polymerization inhibitor m AF. PECsurracewater Of belantamab mafodotin is below the trigger limit of
0.01 pg/L and therehgthe product is not expected to adversely affect the aquatic or terrestrial

environments. @

L 4
2.3.1. Cot:}sion on the non-clinical aspects
L 4

Overall, @bn-clinical documentation submitted was considered adequate. The relevant information
has b@ uded in the SmPC (sections 4.6, 5.1 and 5.3).
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2.4. Clinical aspects

2.4.1. Introduction

GCP ij

The Clinical trials were performed in accordance with good clinical practice (GCP) as ch;'\ by the

applicant. {

The applicant has provided a statement to the effect that clinical trials conducted @de the
Community were carried out in accordance with the ethical standards of Directiye 2001/20/EC.

e Tabular overview of clinical studies :&l

Table 10 Clinical studies in the clinical development program su ng the MA
Study Study Objective(s) Study Healthy Treatment Details Total No. of Study Reporting
Identifier Design Subjects or | Product(s); Dosage R en; Subjects by Status
(Identifier of Diagnosis Route; Duration Group Entered/ | (Type of Report)
| Study Report of Patients Completed
. m5.3.5.1 Safety and Efficacy Studies: Controlled Clinical Studies ~ . _ i
205678 Safely and Efficacy Phase Il Patienls GSK2ZB5T91§ Frozen solution Ongoing
Two-arm, R, with RRMM Frozen Solu 2.5 mg'kg {CSR on Final
oL, PK 2.5 mg/kgpCNaaf 1V infusion a7/ 37 Analysis)
Exploratory over 30 ps: Day 1 of each 3.4 mg/kg:
cohort with 21-day & 99/ 34
lyophilized 34 NGt 1V infusion
presentation ovel3 nu®s: Day 1 of each Lyo cohort
21- cycle 25/ 4
ghMyed presentation
g a/kg Cohort: IV infusion
B0 minutes: Day 1 of each
| | -day cycle
m$5.3.5.2 Safety and Efficacy Studies: Uncontrolled Clinical Studies
| BMA117158 | Parl 1 - Safety and [ Phase | | Patients | GSK2857916 | Total enrolled | Concluded
tolerability, and to NR. OL, DE. | with Part 1: 60 min IV infusion, dose (MM): 73 (CPSR on Final
eslablish a maximum PK and N range 0.03 mg/kg o 4.6 mg/kg, Analysis)

immunogenicity PK, PD. Part 2: 60 min IV infusion,
and clinical activity 3.40 mg/kg once every 21 days Part 2 MM
35/35

tolerated dose Part 2 - once every 21-days Part 1 MM
safety, lolerability. Q 38 /38

Part 2 NHL:
6/6

2.4.2. Pharmacokineticsb

The pharmacokinetics of bel ta;ab mafodotin, total mAb (antibody with or without the cys-mcMMAF
moiety), and cys-mcMMA een evaluated in two clinical studies DREAMM-1 and DREAMM-2
conducted in subjects with M. In addition, a population PK analysis was performed in order to
characterize the popf\n PK of belantamab mafodotin in patients with RRMM and identify covariates

of clinical interest. K model was subsequently used for exposure-response analyses.

R
Absorpt:' \
L

Maximu centration for belantamab mafodotin occurred at or shortly after the end of infusion while
cys- concentrations peaked ~24 hours after dosing. Geometric mean belantamab mafodotin
C AUC(0-tau) concentrations were 43 mcg/mL and 4,666 mcg.h/mL, respectively. Geometric

cys-mcMMAF Cmax and AUC(0-168h) concentrations were 0.90 ng/mL and 84 ng.h/mL,
respectively (SmPC, section 5.2).

The dose of belantamab mafodotin was 2.5 mg/kg. Median tmax (range) values were 22.83 h (1.92-65.63
h) at Cycle 1 and 23.24 h (0.58-46.08 h) at Cycle 3 for cys-mcMMAF.
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Distribution

The mean steady-state volume of distribution of belantamab mafodotin was 10.8 L (SmPC, section
5.2). Geometric mean value of distribution at steady state for belantamab mafodotin was 4.08 L at
Cycle 1 in study BMA117159 (mean 2.9-5.2 L/different dose levels) and 8.0-9.0 L at Cycle 1 imystudy
DREAMM-2. 2 >

Belantamab mafodotin binds to the sBCMA in plasma. The assay for quantifying belanta fodotin
plasma concentrations measures both free and complexed belantamab mafodotin. In v'%s-
mMcMMAF exhibited low protein binding in human plasma in a concentration-depende %nner. The
unbound percentages in the three donors ranged from 49 to 62% at 0.5 ng/mL, fr, to 71% at 5

ng/mL, and from 81 to 89% at 50 ng/mL. Q
Elimination S’

Belantamab is a large protein which is degraded to small peptides. The ody-drug compound is not
expected to be excreted. As belantamab mafodotin binds to the cellfSurface, it is internalised and the
cytotoxic moiety cys-mcMMAF is released.

Belantamab mafodotin was cleared slowly with total plasma c@lce of 0.92 L/day and a terminal
phase half-life of 12 days. Over time, clearance was reduc 2 L/day with an elimination half-life
of 14 days. Predose cys-mcMMAF concentrations at eac were typically below the limit of
quantification (0.05 ng/mL) (SmPC, section 5.2).

In Part 1 of Study BMA117159, urine was collected for 24 h at each cycle, and aliquots were taken for
the determination of cys-mcMMAF concentrations@ycles 2,4,7,10, 13, and 16. Combining all dose
levels at Cycle 2, median cys-mcMMAF fraction{ex@reted into the urine over 24 hours was 0.073% of the
administered dose. The median value aft%y::le 4 was 0.122 % (n=10; range 0.008 to 0.546%).

Dose proportionality and ti@gépendencies

e Belantamab mafodotin b

R
)
S
5
<Q
D
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Table 11

Summary of Belantamab Mafodotin PK Parameters on Cycle 1 (Study

BMA117159)
Treatment Group (Part 1) Part 2
0.03 0.06 2.50 3.40
mg/kg | mg/kg | 0.12 mg/kg | 0.24 mg/kg | 0.48 mg/kg | 0.96 mg/kg | 1.92mg/kg | mg/kg | 3.40 mgikg | 4.60 mg/kg Total mg/kg
Parameter (N=1) | (N=1) (N=4) (N=4) (N=4) (N=3) (N=4) (N=8) (N=3) (N=6) (N=38) (N=35)
AUC(0-1) ND 200.5 633.4 7294 23893 4448 98933 ND 231222 9739 ND ND
(ug.h/mL) (35) 91 (51) (80) (52) ) (39)
AUC(0-0) ND 2158 767.3 632.3° 2992° 92352 18469! ND ND 83554 D ND
(ng.h/mL) (50) (101) (72) (47) Y @
C-EQI (ng/mL) 409 1259 2909 4227 112883 17324 381413 67783 66486 114 / ND 786878
(21) (20) (15) (13) (51) (36) (23) ’%\ (23)
Cmax (ng/mL) 429 1323 2957 4548 11876° 23050 437743 68128 ’%y ND ND
(18) (20) (24) (23) (45) (21)
tmax (h) 2.08 4.08 1.19 3.09 1.00° 2.05 1.00° ND 6.92 &j .56 2.007 ND
(1.00-2.00) | (2.00-8.78) | (1.00-4.00) | (2.00-2.08) | (0.50-24.00) (2.02-8.787™0(005-2.07) | (0.50-24.00)
Ctrough (ng/mL) ND ND 382 13312 43071 3720 114213 3727 28134 2301 ND 34867
(108) (44) (114) (38) (50) | o (#8m, (76) (88)
CL (mL/h) ND 28.3 10.5 25.03 15.13 8.462 1. ND w‘ 38.84 17.95 ND
(59) (89) (75) (27) (38) (83)
CL (mL/h/kg) ND 0.274 0.157 0.377° 0.156° 0.103? 0.104" ND o 0.525% 0.228°% ND
(50) (100) (68) (48) (28) (88)
Vss (mL) ND 5239 2900 4286° 4388° 32242 5158" NN} ND 5215* 4079° ND
(29) (31) (22) (22) (19) (32)
Vss (mL/kg) ND 50.8 434 64.53 45.3° 39.42 46.0 '@ ND 70.5¢ 5215 ND
(7) (31) (19) (4) (22) (29)
t (days) ND 5.28 7.84 4.913 8.273 11.042 12.85! ND ND 432+ 6.69° ND
(37) (76) (50) (47) (17) (54)

Source: Study BMA117159 CPSR (m5.3.5.2), Table 4.0050, Table 4.0051
Data presented as geometric mean, (%CVb), except tmax, presented as median,
C-EQI = concentration at the end of the infusion; ND = not determined

n=1; 2n=2; *n=3; 4n=4; >n=18; 6n=32; " n=28

(minimum-maximum). n@umn heading unless footnoted

Table 12 Summary of Belantamab Mafodotin PK P:F@ers at Cycle 1 (Study DREAMM-2)

Belantamab Ma
2.5 mglkg 34 mg'kg 3.4 mg/kg Lyophile
Parameter (MN=95) (N=899 (N=24)
n Value n n Value
AUC(D-T) 30 4666 20 22 5845
{pg.himL} (48) 40) (37)
ALNC( Do) 26 H644 18 b495 18 5962
{ug himL} (40) (54) (51)
C-EDI 91 39.6 Q?xv 49.8 23 495
{pa/mL} (48) (36} (18}
Cmax 32 42 5 520 22 513
{ugimi ) (26) (20} (18}
tmax (h) 32 0.78 Q.70 22 0.75
(0.42-2.50) }} (0.43-2.15) (0.48-2_88)
Ctrough 69 243 __NJJ 71 254 20 3.41
{ug/mL) 2) () (88) (76)
CL (mLih) 26 LY 4 18 380 18 37
{alc‘ (51) {47)
CL (mLMkg) 26 18 0.524 18 0.486
Q (54) (51}
Wss (L) 26 A 18 8.33 18 S04
\ (30) (28) (26)
Wss (mLkg) 26 ’ ¥ 887 18 1149 18 118.3
s (30} (26) (21)
t: (days) 2 N 6.85 19 6.91 22 8.18
* (48) (55) (41}
Source: Study 2 B8R (m5.3.5.1), Takle 4.0040
Data presented @z o eiric mean (%CWh), except tmax, presented as median, (minimum-masdnmum).
C-E01 = cofl ign at the end of the infusion

Ko
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Table 13 Summary of Key Belantamab Mafodotin PK Parameters at Cycle 3 (Study DREAMM-

2

N
5

2)
Belantamab Mafodotin
2.5mgkag 34 mogkg 3.4 mg/kg Lyophile
Parameter [ N=85) (N=09) (N=24)
n Value n Value n Value

CL (mLih) 19 237 iy 226 9 238

(43) (36) (41)
CL (mLhkg) 19 0284 1 0258 9 0.288

(38) (29) (46)
s (L) 19 6.56 e 684 9 54

@) (28) an__(
Vss (mL/kg) 19 787 iy 96 ] 103.

(26) (24) !
114 (days) 26 807 23 8583 11 1

(48) (46)
Source: Study 205678 CSH (mD.3.5.7), Takle 4.0040

Data presenied a2 geometnc mean (%CVE)

e Total mAb

Table 14 Summary of Total mAb Pharmacokin

rameters on Cycle 1 (Study

O

<

BMA117159)
Teaent Group (Part 1) Part 2
0.03 0.06 2.50
mg/kg | mglkg | 0.12mgl/kg | 0.24 mg/kg | 0.48 .96 mg/kg | 1.92mg/kg | mglkg | 3.40mg/kg | 4.60 mg/kg Total 3.40 mglkg
Parameter | (N=1) | (N=1) (N=4) (N=4) { ' (N=3) (N=4) (N=8) (N=3) (N=6) (N=38) (N=35)
AUC(0-1) ND 160.3 550.3% 582.6 17203 % 3285 90282 ND 12973 129455 ND ND
(ugh/mL) (34) ] 41 (54) 4 (39) (9
AUC(0-) ND 172.9 675.5° 6789 # 2052 20492 113721 ND 95591 16222 ND ND
(ug.h/mL) (45) (100) ) 52) (57) (™)
C-EOI 408 1413 3013 435 113713 16589 399693 65014 75566 94786 ND 732077
(ngimL) (16) (16) (10) (38) (25) (18) a7 (24)
Cmax 476 1440 3046 7 11966° 21114 452313 ND 76289 96484 ND ND
(ng/mL) (16) ( (25) (12) (29) (18) (18)
tmax (h) 9.05 2.07 1.60 N2 1.00% 4.08 1.00% ND 1.05 2.00 2.008 ND
(1.1 7-;{ 03-2.07) | (1.00-4.00) | (2.05-9.05) | (0.50-2.00) (097-227) | (1.00-2.07) | (0.50-9.05)
Ctrough ND ND & ¥ 8082 24731 2103 5875° 7687 166312 4545 ND 84938
(ng/mL) (65) (112) (42) (62) (20) (93) (94)
CL (mL/h) ND 35.3 T 25.0 2223 24.32 19.01 ND 21.7 2164 21.18 ND
(79) (53) (63) (61 (58)
CL ND 2 0.%80° 0.351 0.230% 0.3252 0.169' ND 0.356" 0.2654 0.2666 ND
(mUih/kg) 47) (99) (48) (57) (72) (61)
Vss (mL) ND 34332 4973 5465 48252 55191 ND 48331 55404 48426 ND
(38) (20) (23) (50) (26) (29)
Vss (mL/kg) N %ﬂ 50.8% 70.0 56.43 64.72 49.2! ND 79.2' 8.0 61.06 ND
* (19) 22) 22) (44) (13) (24)
/4 (days) \ 3.59 8.13% 5.76 7.043 5.8% 8.37 ND 6.431 7.60* 6.678 ND
" N (26) (73) (30) (13) (7 (44)
Source: 17159 CPSR (m5.3.5.2), Table 4.0060, Table 4.0061

(
Data pfegenteg as geometric mean, (%CVb), except tmax, presented as median, (minimum-maximum). n is in column heading unless footnoted
ntration at the end of the infusion; ND = not determined
b 3n=3; 4n=4; 5n=5; §n=19; "n=32;8n=28

CE
1p=1"
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Table 15 Summary of Total mAb Pharmacokinetic Parameters at Cycle 1 (Study

DREAMM-2)
Belantamab Mafodotin
2.5 mgkg 34 maglkg 3.4 mg'kg Lyo
Parameter (N=85) (N=99) (N=24)
n Value n Value n Value
AUC(0-T) 29 T305 18 G566 19 9029
{pg.himL) (42) (42) (40}
AUC[0-o) 16 10268 10 10209 2] 10170 c
{pg.himL) (E6) (85) F5) @,
C-EQI 88 435 91 56.4 22 bE.4 \
{ng/mL) (49) (39) 21
Cmax 30 489 19 61.1 20 B
(ug/mL) (30) (27) 1
tmax (h) 30 1.75 18 1.87 20 0
(0.42-2.50) (0.50-24.50) DAg-2.17)
Ctrough 513 5.27 T 5.98 18 13
(ug/mL) (83) (87) (101)
CL (mLh) 16 212 10 25.3 9 26.0
(59) (64) ﬂ> (59)
CL (mLhkg) 16 0.244 10 0.332 g § 0.333
(B6) (64} (7&)
Vss (L) 16 T.54 10 B.77 7.80
(37) 29 (17, (23)
Vss (mLfkg) 16 6.8 10 828 g 100.0
(48) (31} (29)
i (days) 29 10.1 17 10. 19 125
(81}

(49
Source: Study 205678 CSR (m5.3.5.1), Takle 4.0050

Data presented as geometric mean (%CVb), except tmax, presentsd
C-E01 = concentration at the end of the infusion

Table 16 Summary of Key Total mAb Pharma@inetic Parameters at Cycle 3 (Study

DREAMM-2) (\

Belagntamab Mafodotin
2.5 mghkg {}d mglkg 3.4mgkg Lyo
Parameter (N=05) g', (N=084) (N=24)
n Walue Value n Value
CL (mLih) 10 8.81 1 10.8 3 1148
(44) (&7) (124)
CL (mLhkg) 10 {I.HO 1" 0.143 3 0.128
(49 (72) (130
Vas (L) 10 ) 11 5.59 3 .31
() (30) (@)
Vss (mi/kg) 0 [ s 11 740 3 68.8
N, (2 (@) (15]
tis (days) 23 | 147 23 185 1 232
(53) (80) (92)
Source: Study im2.3.5.7), Table 4.0050
Data presenied tric mean (%CVb)
Y,
Assessment report
EMA/CHMP/414341/2020 Page 50/128



] Time dependency

Table 17 Summary of Accumulation Ratios Based on End-of-Infusion Plasma Concentrations
(Study BMA117159)

Part 1! Part 2 b
Geometric mean Geometric mean o=,
Analyte n (%CVb) n (%CVb) _
Belantamab . (O
mafodotin 10 1.14 (86%) 6 1.12 (80
Total mAb 10 1.13 (49%) 6 1.36 j
Cys-mcMMAF 7 131 (42%) 6 148 (55%)
Source: Study BMA117159 CPSR (m5.3.5.2), Table 4.0160, Table 4.0161, Table 4.0170, Table 4.0171; Stud Cys-
mcMMAF Supplemental Pharmacokinetic Report (m5.3.5.2), Table 9.0190, Table 9.0191
! Data combined across dose levels. &

Table 18 Summary of Accumulation Ratio Values (Study DREAMM-)D

Belantamab Mafodotin
2.5 mghkg 34 mog'kg 3. /kg Lyophile
Parameter [N=85) [(N=89) [N=24)
n Geometric mean n Geometric mean @ Geometric mean
(% CVB) (% CWb) (% CWb)

Belantamab mafodotin ( i
AUC(D-T) 7 1.69 4 176 ] } 1.20
{ng.himL} (50) (25) (29)
Cmax g 1.09 5 117 5 110
{pgfml} (20} | O (11)
Total monoclonal antibody o
AUC(0-T) 7 1.94 3 175 5 264
{pg_himL) (52) ) (35)
Cmax 8 120 5 L] 5 1.31
(ugimL) (22) LN (24)
Cys-mcMMAF
ALIC(D-168) 1 0.79 x 025 1 126
(ng.h/mL 7 N
Cmax B 0.59 w 0.74 5 0.68

{pg/mL} (38) ) ) (56 (81}

Special populations O

Impaired renal function Q

No specific clinical \55 were conducted to assess the effects of intrinsic factors on belantamab
mafodotin, total m% cys-mcMMAF pharmacokinetics; the inclusion/exclusion criteria for the clinical
studies in subiecQ&th RRMM included in the submission allowed the enrollment of subjects with mild
or moderate r, pairment or with mild hepatic impairment (NCI-ODWG classification) (Patel, 2004).
The effects o&l impairment on the exposure of belantamab were derived from the population PK

model w luded 47 patients with normal renal, 103 with mild, 60 with moderate, and 7 with severe
renal i ent. Baseline calculated estimated glomerular filtration ratio (eGFR) was not found to be a
signifi factor based on population pharmacokinetic analysis accounting for interindividual variability

tamab mafodotin or cys-mcMMAF pharmacokinetics with baseline eGFR values as low as 14
m in/1.73 m?2 (there were eight subjects with data at baseline eGFR values <30 mL/min/1.73 m?,
seven with severe renal impairment and one with end stage renal disease).

Decrease in GFR from normal to low was seen in 18 % of the patients after dose 2.5 mg/kg and in 15 %
of the patients after dose 3.4 mg/kg in study DREAMM-2.
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Impaired hepatic function

No specific clinical studies were conducted to assess the effects of intrinsic factors on belantamab
mafodotin, total mAb, or cys-mcMMAF pharmacokinetics; the inclusion/exclusion criteria for the clinical
studies in subjects with RRMM included in the submission allowed the enrollment of subjects qith mild
or moderate renal impairment or with mild hepatic impairment (NCI-ODWG classification) (Patbﬁ%).

The effects of hepatic impairment on the exposure of belantamab were derived from the tion PK
model which included 192 patients with nhormal hepatic function, and 24 with mild hepat%pairment.

Mild hepatic impairment was not found to be a significant factor accounting for interir@ual variability

in belantamab mafodotin or cys-mcMMAF pharmacokinetics. O

In population PK analysis, gender was found to be a statistically signifi covariate for belantamab
mafodotin central volume of distribution, but the impact of gender on dicted exposure parameters

was < 15%. (

Race was not found to have effect on pharmacokinetics of%tamab mafodotin in the population PK

analyses. \O
Weight O

Clearance and volume of distribution of b@amab mafodotin and cys-mcMMAF increased with
increasing body weight. Patients with baselihe weight between 42.4 and 130 kg were investigated in the
two clinical studies. Population PK modelfpredicted average exposure in the extreme body weights were
compared against the exposure in a typi patient (body weight 75 kg). The predicted percent change
from a typical patient for ADC Cta® \020.1% for a 40 kg patient and -10.2% for a 55 kg patient for
the lower extreme weight range a.97% for a 100 kg patient and +19.5% for a 130 kg patient for
the upper extreme weight raio

Elderly Q

The age of the subje \:Iuded in the efficacy and safety studies ranged between 34 and 89 years. Age
was not found to harmacokinetics.

Gender

Race

Table 19 Pa ge distribution by study
/N
Study * N/ Age 65-T4 Age 75-84 Age 85+
\ (Older subjects (Older subjects (Older subjects
number /total number /total number /total
N number) number) number)
ﬁ? 159 22173 (30%) 373 (4%) 0

78 94/218 (42%) 33/218 (15%) 3218 (1%)
tal 116/291 (40%) 36/281 (12%) 3/291 (1%)
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Pharmacokinetic interaction studies

No in vitro or in vivo studies on pharmacokinetic drug interactions have been submitted (see discussion
on clinical pharmacology).

Pharmacokinetics using human biomaterials

N/A .

Ky
&
2.4.3. Pharmacodynamics O
S

Belantamab mafodotin is a humanized immunoglobulin (Ig)G1 immuno@ugate that binds
specifically to B-cell maturation antigen (BCMA). Upon binding to thz cel rface, belantamab

Mechanism of action

mafodotin is rapidly internalized and active cytotoxic drug (cys-mcMMAF) is released inside the cell via
proteolysis of the mAb component, resulting in cell killing throug@ruption of the microtubule
network and leading to cell cycle arrest and apoptosis. Additi , the antibody is afucosylated, which
increases binding to FcyRIIIa receptors and enhances recrui nd activation of immune effector
cells. Immune effector cells can kill tumour cells by anti dependent cellular cytotoxicity and
antibody-dependent cellular phagocytosis (ADCC an é respectively). Moreover, ADC-induced
apoptosis by belantamab mafodotin was shown to be pOtentially immunogenic, as measured by cell
surface externalization of calreticulin (CRT) and s@ion of high mobility group box 1 (HMGB1) and
ATP. Immunogenic cell death (ICD) induced by, amab mafodotin resulted in activation of
dendritic cells in vitro and may contribute to a@l-mediated anti-tumour response.

Xy

Primary and Secondary phar. logy
Primary pharmacology
Free soluble BCMA was explor a potential marker of response. Target engagement by belantamab

mafodotin was indirectly obsﬁ y assessing the binding of belantamab mafodotin to SBCMA, observed
by reductions in the level Q rée sBCMA and increases in the levels of bound sBCMA by the end of the
infusion, with return \bas lhe levels by seven days after dosing.

Study BMA117159 @

The populations «€xamined included 73 participants from Total Part 1 and Part 2 with valid biomarker
data was avaj ;7 the Biomarker or Pharmacodynamic (PD) Population. In instances where values
obtained w% side the limit of quantification and upper or lower limits of detection are known, results

were im;b.

BCM ession in bone marrow aspirate samples was examined by two immunohistochemical (IHC)
single-color BCMA assay with pathological examination, and a BCMA + CD138 dual-colour IHC
. The dual-colour assay was used to identify myeloma cells by CD138 staining rather than by
histology. The single-color BCMA assay showed that patients had moderate BCMA positivity in all bone
marrow cells; however, essentially all bone marrow plasma cells examined expressed BCMA. Since there
was near uniform expression of BCMA in plasma cells, no relationship was observed with response.

Examination of plasma cell BCMA staining intensity similarly revealed no striking relationship between
BCMA expression and response to belantamab mafodotin. Likewise, in the BCMA + CD138 IHC assay,
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myeloma cells (CD138+) had high BCMA expression, with most participants having greater than 80%
BCMA positivity in CD138+ cells, with no relationship to response. BCMA Intensity in CD138+ myeloma
cells also did not show a relationship with response.

The BCMA receptor was known to be cleaved by gamma-secretase, leading to a release of the

extracellular domain of BCMA as sBCMA into the circulation. Since belantamab mafodotin bin MA,
the levels of free and belantamab mafodotin-bound sBCMA were measured. Baseline lev BCMA
were found to be consistent with the MM data observed during the assay validation. The ife SBCMA

levels were compared with response in the dose escalation and expansion cohorts, anﬁ\ lationships
between baseline sSBCMA levels and responses were observed. {
Qnd after infusion

f free sSBCMA decrease

Examinations of the levels of free and belantamab mafodotin-bound sBCMA pri
showed that belantamab mafodotin binds to sBCMA after infusion, as the leve
with an apparent dose-dependent relationship, and the levels of bound sBC ease. Consistent, high
levels of sBCMA (>90%) engagement were seen in all dose groups > 192 tmng/kg. A rebound in free
sBCMA concentrations and a corresponding decrease in drug-bound sBEﬁQ/yere also noted between the
EOI samples and the subsequent pre-infusion time points. Most patients®with data beyond the second
treatment cycle showed relatively consistent levels of free and drugsbound sBCMA concentrations, with
drug-bound sBCMA concentrations consistently greater than theig£opresponding free sBCMA levels.

S

Secondary pharmacology

A concentration-QT interval analysis was conducted o from two studies in 291 subjects with
RRMM (Study BMA117159 and Study DREAMM-2) tg assess the potential effect of belantamab
mafodotin on cardiac repolarization and to evalua y relationship between concentrations of

belantamab mafodotin, total mAb, or cys-ch@and QT interval.

In total, the analysis dataset contained tife-matched ECG and concentration data from 290 subjects,
the majority (N=217) from Study DREAMM-2. Within Study DREAMM-2, 11% of subjects (16% of
observations from this study) received ophilized configuration of belantamab mafodotin. All other
Study DREAMM-2 subjects and allw 7159 subjects received a frozen liquid solution configuration.

Using the estimated slopes ancig epts (where applicable) from the linear regression analyses, the

concentrations of belantamax dotin, total mAb, and cys-mcMMAF required to result in a 10 msec

prolongation in QTc and Q re derived. For all three analytes, the derived concentrations required
to cause a 10 msec prolorQon in QTc were higher than those observed for either starting dose level
in Study DREAMM-2.

For both QTc and QTEE# for three analytes, both dose levels and both regression types, the upper 90%
CI did not exce 0"msec. There were no AQTc greater than 10 msec corresponding to assumed
Cmax of belajftarmmab mafodotin, total mAb, and cys-mcMMAF, based on regression with and without
intercep uently, there was a zero probability of the dose levels of belantamab mafodotin
studied i y DREAMM-2 (2.5 and 3.4 mg/kg) prolonging AQTc by more than 10 msec. There were
eater than 10 msec corresponding to assumed Cmax of belantamab mafodotin and cys-
based on regression with and without intercept. For maximal concentrations of total mAb,
was less than a 0.25% chance of prolonging AQTcF by more than 10 msec from the dose levels
of bélantamab mafodotin studied in Study DREAMM-2.

Exposure-response analyses

The population PK models were used to generate individual post hoc exposure measures for ADC and
cys-mcMMAF. The exposure estimates were simulated for the first dose using the actual dose
administered to each subject with their specific demographic and individual eta estimates.
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The ER analyses were focused on study DREAMM-2, in which doses 2.5 mg/kg and 3.4 mg/kg every
three weeks (Q3W) were used. The figure below presents the best response category achieved for the
194 subjects who received the frozen liquid presentation by quartile of belantamab mafodotin trough
concentration (Crau).

Figure 3 Best Response by Cycle 1 belantamab mafodotin Ci., (Study DREAMM-2, Fr
Liquid formulation)

10Kk
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sCR = stringent complete response, CR = complete responsg, = very good partial response, PR = partial
response, MR = minimal response, SD = stable disease, PD gressive disease, NA =not applicable.

In univariate logistic regression analyses the p gty of clinical response seemed to increase with
increasing belantamab mafodotin exposure achlear relationship between plasma concentration of
cys-mcMMAF and probability of response @bserved. However, the strongest univariate predictor of
response was baseline soluble BCMA (sBCMA) level. In multivariate analysis, only baseline sBCMA was
found to predict probability of respons ble 20).

Table 20 Probability of Respon gistic Regression Analysis Final Model (Study DREAMM-2
- Frozen Liquid Presentatio
Covariate Beta () {SE 95% CI dOFV Delta Odds Ratio
\ (95% CI)
Intercept ([3o) ﬂ.% 0.223 (-0.325.0.551) A - -
- 0.886
BSBCMA, -0.0 0.00153 (-0.00937, -0.00335) 26.7 20 (0.829. 0.935)
Logistic Regressi
Ln(p/(140)J % Bo + Pesscva « BSBCMA
BSBCMA = b!@olubh& BCMA
SE = standangPerfy; dOFV = drop in objective function relative previous model.

*

Inthe E &ses for safety, higher exposure to belantamab mafodotin and lower baseline sBCMA level
were ide d as predictors of any keratopathy event and grade 2+ keratopathy event in multivariate
logist ression analysis for study DREAMM-2. Belantamab mafodotin and cys-mcMMAF exposure

es were not found to predict blurred vision or dry eye events. In univariate logistic regression
a sis for grade 3+ thrombocytopenia baseline platelet count was overall the strongest predictor and
natural log of cys-mcMMAF Cmax was the strongest exposure measure predictor. Both entered the
multivariate model for probability of grade 3+ thrombocytopenia (Table 21).

Assessment report
EMA/CHMP/414341/2020 Page 55/128



Table 21 Probability of Grade 3+ Thrombocytopenia Event - Regression Analysis Multivariate Results
(Study DREAMM-2 - Frozen Liquid Presentation)

Covariate Beta (B) SE 95% CI dOFV Delta Odds Ratio (95% Cl)

Intercept (Pa) -8.87 3.41 (-15.9,-2.43) MNA - -

BPLAT -0.0221 0.00375 | (-0.03.-0.0152) | 599 25 0.575 (0.472o0.683)

LMCMAXM 1.59 0.493 (0.67.262) 12.0 0.3 1.6101.22, 2

Logistic Regression: Ln(p/{1-p)) = Po + [ferLar e BPLAT + Puncmas « LNCMAXM < % 5

BPLAT = basseline platelet count, LNCMAXM = natural log of cys-mcMMAF maximum concentration, eandard
error, Cl = confidence interval, dOFV = drop in objective function relative to previous model Wl riate
added before it

The primary concentration-QTc analysis had time-matched electrocardiogram Cs@z—lead, in triplicate)
and concentration data in 217 subjects from study DREAMM-2.

Figure 4 presents the linear regression analysis of cys-mcMMAF concentr@vs AQT (using correction
factor 0.410 estimated using pre-dose QT and RR values) and AQTCF@]Q the Fredericia correction
factor 0.33) for Study DREAMM-2 with both the slope and intercept parameters estimated. Fixing the

intercept at 0 did not markedly change the estimated slope. were similar when belantamab
mafodotin and total mAb concentrations were used as the exp easure.
Figure 4 Linear Regression of cys-mcMMAF conce vs AQT and AQTcF for Study
DREAMM-2

MOs set to missing — Study 205678 \O

F= 1.1 D DEOGIET & A7 = 0 GO0

aLk
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[
]
°
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2.4Y4. Discussion on clinical pharmacology

Pharmacokinetic data for belantamab mafodotin are available from two clinical studies. Most subjects
were treated with a frozen liquid formulation; only 24 subjects in study DREAMM-2 were treated with a
lyophilized presentation at dose 3.4 mg/kg. The lyophilized presentation is intended for the market.
Approximately 1 to 10% differences in average exposure (AUC and Cmax) were observed between the
two formulations in noncompartmental analysis; between-subject variability was moderate to high.

Assessment report

EMA/CHMP/414341/2020 Page 56/128



Population PK analysis was used to characterize the PK of the ADC, total mAb and cys-mcMMAF and
identify covariates affecting the PK. Biomarkers associated with severe RRMM (high sBCMA and IgG
and low albumin levels at baseline) predicted higher clearance of the ADC, which makes exposure-
response analyses for efficacy more challenging. The PK model for ADC might be over-parameterised
and empirical study effect covariates were implemented in the models. A substantial proportiognof
observed cys-mcMMAF concentrations were below the lower limit of quantitation (BLQ); an u @1
model incorporating the BLQ data using the so-called M3 method was requested during the@ssment

which was considered adequate. .

Data following subtherapeutic and supratherapeutic doses is not robust enough to dr&knclusion on
dose proportionality over the entire investigated dose range (0.03 mg/kg to 4.6 w@). However, it
can be concluded that belantamab mafodotin exhibits dose-proportional phar inetics over the
recommended dose range with a reduction in clearance over time (SmPC se% 2).

The estimated clearance and volume parameter values for belantamab m in are in the expected
range for an antibody-drug compound. Elimination rate of belantamab @ otin decreases following
repeated dosing, but dose adjustment due to this pharmacokinetic charaéteristic is not needed. There
are sufficient safety data with proposed Q3W dosing. The observed{ration of exposure to cys-
mcMMAF following IV administration of belantamab mafodotin in@cal studies was long compared
with exposure following IV administration of cys-mcMMAF in molgus monkeys. Assuming that the
PK in monkey can be extrapolated to human, rate of relea -mcMMAF into circulation appears to
be slower than rate of elimination. Q

The protein moiety of the ADC, belantamab, is degra small peptides. Further characterisation on
elimination of belantamab is not required. It is acknowledged that a mass balance study with
radiolabelled cys-mcMMAF in rats was conducted @onstrating that approximately 83 % of the
radioactive dose was excreted in faeces and 1¢n urine after an IV dose of 3H-cys-mcMMAF. In
human only intact cys-mcMMAF was detected in pooled urine samples. The metabolism, elimination
%1 remain partly unknown. In vitro studies indicated

and excretion pathways of cys-mcMMAF
maleimide exchange of mcMMAF into QI serum albumin. Hypoalbuminemia is however unlikely to

have clinical impact through maleigi change in patients with multiple myeloma.
No formal studies have been co d in patients with renal impairment. Renal function was not a
significant covariate in populati harmacokinetic analyses that included patients with normal renal

function and mild or moderateyenal impairment (SmPC, section 5.2).

No dose adjustment is req d in patients with mild or moderate renal impairment (eGFR =30
mL/min). There are insufficient data in patients with severe renal impairment to support a dose
recommendation (5@ section 4.2).

No studies ha @performed in patients with renal insufficiency, but a phase 1 open label study
(209626) of b€lantamab mafodotin in relapsed/refractory MM patients with renal impairment has been

planned y ss this issue (see RMP).

No form dies have been conducted in elderly patients. Age was not a significant covariate in

po ul@ pharmacokinetic analyses (SmPC, section 5.2). No dose adjustment is required for elderly
t (SmPC, section 4.2).

No formal studies have been conducted in patients with hepatic impairment. Mild hepatic impairment
(bilirubin greater than ULN to less than or equal to 1.5 x ULN or aspartate transaminase [AST] greater
than ULN), was not associated with exposure to belantamab mafodotin in the population PK analysis,
but increased exposure to cys-mcMMAF was observed. Although data are limited, it is acknowledged
that observed safety profiles for patients with hepatic impairment were similar when compared with
patients with normal hepatic function. Dose adjustment is not proposed in patients with mild hepatic
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impairment. A phase 1 open label study (209627) in patients with relapsed/refractory MM and hepatic
impairment is planned to investigate the effect of moderate or severe hepatic impairment on the
pharmacokinetics and safety and tolerability of belantamab mafodotin (see RMP).

Hepatic function was not a significant covariate in population pharmacokinetic analyses that included
patients with normal hepatic function or mild hepatic impairment (SmPC section 5.2). ”b

No dosage adjustment is required in patients with mild hepatic impairment. There are insuffi€ienht data
in patients with moderate hepatic impairment and no data in patients with severe hepati€iMpairment
to support a dosage recommendation (SmPC section 4.2).

The proposed dose 2.5 mg/kg is based on body weight. Body weight was a signifiz@covariate in
population pharmacokinetic analyses. Belantamab mafodotin Ctau was predic% e +10% at a body
weight of 100 kg (+20% for 130 kg) and -10% at a body weight of 55 kg (@ r 40 kg) compared
to the typical patient (75 kg) (SmPC section 5.2). BLENREP has not been st in patients with body

weight < 40 kg or > 130 kg (SmPC, section 4.2). The CHMP recommen applicant to explore
alternative dosing strategies for patients with body weight > 130 kg to eve similar exposure as in
patients with body weight within 40-130 kg. {

Dose adjustment based on age, gender or race is not required.

Based on the in vitro studies, in was concluded that interacti tween belantamab mafodotin and
other drugs are unlikely, so specific interactions studies were Mot performed. Combined non-clinical
and clinical data indicated that release of cys-mcMMAF frofa the antibody-drug compound is probably
the rate-limiting step that determines its concentratio asma and inhibition of these transporters is
not expected to clinically significantly increase thletemic exposure to cys-mcMMAF.

Based on available in vitro and clinical data, th low risk of pharmacokinetic or
pharmacodynamic drug interactions for belan@a mafodotin (SmPC section 4.4).

The exposure parameter values used in &mosure—response analyses were the predicted exposure
following the first dose (cycle 1), wher. me response parameters were efficacy and safety observed
over multiple treatment cycles. It ngt taken into account that a large proportion of patients had
dose reduction and/or dose delay.ééxample, in study DREAMM-2, 29% and 42% of participants had
at least 1 dose reduction, and d 48% of participants had 1 or more dose delays among subjects
randomized to 2.5 mg/kg and’3" g/kg dose groups, respectively. Results of the ER analyses should
therefore be interpreted v tiously. The effects of baseline characteristics associated with disease
severity (sBCMA, IgG, an umin levels) on the pharmacokinetics of belantamab mafodotin and its
time-varying kinetics uced clearance over time) also hinder making definite conclusions on
relationships betwe posure and efficacy. Overall, results of the ER analyses for efficacy did not
indicate markedl@‘ er clinical response for doses higher than the one proposed. Lack of association
F exposure metrics and efficacy endpoints was presumed to be partly due to poor

between cys- ’&(
membrane Enyability of free cys-mcMMAF.

Higher e @ re to belantamab mafodotin was associated with all grade keratopathy and grade 2+
keratofathy events. Exposure to belantamab mafodotin or cys-mcMMAF did not seem to predict
bl sion or dry eye events. Higher exposure to cys-mcMMAF predicted grade 3+

bocytopenia events. Baseline platelet count was the most significant predictor of
thrombocytopenia, however. No exposure parameters predicted grade 3+ neutropenia or infusion-
related reactions. Dose adjustment based on corneal adverse reactions and thrombocytopenia are
included in section 4.2 of the SmPC.

Results of the concentration-QTc analysis do not indicate significant potential for prolongation of QTc
interval. The analysis had data from patients treated with 3.4 mg/kg dose (i.e., 36% higher than the
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proposed dose). It is also acknowledged that in vitro, cys-mcMMAF had no detectable effect on hERG
channels. Based on the available data, further investigation on the potential of belantamab mafodotin
to prolong the QTc interval is not required.

2.4.5. Conclusions on clinical pharmacology

L 4

The PK and PD of belantamab mafodotin have been reasonably well investigated. :®

2.5. Clinical efficacy §
2.5.1. Dose response study &

Study BMA117159 (DREAMM-1) 0

This was an open-label, dose-escalation trial consisted of the following %ts: Part 1 dose escalation
phase and Part 2 expansion phase for safety confirmation, and clinigal activity testing. Subjects were
scheduled to be administered belantamab mafodotin via 60 min @ sion on either once every 3

weeks (21-day cycle) or once weekly schedule.
Table 22 Design of Study belantamab mafodotin 0

Part 1 Dose Escalation (n@t’) 30 subjects)

Population: relapse%fractory MM
Characterize safety, PK, PD, innnunogen@ and establish RP2 dose of GSK2857916
Schedule 1: GSK2587916 ondg every 3 weeks (21-day cycle) (n—-20)

Schedule 2: GSK2587916 once Vvee%for 3 consecutive weeks, 1-week rest (28-day cyele)
e

c (n—-9)
Serial PK samplesSgall b

Part 2 ansion Cohort(s) (m=~50 subjects)

collected from all subjects in Part 1

Q Population:
1) Sut& with relapsed/refractory MM (up to 40 subjects)

2) Subjec ith lymphomas expressing BCMA (up to 10 subjects)
Cohort Expansion grou urther evaluate the safety, PK, immunogenicity, and activity of
GSK2857916 at th 2 se 1identified in Part 1

A tutility anal@vased on ORR data will be performed after approximately 15, 22 and 30
bjects have been evaluated for response in MM cohort
L 4
\Q Both Expansion groups will be analyzed separately

’\o Sparse PK samples will be collected from all subjects

b Genetics research samples will be collected predose from all subjects

y

17159 Part 1 explored the administration of belantamab mafodotin to humans with RRMM at
doses ranging from 0.03 to 4.6 mg/kg. Ocular events and thrombocytopenic events were the most
frequent toxicities in Part 1 and these events were the most common reasons for dose modifications.
Due to emerging corneal events in the expansion cohort at 3.40 mg/kg, an intermediate dose of 2.50
mg/kg was subsequently added to Part 1.
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No protocol-defined dose-limiting toxicities were observed in Part 1, even at the highest dose tested
(4.60 mg/kg), and thus no MTD was established. However, 2 subjects in the 4.6 mg/kg cohort
discontinued treatment due to AEs, indicating poor tolerability of this dose.

A dose of 3.40 mg/kg every 3 weeks was identified as the RP2D based on the totality of safety and
tolerability data. While the next tested dose of 4.6mg/kg did not result in adverse events fulfil ose
limiting toxicity (DLT) definition, it was felt to be poorly tolerated. In addition, the estimate tor
saturation was at 90% for doses >1.92 mg/kg in Part 1. Moreover, clinical activity becam mrent at
3.4 mg/kg dose where all 3/3 patients enrolled at this dose level achieved a response.’@y dosing
based on 28 days cycle was not pursued in this study.

In summary there was 1 response out of 8 in the 2.5 mg/kg group and 3/3 respo in the 3.4 mg/kg
group. No responses were observed across the lowest doses from 0.03 to 0.4 g/kg.

The main results of BMA117159 Part 2 (N=35) are as follows: $/
e The ORR based on confirmed investigator-assessed response w@ o (95% CI:42.1, 76.1),
including 54% Very Good Partial Response (VGPR) or better;

e The median time-to-response was rapid at 1.2 months (92"&1: .7, 1.4);

0
e The median duration of response was 14.3 months (9 10.6, NE);

e Median PFS was 12.0 months (95% CI: 3.1, NE). Q
Responses were observed in all analysed subgroups.

The DLT was investigated in the Part 1 of the study.hdose—limiting toxicities were observed at any
dose level, including the maximum administered (4.6 mg/kg). Thus, the maximum tolerated
(MTD) was not established.

However, different AEs leading to dose reduct&arted to occur at doses >0.96 mg/kg. There were
several AEs related to ocular events, whi uncommon with other current MM treatments options
(proteasome inhibitors, immunomodul gents), leading to dose reductions, dose delays and even
permanent discontinuation of stud éﬁent without clear link to the dose (one limbal stem cell
deficiency at 1.92 mg/kg dose, on e 2 keratopathy at 2.5 mg/kg dose). While there seem to be
trend with increasing haematologi Es with increasing dose, the trend with ocular events with
increasing doses (1.92 to 4.6 ) is not so clear.

In the part 2 of the study ubjects with RRMM received at least one 3.4 mg/kg dose. 43% (15/35)
were previously treated wit Ab, specifically, 14 subjects had daratumumab.

The median dose in% reached was 2.89 mg/kg/cycle. Majority of patients experienced dose
reductions and d ays. Similarly, to part 1, many AEs leading to dose intensity less than targeted
3.4 mg/kg/cyédl Q related to ocular events. The ORR for part 2 was 60% with 54% of patients

achieving yG\Gj better.
2.5. mn study

t 05678 (DREAMM-2)

Methods

This was a Phase II, open label, randomized, two-arm study to investigate the efficacy and safety of
two doses of the belantamab mafodotin in participants with MM who had 3 or more prior lines of
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treatment, are refractory to a proteasome inhibitor and an immunomodulatory agent and have failed
an anti-CD38 antibody.

The study included an additional independent cohort of approximately 25 additional participants who
received a lyophilized presentation of belantamab mafodotin at 3.4 mg/kg. An ocular sub-study was
also included to evaluate the effectiveness of steroid eye drops in up to 30 participants.

Study Participants . %

The key inclusion criteria were the following: {

2. Eastern Cooperative Oncology Group (ECOG) performance status of 0-

1. Male or female, 18 years or older (at the time consent was obtained) QO
2 &

3. Histologically or cytologically confirmed diagnosis of MM as defined accordi o International Myeloma
Working Group (IMWG), (Rajkumar, 2015) criteria, AND @

a) Had undergone stem cell transplant or was considered transplan@eligible,

AND <

b) Had failed at least 3 prior lines of anti-myeloma treatm @Iuding an anti-CD38 antibody (e.g.,
daratumumab) alone or in combination, and was refrattory to an immunomodulatory agent (i.e.,
lenalidomide or pomalidomide), and to a proteas inhibitor (e.g., bortezomib, ixazomib or
carfilzomib). The number of prior lines of therap;&s determined according to the guidelines in

Rajkumar, 2014. O

Refractory myeloma is defined as disease tha@nresponsive while on primary or salvage therapy or
progresses within 60 days of last therapy.

Nonresponsive disease was defined as ei &Iure to achieve at least minimal response or development
gpc (Rajkumar, 2011b)

of disease progression (PD) while on t

4. Has measurable disease with a Qne of the following:
e Serum M-protein =0.5 @ (=5 g/L),
e Urine M-protein = g/24h,

abnormal ser ee light chain ratio (<0.26 or >1.65).

e Serum Free%htrc n (FLC) assay: Involved FLC level 210 mg/dL (2100 mg/L) and an

5. Participants wj istory of autologous stem cell transplant are eligible for study participation
provided the fbK g eligibility criteria are met:

o ’@Jlant was >100 days prior to study enrolment,

-bo active infection(s),
@ participant meets the remainder of the eligibility criteria outlined in this protocol.
equate organ system functions.

7. All prior treatment-related toxicities (defined by National Cancer Institute- Common Toxicity Criteria
for Adverse Events (NCI-CTCAE), version 4.03, must be <Grade 1 at the time of enrolment except for

alopecia and Grade 2 peripheral neuropathy.
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The key exclusion criteria were the following:

1.

10.

11.

12.

Systemic anti-myeloma therapy within <14 days, or plasmapheresis within 7 days prior to the
first dose of study drug.

Symptomatic amyloidosis, active polyneuropathy, organomegaly, endocrinopathy, eloma
protein, and skin changes (POEMS) syndrome, active plasma cell leukemia at t e of
screening.

Prior allogeneic stem cell transplant. ¢ %
Current corneal epithelial disease except mild punctate keratopathy. é

Use of an investigational drug within 14 days or five half-lives, which%‘e shorter, preceding
the first dose of study drug. Prior treatment with a mAb within 30 da% ceiving the first dose

of study drugs. Prior BCMA targeted therapy. 0
Evidence of active mucosal or internal bleeding. @

Any major surgery within the last four weeks.

Presence of active renal condition (infection, requiremen@dialysis or any other condition that
could affect participant’s safety).

Any serious and/or unstable pre-existing medi@s chiatric disorder or other conditions
(including lab abnormalities) that could interfer@t participant’ s safety, obtaining informed
consent or compliance to the study procedure

Current unstable liver or biliary disease vaestigator assessment defined by the presence of
ascites, encephalopathy, coagulopat poalbuminemia, esophageal or gastric varices,
persistent jaundice, or cirrhosis. N@Stable chronic liver disease (including Gilbert’ s
syndrome or asymptomatic gallstOies) or hepatobiliary involvement of malignancy is acceptable
if participant otherwise meets entry criteria.

which the participant has disease-free for more than 2 years and, in the opinion of the
principal investigators K Medical Monitor, will not affect the evaluation of the effects of
this clinical trial trea( on the currently targeted malignancy.

Malignancies other than dig der study are excluded, except for any other malignancy from

Evidence of cardio @ ular risk including any of the following:

a. QTcF ifterval 2470 msecs (the QT interval values must be corrected for heart rate by
Fre 's formula [QTcF]),

b.e @‘uce of current clinically significant uncontrolled arrhythmias, including clinically
significant ECG abnormalities such as 2nd degree (Type II) or 3rd degree atrioventricular

‘\ AV) block,
6 History of myocardial infarction, acute coronary syndromes (including unstable angina),

13.

coronary angioplasty, or stenting or bypass grafting within six months of Screening,

d. Class III or IV heart failure as defined by the New York Heart Association functional
classification system [NYHA, 1994],

e. Uncontrolled hypertension.

Known immediate or delayed hypersensitivity reaction or idiosyncrasy to drugs chemically
related to GSK2857916, or any of the components of the study treatment.
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14. Pregnant or lactating female.
15. Active infection requiring antibiotic, antiviral, or antifungal treatment.
16. Known HIV infection.

17. Presence of hepatitis B surface antigen (HBsAg), or hepatitis B core antibody (HBcAb at @ning
or within 3 months prior to first dose of study treatment. @

18. Positive hepatitis C antibody test result or positive hepatitis C RNA test resut @reening or
within 3 months prior to first dose of study treatment. {\

Treatments \QO
-

Belantamab mafodotin was administered at a calculated dose of 2.5 mg/kg mg/kg as an IV
infusion on day 1 of each cycle; each cycle was 21 days. é

The lyophilized cohort (3.4 mg/kg) was initiated when enrolment had completed in the 2 arms
receiving frozen solution and the lyophilized presentation became ayailable.

Patients were treated until disease progression, until unacceptibzlxicity, or until confirmed CR.

Objectives Q
Primary Objective \O

e To evaluate the clinical efficacy of two doses@elantamab mafodotin in participants with RRMM.

Secondary Objectives Q
Key Secondary: &

e  To further evaluate the clinical m st of efficacy of belantamab mafodotin in participants with

RRMM.
e  To evaluate the safety of be aﬁab mafodotin in participants with RRMM.
e To evaluate the pharma{gic profile of belantamab mafodotin.
Other Secondary:
e To assess ADAs agdajnst belantamab mafodotin.

. Participant s @rted symptomatic adverse effects by evaluation of tolerability of belantamab
mafodotin.

e To evalu@e’jlsease and treatment related symptoms and impact on function and health-related

qua }&Iife.

e T ss the safety, efficacy, immunogenicity, and pharmacokinetics of belantamab mafodotin in
hilized presentation (n=25).

Ocular sub-study:

e To evaluate the effect of topical corticosteroids on corneal findings in up to 30 participants who
will receive monocular topical corticosteroids for the first 4 cycles.
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Outcomes/endpoints

Primary Efficacy Endpoint

The primary efficacy endpoint of the study was overall response rate (ORR), defined as
sCR+CR+VGPR+PR, according to 2016 International Myeloma Working Group (IMWG) Respon
Criteria (Table 29) and as assessed by Independent Review Committee (IRC) based on inte

treat (ITT) population.

Key Secondary Efficacy Endpoints .\%

Duration of Response (DoR) was defined as the time from first documented evide gPR or better
until the earliest date of disease progression (PD) per IMWG, or death due to P g participants
who achieve a response (i.e., confirmed PR or better). Responders without %e progression will be

censored at the censoring time point for time to progression (TTP). 9
e

Time to response (TTR) was defined as the time between the date of fir and the first
documented evidence of response (PR or better), among subjects who aGhfeve a response (i.e.,
confirmed PR or better).

Progression free survival (PFS) was defined as the time from fi s@e until the earliest date of PD per
IMWG, or death due to any cause.

Overall Survival (0OS) was defined as the time from first d@wtil death due to any cause.
Other Secondary Efficacy Endpoints \

Exploratory minimal residual disease (MRD) negauate is defined as the proportion of subjects who
are negative for MRD at any time point after fir, as determined by the protocol defined testing
procedure.

Assessment report
EMA/CHMP/414341/2020 Page 64/128



Table 23 International Myeloma Working Group Uniform Response Criteria for Multiple
Myeloma (2016)

Response Standard IMWG Criteria’

sCR? + (R as defined below plus normal FLC ratio and absence of clonal plasma cells in
bone marrow by immunohistochemistry or 8-color, 2 tube multiparametric flo
cytometry

CR? + negative immunofixation of serum and urine and disappearance of any so
plasmacytomas and <56% plasma cells in bone marrow aspirates? Vs

VGPR3 e Serum and urine M-protein detectable by immunofixation but not on ﬁ@mresis
or

« 200% reduction in serum M-protein plus urine M-component lev mg/24 h
PR « 250% reduction of serum M-protein plus reduction in 24 h Mr M-protein by

200% or to <200 mg/24 h
« |f the serum and urine M-protein are not measurable, a’&e 250% in the

difference between involved and uninvolved FLC levelsis rgquired in place of the M-

protein criteria. @

« |f serum and urine M-protein are not measurable, andserum free light assay is also
not measurable, =250% reduction in plasma cel§Js required in place of M-protein
criteria, provided baseline bone marrow pla | percentage was 230%.

» |naddition fo the above listed criteria, if at baseline, a 250% reduction in the
size of soft tissue plasmacytomas?* is ired.

MR ¢ =25% but =49% reduction of serum in and reduction in 24-hour uring M
protein by 50% to 89%

* |naddition fo the above criteria, N{present at baseline, 50% reduction in the size of
soft tissue plasmacytomas®,is also required.

No increase in size or number @sbone lesions (development of compression fracture does
not exclude response).

sD Not recommended for use¥g ap indicator of response; stability of disease is best described by
providing the time-fo-pro@ression estimates. Not meeting criteria for CR, VGPR, PR, MR or PD
PD? Any one or more of th ing criteria:

Increase of 25% est confirmed response value in 1 or more of the following:

« Serum %ein{ab&olule increase must be =0 5g/dL, ;

s Ser protein i increase =1g/dL, if the lowest M-component was =5g/dL;

« U -protein (absolute increase must be =200 mg/24 h;

. rticipants without measurable serum and urine M-protein levels, the difference;

een involved and uninvolved FLC levels (absolute increase must be >10 mg/dL;
\ In participants without measurable serum and urine M-protein levels and without

@ measurable disease by FLC levels, bone marrow plasma cell absolute percentage of
. {\\ baseline status (absolute increase must be >10%).

|

\ « Appearance of new lesion(s), =50% increase from nadir in SPD of >1 lesion, or
. (J =50% increase in longest diameter of a previous lesion >1 c¢m in short axis.
\ ¢ =0(0% increase in circulating plasma cells (minimum 200 cells per pL} if this is the

only measure of disease.

CB clfnical benefit rate; CR = complete response; FLC = free light chain; IMWG = International Myeloma

ingGroup; MR = minimal response; ORR = overall response rate; PD = progressive disease; PR = partial
response; sCR = stringent complete response; SD = stable disease; SPD=sum of the products of the maximal
perpendiculardiameters of measured lesions; VGPR = very good partial response.
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Sample size

The following assumptions were made in the estimation of the required sample size: b

Normal approximation of binomial proportion; a response rate of >33% in the BCMA arm ar@S% for
the historical control; a 1.25%, 1-sided risk of erroneously claiming superiority of theﬁ(@arm, in
the presence of no true underlying improvement; a ~90% chance of rejecting the nullph thesis when

the alternative hypothesis is true.

An interim analysis was conducted after approximately 38% of information w ;ble (i.e.,
approximately after 25 participants out of the originally planned 65 participants per arm were
evaluable for interim analysis), with a futility rule based on a gamma spen nction.

The operating characteristics were refined using simulation to account ﬁgpth within arm futility rule
and the comparative futility rule. Based on the simulation results with the®planned sample size of 65
participants, there was 86.90% power to reject the null hypothesis’&hin each arm with a 1-sided type
I error of 1.23%.

Due to over-enrolment (addressed in Protocol amendment 3 @s estimated that approximately
200 participants (approximately 100 per arm) would be ragdomiZed to the frozen liquid solution. At the
primary analysis, the null hypothesis would be rejected €’lower bound of 2-sided 97.5% exact CI

exceeded the historical control rate of 15%.

With no change to the planned IA (i.e., approxim after 25 participants/arm were evaluable for IA,
and same futility boundary), simulation results d that there was 92.38% power to reject the null
hypothesis within each arm with a 1-sided typeN, error of 0.97% for 100 participants per arm.

Xo

Randomisation (J

Eligible participants in the main st %zen liquid) were assigned in a 1:1 ratio to receive treatment
with either 3.4 mg/kg IV Q3W > g/kg IV Q3W belantamab mafodotin in accordance with the
randomization schedule. The{ ng information for stratification was entered into the system to

t

obtain the treatment assig :
e Number of prior |j esQerapy (£4 vs >4)
e Cytogenetic risk@ ories (high risk defined as t(4;14), t(14;16), and 17p13del vs non-high risk -

all others); Q
L 4
The lyophiliz M rt (3.4 mg/kg) was initiated when enrolment had completed in the 2 arms
receiving fr, olution and the lyophilized presentation became available.

Blin (masking)

@s an open-label study.

Statistical methods

Interim analyses were introduced with the first protocol amendment. For each arm (2.5 mg/kg or
3.4 mg/kg), a single futility interim analysis was planned for the primary endpoint ORR after
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approximately 25 participants out of originally planned 65 participants per arm were evaluable. A user-
defined gamma spending function (y=4.2) was planned to be used as a beta-spending function to
determine the non-binding futility boundary. With this B-spending function, the stopping boundary in
IA was identified as 0.16 on the proportion scale (4 responders out of 25 participants), which is close
to the historical control of 0.15. The spending function and associated boundary were chosen nsure
good operating characteristics, specifically, the type 1 error and power.

Trial was designed to provide evidence with respect to ORR to either support the null hy g(s, HO:
ORR =<15%, or reject HO in favour of the alternative hypothesis, H1: ORR >15%. The esis
testing was performed within each dose separately. No hypothesis testing for compa&eb RR between
the two doses was performed. To control the overall type I error at 5%, alpha wat etween two
dose cohorts and a dose cohort would be considered statistically superior to t@ rical control of
15% if the lower bound of 97.5% confidence interval (CI) for ORR is greatenthaMm15%. The historical
control comparator of 15% was selected based on the previously reported& se rates of 10% to
18% in patients at 4th relapse [i.e., having relapsed after 3 prior Iines% py].

The following key analysis population were defined:
e The enrolled population included all participants who passed sc@%g and entered the study.

e The ITT population included all participants who were rand ssigned to frozen liquid treatment,
whether or not treatment was administered.

e The lyophilized population (Lyo) included all randomiz@a ticipants who received at least 1 dose of
lyophilized study treatment. \

e The full analysis population included all randomij participants included in either the ITT or Lyo

population. Q
e The efficacy population consisted of the%tal ITT participants.

e The evaluable population included all participants who had at least 2 doses of frozen liquid study

treatment and completed at least 1 diséase assessment after the second dose, progressed, died, or

discontinued treatment due to oth@ ons

e The safety population includeg ndomized participants who received at least 1 dose of frozen
liquid study treatment and tf& safety population included all participants who received at least 1
dose of study treatment (fQ liquid or lyophilized).

Q\
0\
.\o

Ko
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Results

Participant flow

Figure 5 Study Participant flow (Study DREAMM-2)
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Recrwtm

Patlentsm RMM were recruited from 58 centres in 8 countries (Australia, Canada, France,
Germ ly, Spain, the United Kingdom and the United States).

St ini |at|on date: first subject was screened on 18 June 2018 and last 2 January 2019.

Conduct of the study

Summary of main protocol amendments

There were 3 amendments to the study protocol. The main changes are described below:
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e Amendment 1 (2 April 2018):

The protocol was amended to address regulatory agency advice. The original single-arm design with 1
dose level (3.4 mg/kg GSK2857916 Q3W) was amended to an open-label, randomized, 2-arm study with
2 dose levels by including the 2.5 mg/kg Q3W dose. In addition, a new exploratory cohgrt of 25

participants, who will receive a lyophilized configuration of GSK2857916, has been added to g inical
experience with the lyophilized configuration. To accommodate these main changes, the oy, ample
size and related analytical methods have been changed. %
&
¢ Amendment 2 (4 September 2018): \
The protocol was amended to address feedback from regulatory agencies, EC/I nd investigators.
The updates include the addition of exclusion criteria defining the use of high eroids, clarification
of specific timeframe from last treatment required for systemic anti-myelo rapy and increase of

QTcF criteria. Additional PK sampling timepoints were added to capture t% x of the free cytotoxic
drug (cys-mcMMAF) and to better define the kinetics of cys-mcMMAF a elimination phase of ADC
and cys-mcMMAF. Soluble BCMA collection timepoints were also a to capture the effect of
GSK2857916 administration on soluble BCMA concentrations over tiﬁas a marker of pharmacodynamic
effect. The dose modifications guidelines for GSK2857916 @ d Corneal Events clarify dose
adjustments for GSK Scale Grade 2 events. Q

e Amendment 3 (17 December 2018):

The protocol was to address over-enrollment in the froZ quid solution portion of the study. Due to
the over-enrollment, the primary analysis was to bexi d on all randomized participants (anticipated
~200) enrolled into the frozen liquid solution armsgln addition, a sensitivity analysis based on the first
130 participants was performed to account for th@;inal design.

Protocol Deviations

There were inclusion or exclusion criéﬁeviations for 6% and 5% of participants who were
inadvertently enrolled in the study.

e 5 participants were HBc tive and were recommended to have prophylactic antiviral
therapy after stopping s eatment and to be followed for HBV increases or reactivation.

e 2 participants had oggafm=System deviations: 1 participant had a spot urine of <500 mg/g at

screening but was mg/g at Cycle 1 Day, and the other participant did not have spot urine
or absolute neutro count assessments performed at Screening. An absolute neutrophil count
was done at C 1 Day 1 prior to dosing.

e 1 particip @measurable disease based on local laboratory, but this result was not confirmed
by ther % laboratory results.

o 1 par(cyant was enrolled with moderate punctate keratopathy.
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Baseline data

Table 24 Demographic Characteristics (ITT Population, Study DREAMM-2)

{O

R

“
-
N
~

QQJ

GSK2857916
2.5 mglkg J.4mglkg Total E
(N=97) (N=99) (N=196) o 7’
Sex, n (%) g7 99 196 )
Female 46 (47) 43 (43)
Male 51 (53) 56 (57)
Age (years), n a7 g4
Mean (SD) 64.1(10.01) 66.0 (9.09)
Median (range) 65.0 (39 to 85) 67.0 (34 to 84)
Age Group (years), n (%) g7 99
<18 0 0
18 to <65 45 (46) 36 (36) 81(41)
B5 to <75 39 (40) 46 (46) /O 85 (43)
=75 13 (13} 17 30(15)
Race Detail, n (%) g5 §L 194
Black or African American 16 (16) 27 (14)
Asian - Central/South Asian Heritage 1(1) g 1(<1)
Asian - East Asian Heritage 1(1) 1(<1)
Asian - South East Asian Heritage 0 1) 1(<1)
White - Arabic/North African Heritage 4(4) ( 2(2) 6 (3)
White - White/Caucasian/European 72 (74) 83 (84) 155 (79)
Herilage
Mixed Asian Race 0 O 1(1) 1(<1)
Mixed White Race 1(1) 1(=1)
Multiple 1% 0 1(=1)
Weight (kg), n g7 99 196
Mean (SD) éi&m.?ﬁa] 73.90(14.228) 76.11 (18.435)
Median 5.00 71.80 7275
(range) 24 10171.0) (49.0 to 124.2) (42.410 171.0)
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Table 25 Baseline Disease Characteristics (ITT Population Study DREAMM-2)

Ky

%

GSK2ZB5TI16
2.5 mgkg 34 mglkg Total
[h=8T) (=53] (N=196)
Stage at screening, n (Yo)
I 21 (22) 15 (18) 39(20)
Il 3 () 51 (52) B4(43)
1 432 (43) 30 (30) T2(3T)
LI mknown 1{1p 0 1 {<1)
Type of multiple myeloma, n (%)
Nonsecretony 0 0 i
S ecre oy 97 {(100) 20 (100) 196 (100
Myeloma light chain, n (%)
K appa Light Chain 54 (58) 64 (B5) 1
L ambda Light Chain 36 (37) 29 (29) B
Missing T (T 6 (6)
Myeloma immunoglobuling n (Y} -
IgA 22 (Z3) 16 (186) Q{‘IQ;
laG 65 (67) T3(T4) @‘I&B (T0)
Igh 2(2) i} 2(1)
IgD 1] 1(1) 1 {=1)
IgE 1] a 1]
Missing 8 (B) a {Q;Q) 17 (9)
Ex trame dullary Dis ease, n [¥)
Yes 22 (23) 1 40(20)
Nao 75 (77} 156 (B0)
Lytic Eome Lesions, n [T} P
Yes &3 (T1) 75 (T6) 144 (73)
Nao 28 (29) 24 (24) 52(2T)
Lines of therapy completed at
scroening, n (%) O
3 Lines 55 \J B (B) 13(7)
4 Lines 11 @ a4 20(10)
5 Lines 17 14 (14} 31(18)
6 Lines 4 (14} 21 (21) 35(18)
T Lines ) 17 {17) 36(18)
8 Lines (} (14) 1({11) 25(13)
9 Lines 6 (B) 5 (5) 11 (6}
10 Lines A 5(5) 5(5) 10 (5)
More Than 10 Lines %} 6 (B) 29 15 (8)
High Risk Cytogenetics® n (%)
Yes 26 (27) 32 (32 58(30)
Orther (mon=high risk, not done, Q} T1({73) 67 (65) 138 (70)

Prior anti-cancer medicathre presented in Table 26.

>
N
S

QQJ
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Table 26 Prior Anti-Cancer Medications by Drug Class of Agents (ITT Population, Study
DREAMM-2) (cut-off date of 20 September 2019)

Number (%) of Participants
Belantamab Mafodotin Q3W
Drug Class 9-Month FU (20Sep19) &
2.5 mglkg 3.4 mglk
(N=97) (N=
Steroids 97 (100) 9d «00)/
Immunomodulator 97 (100) 03)
Lenalidomide 97 (100) ’(
Pomalidomide 89 (92) Q
Thalidomide 29 (30) x\l 39 39
Proteasome Inhibitor 97 (100) 0 99 (100)
Bortezomib 95 (98) 97 (98)
Carfilzomib 74 (76) (o) 64 (65)
Ixazomib 22 (23) 23 (23)
Monoclonal Antibody 97 (100) { 99 (100)
Daratumumab 97 (100) 96 (97)
Elotuzumab 15 15 Q 13 (13)
Durvalumab Q 5 (5)
Isatuximab 2(2)
Pembrolizumab ’@ 1(1)
Investigational antineoplastic agents 1 1(1)
Blinatumomab 1 (1) 0
MORO03087 O 0 1(1)
Chemotherapy Q 92 (95) 95 (96)
Stem cell transplant )(', 73 (75) 86 (87)
32 (33) 31(31)
( 909

Other 2
HDAC inhibitor N 11(11)
Note: Multiple categories per participant \B ible, therefore the total may add up to more than 100%.

The refractoriness status of t =@‘ ients to prior anti-cancer therapies are presented in Table 27.

R

“
-
N
&
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Table 27 Participants Refractory to Prior Anti-Cancer Therapy (ITT Population, Study
DREAMM-2) (cut-off date of 20 September 2019)

Number (%) of Participants

Belantamab Mafodotin Q3W
Drug Class 9-Month FU (20Sep19) S
2.5 mglkg 3.4 mglkg
(N=97) (N=99)

Immunomodulator 97 (100) 99,(1
Lenalidomide 87 (90) 9
Pomalidomide 86 (89) é@o
Thalidomide 13 (13)

Proteasome Inhibitor 97 (100) Q) (100)
Bortezomib 76 (78) 74 (75)
Carfilzomib 63 (65) S’ 57 (58)
Ixazomib 21 (22) 21 (21)

Monoclonal Antibody 97 (100) 99 (100)
Daratumumab 97 (100) { 95 (96)
Elotuzumab 13 (13) 10 (10)
Durvalumab ( @ 4 (4)
Isatuximab 3(3) Q 2(2)
Pembrolizumab 2(2 Q 1(1)
Investigational antineoplastic agents 1 1(1)
Blinatumomab @ 0
MORO03087 0 1(1)

Steroids ( 9 (99) 92 (93)

Chemotherapy Q‘% (68) 70 (71)

Stem cell transplant 27 (28) 25 (25)

Other X um 13 (13)

HDAC inhibitor @] 11 (11) 8 (8)

Note: Multiple categories per participant was,posSible, therefore the total may add up to more than 100%.

Numbers analysed O
Table 28 Analysis Poqugs (Study DREAMM-2)
\ GSK2857916
Population, n (%) @ 2.:5HTg;cg 3.?;:%;:9
Enrolled 97 (100) 99 (100)
Intent-to-Treat 97 (100) 99 (100)
Efficacy \ 64 (66) 66 (67)

Safety (j 95 (98) 98 (99)
Ocular \;udy 17 (18) 13 (13)
Full An 97 (100) 99 (100)
Full 95 (98) 98 (99)

I @fiafmacokinetics 95 (98) 98 (99)
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Outcomes and estimation

e Primary endpoint - Overall Response Rate (ORR)

Table 29 Best confirmed response based on independent review committee and investigator
assessments (ITT Population, Study DREAMM-2) (cut-off date 21 June 2019)

Belantamab Mafodotin Q3W Q,v
2.5 mglkg 3.4 nlgl%
(N=97) (N=99),_

IRC INV RC S\, NV
Best Response, n (%) )
Stringent complete response (sCR) 2(2) 2(2) 3 &Q 1(1)
Complete response (CR) 1(1) 6 (6) & 2(2)
Very good partial response (VGPR) 15 (15) 12 (12) m 18 (18)
Partial response (PR) 12 (12) 9(9) 4) 10 (10)
Minimal response (MR) 3(3) 4 (4) % (5) 6 (6)
Stable disease (SD) 30 (31) 30 (31) 23 (23) 25 (25)
Progressive disease (PD) 27 (28) 28 (29) é\ 26 (26) 27 (27)
Not evaluable (NE) 2 7(7) 6 (6 11 (11) 10 (10)
Overall Response Rate, n (%) Q
sCR+CR+VGPR+PR 30 (31) 34 (34) 31(31)
97.5% confidence interval (20.8, 42.6) ,41.5) (23.9,46.0) (21.2,42.8)
Clinical Benefit Rate, n (%) \\1
sCR+CR+VGPR+PR+MR 33 (34) 33 (34) 39 (39) 37 (37)
97.5% confidence interval (23.5,45.8) 5 (23.5, 45.8) (28.5,51.1) (26.6,49.1)

IRC: Independent Review Committee; INV: Investigator

a.  NE could be due to response not confirmed or inade@aaseline assessment/no post-baseline assessment.

As of the 9-month FU data (cut-off date Q}Uanuary 2020), the ORR was 32% in the 2.5 mg/kg dose

cohort (31/97; 97.5% CI: 21.7, 43.6"%
responders achieving VGPR or bet
was consistent with the primary 2

Table 30 Best confirmed r{

ere was a further deepening of response, with 58% of
uding 2 sCRs and 5 CRs. The median time to best response
is at 2.2 months (95% CI: 1.5, 3.6).

se (ITT Population, Study DREAMM-2) (cut-off date of 31

January 2020)

2.5 mg/kg 3.4 mg/kg

\ (N = 97) (N=99)
Overall response rét RR), % (97.5% CI) 32% (22%, 44%) 35% (25%, 47%)
Stringent comp%;esponse (sCR), n (%) 2 (2%) 2 (2%)
Complete resy (CR), n (%) 5 (5%) 3 (3%)
Very goog partial response (VGPR), n (%) 11(11%) 18(18%)
Partial f&spdgse (PR), n (%) 13 (13%) 12 (12%)
Median 'durdtion of response in months (95% 11 [4.2 to Not 6.2 [4.8 to Not reached]
C ) reached]
P ility of Maintaining Response at 12 0.50 (0.29, 0.68) 0.42 (0.25, 0.59)

nths (95% CI)

Median time to response in months (95% CI) 1.5 (1.0, 2.1) 1.4 (0.9, 2.1)
Median time to best response in months 2.2 (1.5, 3.6) 3.5 (2.8, 4.3)
(95% CI)
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e Secondary efficacy endpoint- Duration of response

Table 31 DOR Based on IRC assessment (ITT Population, Study DREAMM-2) (cut-off date

31 January 2020)

Belantamab Mafodotin Q3W

2.5 mg/kg 3. 4 mw
(n=97)

Number of participants, n (%) 31
Progressed or died due to PD (event) 15 (48) (54
Censored, follow-up ended 5 (16) { (14)
Censored, follow-up ongoing 11 (35) 11 (31)
Event summary
Death due to PD 0 \Q 0
Disease progression 5 (48) x N 19 (54)
Estimates for DoR (months) N
1st quartile 4.2 \7’ 42
95% CI (1.4,10.3) @ (2.8, 5.6)
Median 11.0 6.2
95% ClI (4.2, 5) ( (4.8, -)
Probability of maintaining response
Time-to-event endpoint at 4 months 0.86
95% CI (0.69, 0.94)
Time-to-event endpoint at 6 months 0.56
95% CI (0.38,0.71)
Time-to-event endpoint at 12 months 042
95% CI (0.25, 0.59)

Figure 6 K-M Analysis of IRC-assess
date of 31 January 2020)

ﬁu{ (Study DREAMM-2, 2.5 mg/kg Cohort) (cut-off

b\}

Treatment
2.5 mag'kg
1.0 ——— { 3.4 mg/kg
(8]
o
L 0.8
< \
.S
w
1]
g
g @
< 0.6 | 1
o - | I
B *
(]
e N I |
= | 1 II I |
<é 04 ® i I I I I
5 . [ |
£ 1 1 T 1
Q
o
<]
) s@'
0.0
T T T T T T T T T T T T T T
1 2 3 4 5 9 10 11 12 13 14 15 16
Number at Risk
(Number of Events) Duration of Response (Months)
2.5 mgfkg 31(0) 310) 27(3) 24(5) 21(6) 18(9) 15(11) 12(11) 10(12) 8(13) T(14) 3(15) 1(15) 0(15)
3.4 |'|'|gf'kg 35(0) 35(0) 35(0) 29(5) 29(5) 22(12) 14(18) 13(18) 12(18) 11(19) a9y 4(19) 1019 0(19)
Assessment report
EMA/CHMP/414341/2020 Page 75/128




A worst-case sensitivity analysis was conducted based on the assumption that all participants who
were censored with follow-up ongoing would progress immediately at the next visit. In this sensitivity
analysis the median DoR was 10.3 months (95% CI: 4.2, 12.5) in the 2.5 mg/kg cohort. The estimated
probability of having a DoR of = 12 months was 50% in the 2.5 mg/kg cohort and 42% in the 3.4
mg/kg cohort. Among the 31 responders in the 2.5 mg/kg cohort, 11 participants still maintai

response with follow-up ongoing, out of whom 6 participants had a DoR of more than 12 m@b

e Secondary efficacy endpoint- Time to Response
The time to response was short and was similar for both cohorts (median: 1.4 mor{@% CI: 1.0,
1.6; median: 1.4 months, 95% CI: 0.9, 2.1). O

e Secondary efficacy endpoint-Progression-Free Survival
Table 32 PFS Based on IRC Assessment (ITT Population, Study DR -2) (cut-off date of

31 January 2020)

Belantamab M. otin Q3W
2.5 mg/kg 3.4 mg/kg

(N=97) (N=99)
Number of participants, n (%)
Progressed or died (event) 69 (71) @ 69 (70)
Censored, follow-up ended 16 (16) 17 (17)
Censored, follow-up ongoing 12 (12) 13 (13)
Event summary, n (%)
Disease progression 64 (6 60 (61)
Death 5( 9 (9)
Estimates for time variable (months)
1st quartile @ 0.8
95% CI o) (0.8, 1.4)
Median 8 3.9
95% CI (1.6, 3.6) (2.0, 5.8)
3rd quartile Q9.7 84
95% CI (4.8, -) (6.4, -)
Progression-free survival probability
Time-to-event endpoint at 6 months 0.32 0.39
95% CI (0.22, 0.42) (0.29, 0.49)

Furthermore, when adjusting for potentiéﬁnostic factors, the HR estimate for the 2 randomized dose
cohorts became 0.96 (95% CI: 0.69% !

Table 33 Cox Regression Analy;
cut -off date of 31 January 20

"

R

“
-
N
&

<

rogression-Free Survival per IRC (Study DREAMM-2,
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13-Month FU (31Jan20)

HR (95% Cl) p-value

Without adjustment for covariates

o.esb;

3.4 mg/kg versus 2.5 mg/kg 0.933 (0.668, 1.303)
With adjustment for covariates
3.4 mg/kg versus 2.5 mg/kg 0.964 (0.687, 1.354)

ISS Staging at Screening: | to Il versus Il
Number of prior lines of therapy: 3 to 8 versus =9

0.572 (0.405, 0.809)
0.664 (0.434, 1.016)

*
s

ECOG: Eastern Cooperative Oncology Group; ISS: International Staging System; IRC: Independent Review Co @ e; PFS: progression-

free survival.

Note: For each covariate, a hazard ratio <1 indicates a lower hazard to experience the event in the firs%
h

second subgroup. Covariates were selected using backward variable selection with exit criteria of

mg/kg frozen vs. 3.4 mg/kg frozen) was forced in the model. Other covariates include age gr: LQS‘

('Other' vs. 'High'), ISS staging at screening ('I/II' vs. 'III'), type of Myeloma ('Non-IgG' vsY' ,

('3-8' vs.'>=9"), ECOG performance status ('0-1' vs.'>=2"), and penta-refractory ('‘No' ys. 'Yes').
Note: A subject is considered as high risk if the subject has any of the following cytogen Q

refractory is defined as refractory to: Bortezomib AND Carfilzomib AND Lenalidom

Secondary efficacy endpoint- Overall Survival

The OS was not mature at the time of the primary a
6-month overall survival rate was 72% and 75% i

As of the 13-month FU data (cut-off date of 31
in the 2.5 mg/kg cohort. OS at 12 months has

p compared with the
=0.10. The dose group (2.5
vs. '>=65"), cytogenetic risk

number of prior lines of therapy

4;14), t(14;16), and 17p13del. Penta-

Al Pomalidomide AND Daratumumab.

O

. As of the data cut-off (21 June 2019), the

he 2.5 mg/kg and 3.4 mg/kg cohorts, respectively.

ry 2020), OS at 6 months was estimated as 72%

en estimated based on the updated data as 57% and

the median OS estimate was 13.7 month the 2.5 mg/kg cohort.
Figure 7 K-M Analysis of OS (Study @MM-Z, ITT Population) (cut-off date of 31 January

2020)
Treatment
2.5 mg'kg
1.0 3.4 mgikg
0.8 —
g
£ 0.6
=1
w
§
o]
0.4
Q'
0.0
T T T T T T T T T T T T T T T T T T T
Number at Risk 0 1 2 3 4 5 6 7 a8 9 10 11 12 13 14 15 16 17 18
Number of Events)
Time from Randomization (Months)
2.5 mgkg 97000 9SS TG TIRN)  ETES)  66@E) 64@E) 62G00 530330 S5(37)  S55(37) 490400 43430 3IN46) 2247} 13M4T)  G4B) D)
"!-lrll‘t_;-'kg 59000 95(3) @8a(10) 8azfey 8| 7EE3I) TAR4) TOET) 6601} 65(32) 5B(35) 54i41) 52(42) 47iddy 330430 2150} INS0)  2(51) DS
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e Secondary efficacy endpoint- Minimal residual disease

Table 34 MRD negativity rate by best response based on IRC assessment (DREAMM-2, ITT
Population)

&

Belantamab Mafodotin Q3W 0

Primary Analysis (21Jun19) Updated Data (20Sep19)s

Best Response 2.5 mglkg 3.4 mglkg 25 mglkg 3.4 mblkg
(n=97) (n=99) (n=97) .

sCR, n 1 2 2 k
MRD negativity rate, n (%) 1(100) 1(50) 2(100) (100)
95% Cl (2.5, 100) (1.3,98.7) (15.8, 100) A 25,100)
CR,n 0 0 2 2
MRD negativity rate, n (%) 1 (50)%' 1(50)
95% Cl (1.3, 9@} (1.3,98.7)
VGPR, n 3 0 6
MRD negativity rate, n (%) 0 1 1(17)
95% Cl (0.0,70.8) Qﬂf, 57.9) (0.4,64.1)
sCRICRIVGPR, n 4 2 @ 11 9
MRD negativity rate, n (%) 1(25) 1(50) 4 (36) 3(33)
95% Cl (0.6,80.6) (1.3, 98.T)m ) (10.9, 69.2) (75,70.1)

-
The ORR results in demographic and disease-ba@subgroups based on IRC assessment for the 2.5
mg/kg and the 3.4 mg/kg are presented in Fi@e and Figure 9.

Ancillary analyses
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Figure 8 ORR in Demographic and Disease-Based Subgroups Based on IRC Assessment

(DREAMM-2 13-Month FU, ITT Population, 2.5 mg/kg Cohort)

Categories ORR (%) '™ ORR (95% CI)
|
All Patients —— 3ma7 32, (22.9-42.2)
Age
qlatn <65 I—l:—| 13/45 (16.4-44 3)
65 to <75 II—I—| 16739 d {25.66?.9]
SE::=?5 I—l—|| 213 o 11,945 4)
Sex
Male —a—t 135 %5.5% (14.3-39.6)
Female ——— 1% 39.1% (25.1-54.6)
Ethnic Background 1

White —— 34.2% (23.7-46.10)

Black —— 31.3% (11.0-58.7)

Oiher — &= 0.0% (0.052.2)

I.‘-_'-L‘Ii Staging at Screening I - 40.9% (207-636)
Il H—e— 1533 45.5% (28.1-63.6)
Il —e— 7i42 16.7% (7.0-31.4)

Baseline Renal Impairment !

Mormnal (>=30) —t— @ 77ns 36.8% (16.3-61.6)

Mild (==60, <30) —a— 16/48 33.3% {20.4—45_4

Moderate (>=30, <60) —a— Bi24 333% (158-553

Severe (>=15, <30 » T { { w2 0.0% (0.0-584.2)

Number of lines of therapy I
=4 I—-—@-I 716 43 8% (19.8-701
=4 I—I:—| 24481 296% (200408

Type of myeloma
lgs 19/65 29 2% {18.5—41_5
hi:-n—IgG /24 37.5% (188-594

Cytogenetics Risk
I-ig?ﬂ] 926 34.6% (17.2-557)
Oiher (non-high risk, not done, or missing) 2271 31.0% (20.5431)

Extramedullary Disease |
Yes I 122 45% (0.1-22.8)
Mo H—e— 375 40.0% (28.9-52.10)

Refractory to....

Any Proteasome Inhibitor (P —— 3197 32.0% (22.9-42.2)
Bortezomib —a— 2376 30.3% (2024119
Carfilzomib —e— 19/63 30.2% (192430
Ixazomib & —t— Bi21 38.1% (181616

Any Immunomodulator (IMID) ( e Kl 32.0% (22.9-42.2)
Thalidomide —— n3 23.1% (5.0538
Lenabdomide 2787 31.0% [21.5-41_
Pomalidomide 0 28/86 32.6% (228435

Monoclonal Antibodies 3147 32.0% (22.9-42.2)
Elobuzumab e N3 23.1% (2.0-53.8
|sahuxima » ' ! 3 0.0% [U_U-?G.Bi
Daratumumab O —— 31497 320% 1229-422)
Daratumumal alons[2 —e—— 223 21.7% {75—437?3
Daratumumab in combiRgtion[3] —e— 2776 355% 124947 3)

Penta-refractory[4] F—a— 12041 29.3% (16.1-45.5)

1
I

[
\ 0 25 S50 75 100

[1] A subject is congg as high rnsk if the subject has any of the following cytogenetics:
b4:14). 10141 5}0%1 Jdel.

[2] Defined as X regimen with Daratumumab as the only drug in the regimen.

[3] Defined as@x regimen with Daratumumab and other drugs.

The 95% nce Imterval is based on Exact method.

[4] Deﬁreié&e ctony to: Bortezomibh AND Carfilzomib AND Lenaidomide AND Pomalidomide AND Daratumumab.

<
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Figure 9

ORR in Demographic and Disease-Based Subgroups Based on IRC

Assessment (DREAMM-2 13-Month FU, ITT Population, 3.4 mg/kg Cohort)

Categories ORR (%) M ORR 95% Ch
|
All Patients —e— 35/99 35.4% .0-45.6)
Age
0 < JE-a3.8)
18 to <65 1336 36 8-538
65 to <75 I—OI—| 1546 32§ 19.5-48.0)
S ==75 I—|I—|I 7 N (18.4-671)
Sex
Male a1 16/56 B (17.3-422)
Female ——e— 14y 44 2% (29.1-60.1)
Eﬂllmiﬁeaackgmund 34 9% (24.9-459)
ac I g 3 2]
Black f 36.4% (109692
Other f 50.0% (1.3987)
Isf: Staging at Screening 44.4% (215-692)
Il 35.3% E22_4~49.9]
m ) 30.0% (14.7-49.4)
Baseline Renal Impairment
MNomal {g- {:3 353% (142617
Mild (==60, =90 —+e— 40 4% (27.0-54.9)
Moderate (==30, <60) —e— 27.3% (10.7-50.2)
Severe (>=15, =30) 40.0% (5.3-853)
Number of lines of therapy
==4 617  353% (14.2-61.7)
=4 20/82 354% (25.1-467)
Type of myeloma
H,G 2273 301% E19_942.D]
oG a7  5289% (27.8-77.0)
{:}.rt_mileneﬁcs Fisk
High[1] 15/33 455% (28.1-63.6)
Other (non-high risk, not done, or missing) 20/66 303% (196-42.9)
Extramedullary Disease I
Yes ;—6—4 | 118 56% (0.1-27.3)
Mo H-e— 34781 42 0% (31.1-535)
Fefractory to.. o
Any Proteasome Inhibitor (P1) —e— 35/99  35.4% (26.0-45.6)
Bortezomib el 2474 32.4% (22.0-443)
Carfilzomib & —e— 18/57 316% (199-452)
| xazomib < ) —t— 9/21 429% (21.8-66.0)
Any Immunomodulator (IMiDY) —e— 35/99 35.4% (26.0-45.6)
Thalidomide ——— 918  500% (26.0-74.0)
Lenalidomide 3390 36.7% (26.847.3)
Pomalidomide 2879 354% (25.0-47.0)
Monoclonal Antibodies 35/97 36.1% (26.6-46.5)
lotuzumab f - | 510 50.0% (18.7-81.3)
|satximab * L | 0/2 0.0% (0.0-843)
Daratumumab —o— 35/95 368% (272474
Daratumumab alons \ —ea— 8/34  235% (107412
Daratumumab inco tion[3] H—e— 20/66 439% (31.7-56.7)
Penta-refractory: F—e+— /30 30.0% (14.7-49.4)
T — T T 1
o) 0 25 50 75 100

fdence Interval is based on Exact method.

[4] Drefine & efractony to: Bortezomib AND Carfilzomib AND Lenalidomide AND Pomalidomide AMD Daratumumal.

AMM-2 study included an additional independent cohort 24 additional participants who
reegived a lyophilized presentation of belantamab mafodotin at 3.4 mg/kg.

Based on available data, the ORR by IRC assessment was numerically higher in the Lyo cohort (48%)
than in the frozen cohort (34%). A total of 24% of participants achieved VGPR or better; this was
similar to the frozen cohort (20%).
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Table 35 IRC-Assessed Best Response with Confirmation (DREAMM-2, 13-Month FU (cut-off
date of 31 January 2020, Full Analysis Population)

DREAMM-2
3.4 mg/kg 3.4 mgikg Lyo
(n=99) (n
Best Response Q{Y
sCR 3(3)
CR 0 ’\% 0
Very Good Partial Response (VGPR) 17 (17) { 6 (24)
Partial response (PR) 14 (14) O 6 (24)
Minimal response (MR) 5(9) 1(4)
Stable disease (SD) 23 (23) 5 (20)
Progressive disease (PD) 26 (26) 0 6 (24)
Not evaluable (NE) 11 (11) 1(4)
ORR '@
sCR+CR+VGPR+PR 34 (3 12 (48)
97.5% ClI (23.9 $ (25.5,71.1)
CBR
sCR+CR+VGPR+PR+MR ) 13 (52)
97.5% Cl A@S, 51.1) (28.9, 74.5)

The other efficacy parameters for the 3.4 mg/kg Lyo}& were similar to the 3.4 mg/kg frozen
liquid-cohort (data not shown).

Summary of main study Q

The following table summarises the efficacy results from the main study supporting the present
application. These summaries shouldﬁ d in conjunction with the discussion on clinical efficacy as
well as the benefit risk assessmen ater sections).

Table 36 Summary of Effica tudy 205678 (DREAMM-2)

o

Title: A Phase II, open label, r%)< zed, two-arm study to investigate the efficacy and safety of two doses
of the antibody drug conjug 2857916 in participants with multiple myeloma who had 3 or more prior
lines of treatment, are refraQto a proteasome inhibitor and an immunomodulatory agent and have failed
an anti-CD38 antibod REAMM-2)

Study identifier y 78, EudraCT number 2017-004810-25
ulti-centre, randomised, Phase II study to evaluate the efficacy and safety of

Design
. 4 “Whelantamab mafodotin at two dose levels: 2.5 mg/kg and 3.4 ma/kg Q3W (frozen

presentation). An additional independent cohort of 25 participants received
3.4 mg/kg belantamab mafodotin as a lyophilised presentation. An ocular sub-study
A4 was conducted in 30 participants who were randomly assigned to either 2.5 mg/kg

\ or 3.4 mg/kg to characterise the role of steroid eye drops in the prevention of
; > corneal events.
Duration of treatment phase: Until disease progression, death or unacceptable
@ toxicity occurred.

Duration of Screening/Baseline | Up to 21 days. Older cytogenetics results were
phase: accepted if available.
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Duration of Post-treatment
Follow-up phase:

For participants who discontinued study
treatment for a reason other than PD, PFS
follow-up occurred every 21 days (£7 days).
Disease evaluations continued until confirmed
PD, death, start of a new anti-cancer treatmen
withdrawal of consent, or end of the study,
whichever occurred first. For participants who
discontinued due to PD, follow-up occurred

every 3 months (£14 days). L

Hypothesis

hypothesis: Hi: ORR >15%.

Study DREAMM-2 was designed to provide evidence with respect to ORR' %laer
support the null hypothesis: Ho: ORR <15% or reject Ho in favour of thg alt

native
N

Treatments groups 2.5 mg/kg

2.5 mg/kg belantamab mafodotinWen),
n (number randomised/ITT

3.4 mg/kg

3.4 mg/kg belantamab m% (frozen),
n (number randomised/ITH) =99

3.4 mg/kg Lyo

3.4 mg/kg belantamab h{f?otin (lyophilised),
5

n (number randomis
IThe percentage of parti€igants with a confirmed

Endpoints and Primary Overall
definitions endpoint response rate |partial response (BR) or better (i.e., PR, very
(ORR) good partial re [VGPR], complete response
[CR] and strin@R), according to the 2016
IMWG Res Criteria by Independent Review
Committ,
Secondary ORR by The perdentdge of participants with a confirmed
Endpoints investigator PR o tér (i.e., PR, VGPR, CR and stringent
assessment (.\a rding to the 2016 IMWG Response
Critefia by investigator assessment (IA).
Duration of e time from first documented evidence of PR or
response ter until the earliest date of documented PD
(DoR) per IMWG, or death due to PD.
IThe time between the date of randomisation and
Time the first documented evidence of response (PR or
respfns better).
( [The time from randomisation until the earliest
§ date of documented PD per IMWG, or death due
ression- to any cause.
e survival IThe time from randomisation until the earliest
O (PFS) date of documented PD per IMWG, or death due
{ Time to to PD.
progression
Q (TTP) The time from randomisation until death due to
Overall any cause.
\ survival (OS)

Database lock January 2020

Results and Analysi

Analysis

Committee (IRC)

Primary Analysis — Overall Response Rate (ORR) by Independent Review

Full Analysis Population, which included all randomised participants, whether or
not treatment was administered.

Treatment group 2.5 mg/kg 3.4 mg/kg 3.4 mg/kg
Lyo

Number of subjects 97 99 25

ORR by IRC, n (%) 31 (32) 35 (35) 13 (52)

97.5% CI (21.7, 43.6) (24.8, 47.0) (28.9, 74.5)

Notes

Not applicable (NA)

Assessment report

EMA/CHMP/414341/2020

Page 82/128




Analysis
description

Assessment

Secondary Analysis — Overall Response Rate (ORR) by Investigator

/Analysis population
and time point
description

Full Analysis Population

Descriptive statistics
and estimate
\variability

Treatment group 2.5 mg/kg 3.4 mg/kg 3.4 mg/k

he O
Number of subjects 97 99 25 Vo
ORR by IA, n (%) 32 (33) 32 (32) 13 (52) , &/
97.5% CI (22.6, 44.7) |(22.1, 43.9) (28.9, #45)

/Analysis description

Secondary Analysis — Duration of Response (DoR) by IRC

)Analysis population
and time point
description

Full Analysis Population

e
S

Descriptive statistics Treatment group 2.5 mg/kg 3.4 mg/, 3.4 mg/kg
and estimate o Lyo
variability Number of subjects 31 35 o » |13
Median DoR (months) 11.0 6.2 ~ 190
95% CI (4.2, -) (4.8, (2.8, -)
Analysis Secondary Analysis - Time to Response (TTR)fby IRC
description A(
/Analysis population Full Analysis Population
and time point
description
Descriptive statistics Treatment group 2.5 r@ 3.4 mg/kg 3.4 mg/kg
and estimate Fa Lyo
\variability Number of subjects 35 13
Median TTR (months) 1. 1.4 0.9
95% CI £1N1.0,2.1) (0.9, 2.1) (0.8, 2.3)
Analysis Secondary Analysis - Progression Free Survival (PFS) by IRC
description A

)Analysis population
and time point
description

Full Analysis Population

N

N

Descriptive statistics Treatment group 4 S’ 2.5 mg/kg 3.4 mg/kg 3.4 mg/kg
and estimate Lyo
\variability Number of s ts 97 99 25

Median PF hs) 2.8 3.9 5.7

95% Cl.é (1.6, 3.6) (2.0, 5.8) (2.2,9.7)

Analysis Secon@ nalysis — Time to Progression (TTP) by IRC
description
)Analysis population FuIIQ/sis Population
and time point \
description y.
Descriptive statistics_ aeatment group 2.5 mg/kg 3.4 mg/kg 3.4 mg/kg
and estimate . b Lyo
\variability \ Number of subjects 97 99 25
(J Median TTP (months) 2.9 4.9 5.7
\ 95% CI (2.0, 3.6) (2.3, 6.2) (2.2, -)

Secondary Analysis - Overall Survival (0S)

Full Analysis Population
Descriptive statistics Treatment group 2.5 mg/kg 3.4 mg/kg 3.4 mg/kg
and estimate Lyo
\variability Number of subjects 97 99 25

Median OS (months) 13.7 13.8 NR

95% CI (9.9, -) (10.0, -) (8.7, -)
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Analysis performed across trials (pooled analyses and meta-analysis)

N/A

Clinical studies in special populations

Table 37 Number of elderly participants in DREAMM-1 and DREAMM-2

Ky

.9
N
o>

Age 65-74 Age 75-84 %Q‘Age 85+
(Older Participants (Older Participants &Qﬂlder Participants
number [total number) | number /total number mber /total number)
DREAMM-1 22/73 (30%) 3173 (4%) 0
DREAMM-2 94/221 (43%) 33/221 (15% 31221 (1%)
Total 116/294 (39%) 36/294 (1 23& 3/294 (1%)
Supportive study

Study BMA117159 (DREAMM-1) Q !

Belantamab mafodotin was initially evaluated in a fi in human study in participants with RRMM
(DREAMM-1; BMA117159), who were refractory to a P d an immunomodulatory agent. The
objectives of DREAMM-1 were safety, toIerabiIity,@ clinical activity. Participants were treated on

Q3W schedule as a 1-hour 1V infusion.

h&asting doses from 0.03 to 4.60 mg/kg (n=38). The
receptor saturation, promising clinical activity at the
ity of the 4.6 mg/kg dose.

Part 1 of DREAMM-1 was a dose escalatio
3.4 mg/kg dose was chosen as the RP2D,

3.4 and 4.6 mg/kg doses, and lower t:

In Part 2, participants (n=35) rec‘% e 3.4mg/kg dose for up to 16 cycles. The primary analysis
was performed based on a data c date of 31 August 2018, with 1 participant still ongoing.

In Part 1 (dose escalation) t Q in the 2.5mg/kg subgroup (n=8) was 13% (95% CI: 0.3, 52.7)
and in the 3.4-mg/kg sub ’g(n=3) the ORR was 100% (95% CI: 29.2, 100.0). However, no
responses were noted in Q participants in the 2.5-mg/kg subgroup who had also received prior
daratumumab treatmeng, in addition to a PI and an immunomodulatory agent.

In Part 2 (dose e @n, 3.4 mg/kg; n=35), the ORR was 60% (95% CI: 42.1, 76.1), with 54% of
participants aolix;n a VGPR or better and median DoR was 14.3 months (95% CI: 10.6, -). In the
subpopulatio rticipants who had received prior daratumumab (n=13), ORR was 38% with all

respond §x ing a VGPR or better and median DoR was 6.7 months (95% CI: 5.3, -) (see section
2.5.1. %{ sponse study).

@2 Discussion on clinical efficacy

Design and conduct of clinical studies

The justification for the selected two doses (2.5 mg/kg or 3.4 mg/kg) of belantamab mafodotin was
based on the results of the dose-finding study BMA117159 (DREAMM-1). The DLTs were investigated
in the Part 1 of the study and no dose-limiting toxicities were observed at any dose level, including the
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maximum administered dose (4.6 mg/kg). Thus, the MTD was not established. The 2.5 mg/kg dose
was acceptable by the CHMP to be the recommended dose.

The efficacy data of belantamab mafodotin was based mainly on a single phase 2 study 205678
(DREAMM-2). In principle, the study design was fit for its purpose, i.e., to demonstrate effica
heavily pre-treated MM patient population. MM patients relapsed or refractory to a proteasom

in this

inhibitor and immunomodulatory agent and in whom treatment with an anti-CD38 antibody, iled,
have a dismal prognosis. The target population on the pivotal phase II study represents atient
ore than

population with multi-refractory disease and most the patients were previously treateax
5 previous lines of therapy. Currently there are limited options for these last line MM¥atients.

@mg/kg dose

exclusion criteria are
inly due the difficulties
inical manifestations of

Due to over-enrolment, 196 RRMM patients were recruited in this study; 97 in t
cohort and 99 in the 3.4 mg/kg dose cohort. In general, the chosen inclusion
appropriate. Patients with prior allogeneic stem cell transplant were exclud
to separate possible corneal (eye) side-effects of belantamab mafodotin
GVHD, including keratoconjunctivitis sicca. @

Before the initiation of the study and in response to the feedback ﬂ@regulatory agencies, the study
was amended from an original single-arm design with 1 dose lev ¥ mg/kg) to an open-label,
randomized, 2-arm study with 2 dose levels, including the 2. g Q3W dose (Amendment 1) and
the addition of a lyophilised cohort. Due to over-enrolment i MM-2,the overall sample size was
increased from 65 subjects to ~100 subjects per arm. As«a result, the minimum observed ORR
required for claiming efficacy changed from 26% (i.e. 1Qs onders for a sample size of 65 per arm)
to 24% (i.e. 24 responders for sample size of 100 pe

The phase 2 study was conducted without an actintrol arm which is a limitation. Because there is
no standard treatment for these patients, the g control arm may be considered acceptable. To
use historical data as a justification for the prc@d ORR has also well-known limitations. The ORR
rate of 15% (statistical design) of the stud@{ (amendment 1) was selected based on the previously
reported response rate of 15% in participants at fourth relapse based on historical control data and
was also discussed extensively with th@pplicant in Protocol Assistance
(EMEA/H/SA/3559/2/2018/PA/PR/IN,).¥he target ORR rate (=24%) was not rejected, but in order to
demonstrate a positive benefit/ri belantamab mafodotin in the context of a CMA, it was expected
that ORR rates markedly grea @an 15% are observed from historical data. Furthermore, it was
concluded that when using as a primary endpoint, the treatment effect on ORR will have to be
substantial to allow confidQ in the clinical benefit. It was concluded that if the ORR proves to be
according to expectatigns (33%) and if the secondary objectives and safety data of this study
demonstrate an ade;bxtbrisk/beneﬁt profile, these analyses could provide a clinically meaningful
outcome.

L 4
Efficacy, d\€3>and additional analyses

The origi proposed wording of the indication “"BLENREP is indicated as monotherapy for the
treatr@of adult patients with relapsed or refractory multiple myeloma, who have received three

pri s of therapy including an anti-CD38 antibody, a proteasome inhibitor, and an

i unomodulatory agent” allows treatment of patients after three prior treatments, relapsed or
refractory to an immunomodulatory agent, PI and anti-CD38 antibody. Only 5 patients in the pivotal
study fulfilled these minimum criteria, and the majority of the patients were heavily pre-treated, with
two proteasome inhibitors and two immunomodulatory agents. In addition, most of the patients were
refractory to bortezomib, carfilzomib, lenalidomide and pomalidomide and, by definition, all patients in
the pivotal study were refractory to an immunomodulatory agent and a proteasome inhibitor and an
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anti-CD38 antibody. Although the patients included in this pivotal trial had minimum requirement of
having failed at least 3 prior lines of anti-myeloma treatments, including an anti-CD38 antibody (e.g.,
daratumumab) alone or in combination, and being refractory to an immunomodulatory agent (i.e.,
lenalidomide or pomalidomide), to a proteasome inhibitor (e.g., bortezomib or carfilzomib) and to an
anti-CD38 mAb (triple-class refractory), the vast majority of the patients were heavily pretreatgéd. To
better reflect the patient population, both in terms of prior lines of treatment received, and 6
refractoriness to prior therapies, the indication was revised as follows:

BLENREP is indicated as monotherapy for the treatment of multiple myeloma in adult %s, who
have received at least four prior therapies and whose disease is refractory to at Ieas&proteasome
inhibitor, one immunomodulatory agent, and an anti-CD38 antibody, and who hav@monstrated
disease progression on the last therapy.

The study met its primary endpoint for ORR as assessed by IRC in both the 2} g/kg Q3W frozen
cohort and 3.4 mg/kg Q3W frozen cohort. The ORR observed in this studyaby IRC was 31% (97.5%CI:
20.8, 42.6) in the 2.5 mg/kg cohort and 34% (97.5%CI: 23.9, 46.0) irl&,3.4 mg/kg cohort
(comparable to the 30% ORR observed in the pomalidomide study, d M-003 which compared the
efficacy of pomalidomide plus low-dose dexamethasone with high-daése dexamethasone in patients
with refractory MM who had failed therapy with both bortezomib lenalidomide, administered either
alone or in combination).

In the updated results with 13-month follow-up, the dose@ g/kg Q3W has demonstrated ORR of
32% with mDOR of 11 months. There was a further de ing of response, with 58% of responders
achieving VGPR or better, including 2 sCRs and 5 CRs: n interpreting these results, it should be
kept in mind that these MM patients were heavily -treated with limited therapeutic options
available. Thus, the updated data with longer FU @rmed that the responses are durable.

With regard to OS, based on the 13-month FU median OS estimate was 13.7 months in the 2.5
mg/kg cohort. When compared indirectly&l}e expected survival in this patient population, the
probability of an OS >12 months of 57%ifs agknowledged, taking into consideration of the immaturity of
the OS data.

In the updated PFS results with 1@.—@ follow-up, the median PFS estimate in the 2.5 mg/kg was

2.8 months compared to 3.9 in 4 mg/kg cohort. The median PFS point estimate seems to be

better in the 3.4 mg/kg dose& . The results of a sensitivity analysis with cytogenetics stratification
with the primary results.

(Yes, No and Other) were

MRD data was missi frog participants. However, among these, eight of these participants have
relapsed and one d| re MRD assessment. It would have been preferable to have MRD-data
available from all pant with CR or VGPR. However, whether these participants would have
reached MRD-d &gatlwty or not, relapse seem to be unavoidable for these participants. In
addition, sev o of 20 MRD-tested participants had achieved MRD negativity as of the 9-month
follow-u

The stu huded an additional independent cohort of 24 participants who received a lyophilized
n of belantamab mafodotin at 3.4 mg/kg. So far, no patients have been treated with the

d (SmPC) dose of 2.5 mg/kg with the commercial lyophilized formulation. Some differences in
tefmgs of patient characteristics were reported between patients treated with the 3.4 mg/kg frozen and
the 3.4 mg/kg lyophilized presentations. Patients included in the lyophilized cohort were less pre-
treated and a lower percentage of them had high cytogenetic risk compared with those treated with
the frozen formulation. In addition, response rate to most recent prior anticancer therapy was higher in
the lyophilized cohort (52% vs. 30%). These differences in important prognosis factors along with the
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small sample size of the lyophilized cohort may explain the higher ORR reported in these patients
(48% by IRC; 97.5% CI: 25.5%,71.1%) as compared to patients receiving the frozen formulation.

The exposure was decreased by ~10% when 3.4 mg/kg lyophilised formulation was administered
compared to 3.4 mg/kg frozen formulation, which could suggest a lower exposure for 2.5 mg/.
Lyophilised than the 2.5 mg/kg frozen formulation. However, no significant differences were o ed
for Cmax and other exposure metrics, showing that the effect is not systematic, and it may, be
influenced by an imbalance in the distribution of patients receiving each formulation (lyo @ and
frozen) (see discussion on clinical pharmacology). The covariate analysis did not identf %rmulation
effect as a significant covariate relationship. According to model predictions and effic h/\safety data,
those differences are considered of minor relevance. Besides, from a quality point @ew, both
formulations are considered comparable (see section 2.2 Quality aspects). Q

Additional efficacy data needed in the context of a con@'onal MA

Based on the observed efficacy, a clinical benefit for belantamab mafod can be considered
established, but a confirmation from a phase III comparative studyals needed in order to better
quantify the magnitude of the effect. @

In view of the established clinical benefit, and the fact that th%lication falls within scope and fulfils
the remaining conditional marketing authorisation requireggs, e CHMP agreed that the conditional
marketing authorisation requested by the applicant cou ranted.

DREAMM-3, a phase III study of single agent belanta mafodotin versus pomalidomide plus low-
dose dexamethasone in participants with relapse ractory multiple myeloma is ongoing (SOB,
Annex II.E) and a considerable proportion of p 'mwould be in later treatment lines in line with
DREAMM-2. Single arm study settings also impair the causality assessment of several key unfavourable
effects leading to remaining uncertaintie hese could be addressed by the proposed randomised
study with pomalidomide/low-dose dexag(it‘ sone as comparator since it would allow comparisons of
both efficacy and safety, and the prop umber of patients (n=320) would allow a more
comprehensive analysis of both fa¥ Qe and unfavourable effects. DREAMM-3 will be conducted in
184 sites and 19 countries world %

@\at the MAH should submit the final results of the pivotal study

e efficacy of belantamab mafodotin in patients with RRMM who have
nti-CD38 antibody which will also provide comprehensive data suitable
-risk balance of BLENREP (SOB, Annex II.E).

In addition, the CHMP consid
DREAMM-2 study investigati
failed prior treatment wit
to confirm the positivésbenefi

2.5.4. Con.c@ons on the clinical efficacy

Data from,th& piyotal study DREAMM-2 showed a clinically significant response rate to belantamab
mafodoti Nonotherapy for the treatment of multiple myeloma in adult patients, who have received
at least rior therapies and whose disease is refractory to at least one proteasome inhibitor, one
im u@odulatory agent, and an anti-CD38 mAb, and who have demonstrated disease progression on

e therapy. These results are further supported by durable responses. The achieved ORR is
comgsidered clinically meaningful in this heavily pre-treated MM patient population. However, efficacy
results from direct comparison with available regimens are needed in order to better quantify the
magnitude of the effect. In addition, the CHMP considered that the MAH should submit the final results
of the pivotal study DREAMM-2 study which, together with the results from the comparative phase III
DREAMM-3 study, will provide comprehensive data suitable to confirm the positive benefit-risk balance
of BLENREP in the recommended indication.
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The CHMP considers the following measures necessary to address the missing efficacy data in the
context of a conditional MA:

e In order to confirm the efficacy and safety of BLENREP in relapsed/refractory multiple myeloma
adult patients, who have received at least four prior therapies and whose disease is refractory
to at least one proteasome inhibitor, one immunomodulatory agent, and an anti-CD3
monoclonal antibody, and who have demonstrated disease progression on the last , the
MAH should submit the results of the DREAMM-2 (205678) study investigating the effi€acy of
belantamab mafodotin in patients with multiple myeloma who had 3 or more § '%es of
treatment, are refractory to a proteasome inhibitor and an immunomodulatofy agent and have
failed an anti-CD38 antibody. The final results of the study should be subr@j by April 2021.

e In order to confirm the efficacy and safety of BLENREP in multiple my adult patients, who
have received at least four prior therapies and whose disease is reff to at least one
proteasome inhibitor, one immunomodulatory agent, and an anti mAb, and who have

demonstrated disease progression on the last therapy, the MA}-@uld submit the results of
the DREAMM-3 (207495) study comparing the efficacy of belantafab mafodotin vs.
pomalidomide plus low dose dexamethasone (pom/dex) in Patients with relapsed/refractory
multiple myeloma. The final report of the study should b mitted by July 2024.

2.6. Clinical safety \OQ

Patient exposure O

The safety database is based on two cliniis;w?es, first in human trial (FIHT) study DREAMM-1 and
phase 2 study DREAMM-2.

Two hundred and ninety-one (291) pﬁ s have been exposed to belantamab mafodotin (single
agent), and 103 patients have beeé ed with the proposed registration dose. Safety assessment
relies on pivotal study DREAMM- he expansion cohort in the FIHT study DREAMM-1 was treated
with a dose higher than the prd registration dose (3.4 mg/kg vs. 2.5 mg/kg), and the enrolled
patient population is not co tely in line with the proposed indication. Thus, the primary safety
assessment (21 June 201 mainly based on 103 patients (DREAMM-1 and DREAMM-2) with a
median time on treatment of'9.1 weeks, and a median follow-up time of 6.37 months. At the time of
the 13-month safet te (31 January 2020), median time on treatment was 9.3 weeks and the
median time on s %as 12.35 months.

&C
@
<
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Table 38 Exposure to Belantamab Mafodotin (DREAMM-2 Safety Population)

Belantamab Mafodotin Q3W

Primary Analysis 9-Month FU 13-Month FU
(21Jun19) (20Sep19) (31Jan20)
25mgkg | 3.4mgkg | 25mgkg | 3.4mg/kg | 25 mg/kg | 3. 4 g

{N=953) {N=99) (N=957) (N=99) (N=9539)

Number of cycles
Mean (SD) 35(213) 39 (251) 39(291) 44(314) | 44(386) é} '96)
Median (min,max) (11 3(1,10) 3(1,15) 3(114) 3117« 1,17)

Dose Intensity

(mg/kg/3 weeks) {.
Mean (SD) 207 264 202 262 2.0@ 260

(0572) (0.841) (0.625) (0.870) (0.897)
Median (min,max) 247 295 239 295 % 295
(0.7,26) (1.03.7) (05,26) (0937 x@g 6) (08,37

Time on Study
Treatment (weeks) ©

Mean (SD) 144 165 173 19.2 202 223
(10.75) (12.23) (15.40) (16,41) (20.72) (21.84)
Median (minmax) | 9.1(240) | 12(248) | 93(252) | 12459) | 93(275) | 120 (2.75)
-2 90-DU Table 1.0300,

DREAMM-2 90-DU Table 1.0260; DREAMM-2 13-Month FU Table 1.0
Table 1.60260
a. Two participants in the 2.5 mg/kg cohort and 1 participant in the 3 4
receive any dose of study treatment; these participants were ex
b. The time on study treatment includes dose delays. Duration 0 -
(treatment stop date +20, death date) minus treatment st

Source: DREAMM-2 CSR Table 1.0300, DREAMM-2 CSR Table 1.0260, D
EAMM-2 13-Month FU

1£ohort were randomised but did not
the Safety Population.
sure in days is calculated as minimum of

A named patient compassionate use program has@ted 174 patients as of 27 February 2020.
Physicians were not obligated to report advers s. but asked to report SAEs and AEs and SAEs.
This has been reported as supportive informafé

In the pooled (DREAMM-2 and DREAMM-1)"2.5,mg/kg cohort, 22 (21%) of the 103 patients were ongoing
and receiving study treatment at da t-off (21 June 2019). The most common reason for
discontinuation was progressive disease)(65 patients, 63%). Eight patients (8%) discontinued due to
AEs. Overall, the discontinuation were very similar in 2.5 mg/kg pooled group and 3.4 mg/kg
pooled groups, with the excepfi lower proportion of patients discontinuing due to progressive
disease in the 3.4 mg/kg poc{ tients receiving 3.4 mg/kg in DREAMM-1 and DREAMM-2, N=137).

R
)
S
5
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D
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Table 39 Treatment Status and Reasons for Discontinuation of Study Treatment (DREAMM-2
Safety Population)

Number (%) of Participants
Belantamab Mafodotin Q3W

Primary Analysis 9-Month FU 13-Month FU
(21Jun19) (20Sep19) (31Jan20
2.5 magkg | 3.4 mg/kg | 2.5 mg/kg | 3.4 mg/kg | 2.5 mg/kg | 3.4 g
(N=95) {N=99) (N=95) (N=99) {N=95) )
Treatment Status
Ongoing 22 (23) 25 (25) 17 (18) 18 (18) 10 (11) c’ (13)
Discontinued 73 (77) 74 (75) 78 (82) 81 (82) 85 (89, Y86 (87)
Primary reason for Q.’
treatment
discontinuation = Q
Progressive disease 59 (62) 56 (57) 63 (66) 60 (61) 65 (66)
Adverse event 7(N-= 10 (1) 8(8) 12 (12) @9) 12 (12)
Lack of efficacy 1(1 1(1 1(1) 101 (1 1(1)
Lost to follow-up 1(1) 0 1(1) 0 1(1) 0
Physician decision 4 (4) 4 (4) 4 (4) {4) 4(4) 4 (4)
Withdrawal by 1(1) 3(3) 1(1) 4 (m 2(2) 4 (4)
participant

Source: DREAMM-2 CSR Table 1 0020, DREAMM-2 90-DU Table 1.0020; DREANWE2 13-month FU Tabla 1.0020

a. Participant 5901 in the 3.4 mg/kg cohort does not have information entergd in the database for treatment
discontinuation related to study treatment.

¢.  Parlicipant 306 had a disease-relaled headache, bul discontinued (re L for the primary reason of disease
progression.

d.  Decisions to discontinue study treatment were considered treatm ted for 3 participants in the 2.5 mg/kg
cohort and for 3 participants in the 3.4 mg/kg cohort.

Table 40 Dose Reductions of Belantamab Mafodot'p&AMM-z Safety Population)

“Belantamab Mafodotin Q3W
Primary Analysis (21Jun19) 9-Month FU (20Sep19)
2.5 mglk 3.4 mgkg 2.5 mg'kg 3.4 mgkg
{N=95) {N=99) (N=95) (N=99)
Participants with Any Dose 28 ( Nl 42 (42) 32 (34) 43 (43)
Reduction, n (%)
Total Mumber of Dose Reductlions 28 56 32 61
Dose Reductions, n (%) K{
0 (gg 59) 42 (42) 52 (55) 41 (41)
1 (29) 28 (28) 32 (34) 25(25)
2 4 r 0 14 (14) 0 18(18)
3 0 0 0 0
Mot Evaluable @ 11(12) 15 (15) 11(12) 15(15)
Reasons for Reduction, n [%}O
Adverse Event 28 (100) 55 (98) 32 (100) 59 (97)
Other 0 1(2) 0 2(3)
Participants with Dose ion
by Planned Time, n/N
Cycle 1 Day 1 \ 095 /a9 /a5 ag
Cycle 2 Day 1 B/84 (7) 15/84 (18) 684 (7) 15/84 (18)
Cycle 3 Day 1 @ 10/54 (19) 20/61 (33) 11/55 (20) 2081 (33)
Cycle 4 Day JQ 839 (21) 8/43(19) 840 (20) Q44 (20)
Cycle 5 Day 4/26 (15) @33 (27) 4/26 (15) 11/38 (29)
Cycle 6 D \ 014 1/26 (4) 2/20 (10) 2/34 (6)
Cycle D@ 010 2120 (10) 15 327 (11)
/5 11 /11 o9
av 1 03 17 (14) /g 113 (8)
ay 1 iz o2 06 0/8
1 Day 1 0 0 0/4 0/3
12 Day 1 03 02
e 13 Day 1 oz 02
Cycle 14 Day 1 1/2 (50) 0/M
yole 15 Day 1 oM 0

Source: DREAMM-2 CSR Table 1.0280, DREAMM-2 90-DU Table 1.0280

Mote: Participants may be counted multiple times in the same “reason’ row if the participant had multiple reductions for
the same reason.

a. Mot evaluable means the participant did not receive any study treatment in any succeeding time period after the
first dose.
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Table 41 Dose Delays of Belantamab Mafodotin (DREAMM-2 ITT Population) (cut-off date of
21 June 2019 and 20 September 2019)

Belantamab Mafodotin Q3W
Primary Analysis (21Jun19) Updated Data (20Sep19)
2.5 mglkg 3.4 mglkg 2.5 mglkg 34 g
(N=95) (N=99) (N=95)
Participants with Any Dose Delay, n 37 (39) 48 (48) 39 (41) 8)
(%) W&
Total Number of Dose Delays 55 82 74 {\' 105
Dose Delays, n (%) N
0 47 (49) 36 (36) 45 (47) O 36 (36)
1 21(22) 27 (27) 18% 24 (24)
2 14 (15) 12 (12) 1441 8 (8)
>=3 2(2) 9(9) 16 (16)
Not Evaluable 2 11(12) 15 (15) 2) 15 (15)
Delay Duration (days), n (%)
1-21 20 (36) 38 (46) 27 (36) 49 (47)
22-42 10 (18) 18 (22) Y (15) 22 (21)
>42 25 (45) 26 32)(/ » 36 (49) 34 (32)
Reasons for Delay, n (%)
Adverse Event 53 (96) 7 68 (92) 97 (92)
Scheduling Conflict 1(2) ( 4 (5) 4 (4)
Other 1(2) &1V 2(3) 4(4)
Participants with Dose Delays by N
Planned Time, n/N (%)
Cycle 2 Day 1 9/84 (11) C) 17/84 (20) 9/84 (11) 17184 (20)
Cycle 3 Day 1 14/54 ( 20/61 (33) 15/55 (27) 20/61 (33)
Cycle 4 Day 1 13/39 ( 13/43 (30) 14/40 (35) 14/44 (32)
Cycle 5 Day 1 1 (42) 13/33 (39) 11/26 (42) 18/38 (47)
Cycle 6 Day 1 14,(21) 6/26 (23) 9/20 (45) 8/34 (24)
Cycle 7 Day 1 (10) 9/20 (45) 415 (27) 13/27 (48)
Cycle 8 Day 1 /5 (60) 3111 (27) 6/11 (55) 8/19 (42)
Cycle 9 Day 1 b 1/3 (33) 117 (14) 2/ 8 (25) 4/13 (31)
Cycle 10 Day 1 O 0/2 0/2 2/6(33) 2/ 8 (25)
Cycle 11 Day 1 { on 0 2/ 4 (50) 0/3
Cycle 12 Day 1 0/3 0/2
Cycle 13 Day 1 Q 0/2 0/2
Cycle 14 Day 1 \ 0/2 1/1 (100)
Cycle 15 Day 1 .@ on 0

Source: Table 1.02
a. Not evaluable qeahs the participant did not receive any study treatment in any succeeding time period after the first

dose.é‘\ O
@
<
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Adverse events

An overview of the AEs observed in the safety population is given in Table 42

Table 42 Adverse Event Overview (DREAMM-2

Safety Population)

Number (%) of Participants b
Belantamab Mafodotin Q3W
Primary Analysis 9-Month FU nth FU
(21Jun19) (20Sep19) y Jan20)
2.5 3.4 2.5 3.4 IS - 3.4
mg/kg mg/kg mg/kg mg/kg x g mg/kg
(N=95) (N=99) (N=95) (N=99) (N=95) (N=99)
Any AE 93 (98) 99 (100) 93 (98) 99 (100 3(98) 99 (100)
AEs related to study treatment 84 (88) 94 (95) 84 (88) 94 (95 84 (88) 94 (95)
AEs leading to permanent 8 (8) 10 (10) 9 (9) 12 ( 9(9) 12 (12)
discontinuation of study
treatment M
AEs leading to dose reduction 28 (29) 41 (41) 32 (34) ) 33 (35) 44 (44)
AEs leading to dose 51 (54) 61 (62) 51 (54) 62) 51 (54) 61 (62)
interruption/delay
AEs related to study treatment 6 (B6) 4 (4) 7(7) 5(5) T A7) 5 (9)
and leading to permanent
discontinuation of study
treatment g
Grade 3 or 4 AEs 78 (82) 81 (82) 7 82 (83) 79 (83) 82 (83)
Grade 3 or 4 AEs related to study 52 (55) 62 (63) @) 64 (65) 54 (57) 64 (65)
treatment
Any SAE 38 (40) 47 (47) 40) 47 (47) 40 (42) 47 (47)
SAEs related to study treatment 10 (11) 19 (19 (12) 20 (20) 11 (12) 20 (20)
Fatal SAEs 3(3) 77 3 (3) 9 (9) 3(3) 9 (9)
Fatal SAEs related to study 1(1) 2 (2) 1(1) 2 (2)
treatment

Treatment-related AEs

¢

Table 43 Treatment-Related AEs by PT

&)

\@ 1(1)

O

In the 2.5 mg/kg pooled data, a treatment—re@A

E was reported for 91 (88%) participants.

eported for =210% of Participants in Any Cohort

(DREAMM-2 Safety Population) ;

Number (%) of Participants
~ Belantamab Mafodotin Q3W
Preferred Term Primary Analysis (21Jun19) 9-Month FU (20Sep19)
( 2.5 mg/kg 3.4 mg/kg 2.5 mg/kg 3.4 mg/kg

I (N=95) (N=99) (N=95) (N=99)
Any Event 84 (88) 94 (95) 84 (88) 94 (95)
Keratopathy \ 65 (68) 70 (71) 67 (71) 70 (71)
Thrombocytopeni 12 (13) 31 (31) 15 (16) 33 (33)
Vision blurred 13 (14) 24 (24) 14 (15) 26 (26)
Nausea Q 12 (13) 19 (19) 12 (13) 19 (19)
Dry eye \ 11 (12) 18 (18) 11 (12) 19 (19)
Fatigue 7(7) 14 (14) 7(7) 14 (14)
AST igc 14 (15) 13 (13) 14 (15) 14 (14)
Pyrexj 10 (11) 13 (13) 10 (11) 13 (13)
An 5(5) 12 (12) 5(5) 12 (12)
N enia 3(3) 12 (12) 4 (4) 12 (12)
ng 2(2) 12 (12) 2(2) 12 (12)
fusion related reaction 13 (14) 10 (10) 13 (14) 10 (10)

Adverse reactions

Adverse reactions described in this section were reported from 95 patients who received BLENREP 2.5
mg/kg in study DREAMM-2. The most frequent adverse reactions (=30%) were keratopathy (71%) and
thrombocytopenia (38%). The most commonly reported serious adverse reactions were pneumonia
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(7%), pyrexia (7%) and IRRs (3%). Permanent discontinuation due to an adverse reaction occurred in
9% of patients who received BLENREP with 3% related to ocular adverse reactions.

Table 44 Adverse reactions reported in patients treated with Belantamab mafodotin h;

System Organ Class Adverse reactions?® Frequency Incidence,
Any Gr Wrade
3-4
Infections and infestations |Pneumonia® Very common {\ 7
Upper respiratory tract infection Common 0
Blood and lymphatic Thrombocytopenia“ Very comm \ 38 22
system disorders

Anaemia & 7 21
ind

Lymphopenia 0 20 17

Leukopenia® @ 17 6

iaf
Neutropenia 15

11
Eye disorders Keratopathy? @7 common 71 31
ici h
Blurred vision events 25 4
Dry eye events' 0 15 1
. -

Photophobia ~ O Common 4 0

Eye irritation N
3 0
Ulcerative keratitis O Uncommon 1 1

Infective keratitis Q 1 1
Gastrointestinal disorders |Nausea & Very common 25 0

Diarrhoea Common 13 1

G

Vomiting 0
General disorders and Pyrexia b Very common 23 4

administration site

conditions Fat% 16 2
Investigations Qased aspartate aminotransferase Very common 21 2
\ Incréased gamma glutamyltransferase 11 3

@ "ncreased creatine phosphokinase Common 5 2

Injury, p0|son|ng Infusion-related reactions’ Very common 21 3

procedural coma

2 Adverse reactién od d using MedDRA and graded for severity based CTCAE v4.03.

b Includes pne ia, and herpes simplex pneumonia

¢Include M ocytopenia and decreased platelet count.

dInclude hopenia and decreased lymphocyte count.

eIncIu@* openia and decreased leukocyte count.
f Ifelu eutropenia and decreased neutrophil count.
o on eye examination, characterised as corneal epithelium changes with or without symptoms.
udes diplopia, vision blurred, visual acuity reduced and visual impairment.
i InCludes dry eye, ocular discomfort, and eye pruritus.
J Includes events determined by investigators to be related to infusion. Infusion reactions may include, but are
not limited to, pyrexia, chills, diarrhea, nausea, asthenia, hypertension, lethargy, tachycardia.
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Adverse events of interest

e Corneal adverse reactions

Events in this category include 45 MedDRA AE PTs that the applicant considered to be relat
keratopathy. This includes the “microcyst-like epithelial keratopathy (MEK)” term that in
were instructed to use to report ocular examination findings, which was mapped to the
keratopathy.

Corneal adverse reactions were assessed in Study DREAMM-2 from the safety p @on (n = 218)
which included patients treated with 2.5 mg/kg (n=95). Eye disorder events géGurred in 74% patients
and the most common adverse reactions were keratopathy or microcyst-lik ithelial changes in
corneal epithelium [identified on eye exam, with or without symptoms] (7@ blurred vision (25%),
and dry eye (15%). Decreased vision (Snellen score Visual Acuity wor n 20/50) in the better eye
was reported in 18% and severe vision loss (20/200 or worse) in the bettér seeing eye was reported in
1% of patients treated with belantamab mafodotin (SmPC, section ).

The median time to onset of Grade 2 or above corneal finding
keratopathy on eye examination) was 36 days (range: 19 to

corrected visual acuity or
ys). The median time to resolution
rneal findings (keratopathy) led to

of these corneal findings was 91 days (range: 21 to 201 d@b
dose delays in 47% of patients, and dose reductions in f

discontinued treatment due to ocular events (SmPC,

patients. Three percent of patients
4.8).

Table 45 Characteristics of keratopathy evelQCTCAE) (DREAMM-2 Safety Population)

Belan b Mafodotin QIW
Zrimary Analysis “ 13-Month FU
' [21Jun13) N Yonth FU (20Sep19) (31Janz0)
2.5mg'kg | 3.4 mg/ Emgfkg I 4mgkg | Z25mg'kg | 34 mgikg
(N=35) (N (N=35) (N=093) [N=35) (N=33)
Participants with Event, n &7 (71} T4 (T BT [71) T4 ([T5) ET (71) T4 (75)
(%)
Ewvent Characteristics, o
niN (%)
Senous /a5 \ a9 0mas 0/a9 0/as 0/29
Study treatment related B5/95 (Eﬁ( /99 (71) | 6785 (71) | 7099 (71) | 67M@5 (71) | 7089 (T1)
Number of events, n/N =4
(Y}
One 28/ )| 2999 (29) | 24/M85 (25) | 2999 (29) | 2385 (24) | 29/99 (29)
Two 14] 1] ams (&) 15/85 (16) 7/a9 (T) 15/95 (16) ams (&)
Three or mone 279 ) | 37M9 (37) | 2885 (29) | 38/99 (38) | 29/95 (31) | I7M@9 (3T)
Worst Outcome, n/M (%)
RecoveredResolved 5 (25) | 20/99 (20) | 30/95 (32) | 2499 (24) | 31095 (33) | 2999 (29)
RecoveredRecolved wm@:% EA] 2839 (2 B/35 (B) 5/39 (5) amas (B) 5199 (B)
Sequelas
Recovering/Resohi 595 (5) 12/39 (12) 335 (3) 12/99 (12) 35 (%) 10039 (10)
Mot Recovered 34/95 (36) | 40/99 (40) | 28/95 (29) | 33/99 (33) | 25M85 (26) | 29Mm9 (29)
Recohed
Fatal N ( I a5 029 0/mas 0/ma9 0/as 0/29
Maximum G raduafM |3)
Grade 1 \ 12/95 (13) | 1289 (12) | 11485 (12) | 1199 (11) | 1185 (12) | 1089 (10)
Grade 2 29/95 (31) | 41/99 (41) | 28/95 (29) | 39/99 (39) | 27M@5 (28) | 40Mm9 (40)
26/95 (27) | 20/99 (20) | 28/95 (29) | 23/89 (23) | 28Mm5 (29) | 2389 (23)
wWas 1583 (1) omas 1/29 (1) 1535 (1) 1539 (1)
as 0/a9 0/mas 0/a9 0/as 029
aken 2, nM (%)
atment withdrawn 2/35 (2)» 399 (3 1/35 (1) 339 (3) 135 (1) 389 (3
reduced 22/85 (23) | 27/M@9 (27) | 25/85 (26) | 28/99 (2B) | 26Mm5 (27) | 30Mm9 (30)
not changed 57/95 (B0) | 59/99 (60) | 58/95 (61) | 62/89 (63) | 60M5 (63) | 62M9 (63)
Dose interruptedidelayed 45/95 (4T) | 48/99 (48) | 45/95 (47) | 49/99 (49) | 4505 (47) | 4999 (49)
Diosze reduced or 45/95 (47) | 49/99 (49) | 4595 (47) | 49/99 (49) | 4585 (47) | 4989 (49)
intermupied'delayed

Source: DREAMM-2 CSR Tabkde 3.0180, DREAMM-2 90-DU Takle 3.01580; DREAMM-2 13-Month FU Takls 3.0180

CTCAE: Common Terminology Criteria for Adverse Events.

a. [Paricipants could have more than 1 Action Taken and be represented more than once.

k. One paricipant was withdrasamn due to keratopathy, this has besn correcied n the eCRF and is reflecizd in the
updated data.
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Table 46 Keratopathy events (CTCAE) by PT (DREAMM-2 Safety Population)

Numiber [%) of Participants
Belant amab Mafodotin QIW
Primary Analysis S-Month FU 13Month FU
(21Jun19) (205ap19) (31 Jan 2020)
25mgky | 24 mgkg | 25mgkg | 24 mgkg | 25makg | 3.4 mokg
(N=95) (N=99) (N=95) (N=93) (N=95) (N=99)

Any event 67(11) | 74(75) | 67(1) | 74(15) | 67(71) | 74(75) Q/:

Profermd Term

Keratopathy 67 (V1) T4 (73) &7 (71) 74 (73) &r (71) T4 (73)

Keratitis 1{1) 0 1(1) 0 1(1)

Corneal epitheliurn defect 0 1(1) 1] 1(1) 0
imbal stem cell deficiency 0 0 1(1) 0 1{1)
lcerative keratifis 0 0 1(1) 0 11}

d’\\

Table 47 Characteristics of blurred vision events (CTCAE) (DREAMMM&y Population)

[ e e e}

a
Belantamab Mafodotin Q3W N
‘fammh FU

P”';?ﬁi‘;“g}““ 9-Month FU (20Sep19) el
25mgkg | 3.4mghkg | 25mgkg | 3.4mg| Smgkg | 3.4mgkg
[N=35) [N=03) [N=35] [N [N=35) [N=03]
Pariicipants with Event n | 211(22) | 30(30) | 22(23) | 2 24(25) | 33(5)
(%a)
Number of Events 29 43 34 & 4 52
Event Characteristics, O‘
niN (%)
Serious 0/m5 /a9 EI.'EIE\ 0/98 0785 0/m9

Study treatment related | 17585 (18) | 29099 (29) | 1a@ig) | 31me 31) | 205 21 | 31mE 31
\Y4

Mumber of events, niN
(%) { >
One 16195 (17) | 21/99(21) 85 (16) | 23/99 (23) | 14595 (15) | 22/99 (22)

Two w5 (3) | 6 aps ) | emage) | emsE) | ema(E)
Three or more 2@5(2) | 3y | 38503 | 3me3 | 4msi4) | sma(m)

Worst Outcome, niN (¥)
RecovercdResolved 10085 (11 Q[‘M] 1185 (12) | 14588 (14) | 15595 (16) | 22788 (22)
RecovercdResolved with /a5 b‘.’ﬂﬂm 0/ 2/98 (2) /a5 299 (2)
Sequelae
RecoveringResolving 3 @ 4799 (4) 385 (3 6/92 (B) 1/5 (1) 299 (2)
Mot RecoversdMot &%E] 11/ (1) | 385(8) | 10/M3(10) | 8/45(8) 789 (T)
5

Resolved Qg
Fatal

0/98 085 0/38 0/85 0/88
Maximum Grade, n/N "?.‘r\ )

Grade 1 12795 (13) | 1999 (15) | 1285 (13) | 16799 [16) | 1195 (12) | 14/99 [14)
Grade 2 5M@5(5) [ 13/99(13) | 6M@5(6) | 13/M9(13) | 995(9) [ 15/89(15)
Grade 3 . Q 4185 [4) 2193 (2 4785 [4) 3783 (3) 4785 (4) 4799 (4)
Grade 4 \ 0/es 0/mas oves 0/a9 05 oves
Grade s o 0/as 0/es 0fes 0/as 0/es 0/es
Action nM (%)
Study withdrawn 0/as 0/mas 2085 (2) 0/as 2195 (2) 0/es
Do ed 2185 (2 3193 (3) 2085 (2 3783 (3) 2195 (2 3193 (3
changed 16795 (17) | 27/9 (27) | 1785 (1B) | 28/993 (2B) | 18/95 (19) | 29/89 (29)
interrupied/delayed 5185 (5) 9/93 (&) 5/@5(5) | 10/ (10) | 7mEs(T) | 10/@9[10)
reduced or 695 (B) 9/93 (9) B85 (B) | 10/93 (10) | @m@5(8) | 10/99[10)
interrupted/delayed

a. Participants could have more than 1 Action Taken and be represented more than once.
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Table 48 Blurred vision events (CTCAE) by PT (DREAMM-2 Safety Population)

Mumber (%) of Participants
Belantamab Mafodotin G3W
Primary Analysis S-Month FU 13-Month FU
Proformd Term (21Jun19) (205ep19) (31Jan20)
25mghkg | 34 mgkg | 25mgky | 3.4 mglkg | 25 mghkg | 3.4 mgkg b
(N=95) (N=99) (N=95) (N=99) (N=93) (N=99)

Any Event M (27) 30 (30) 22(23) 32 (32) 24 (25) 33 (33) @
Vigion blurred 17 (18) 25 (25) 18 (19) 27 (27) 21 (22) 27 (27)
Vicual acuity reduced 3(3) 4 (4) 5(5) 44) 5 (5) 5(5) "\%
Diplopia 2(2) 4 (4) 2{2) 44 2(2) 4(4)
Vizual impairment 2(2) 1(1) 3(3) 1(1) 3 (3) 11

Table 49 Characteristics of dry eye events (CTCAE) (DREAMM-2 Saf

\J
&

Population)
Belantamab Mafodotin @3W ¢
Primary Analysis 1#Month FU
(21Juntg) S-Month FU [20:5ep19) (31Jan20)
25makyg | 34maky | Z5mgky | 3.4mgl akg | 3.4mgky
(N=95) (N=39) (N=35) {N (N=35) (N=39)
Pariicipants with Event, n 13(14) 2323 13(14) 24 ﬂ) 14 (15) 25 (25)
(%)
Mumber of Events 15 25 16 Q 17 29
Event Characteristics,
niN (%) \O
Semious /95 0/a3 085  [|° @9 0/as 0vas
Study treatment related 13085 (14) | 23/98 (23] 13."6?\] 24199 (24) | 1495 (15) | 24798 (M)
Numbsr of Events, n/N N
(%) ?
One 12085 (13) | 2198 12795 (13) | 220993 (22) | 1395 (14) | 2299 (22)
Two /95 2133 0/as 2199 (2 0/as 2739 (2
Three o more 1785 (1) 0 1785 (1) /39 1785 (1) 1733 (1)
Worst Outcome, nM (%)
RecovercdResolved 8/95 (8) QE] 9195 [9) 5A905) | 11m5(12) | 8m9 ()
RecoversdResolved with 0/95 b& (3 0/as 3499 (3 0/as 389 (3
Sequelas
RecoveringResohing 1y ) 28 (2) 0/85 2199 (2 0ms 1783 (1)
Mot RecoveradMot SIEGYS) | 15/@315) | &m5(4) | 14R9(14) | 3WS(3) | 1388 (13)
Resoived
Fatal o 0/83 0/85 0/83 0/ms 0/Es
Maximum Grade, n/M |
Grade 1 ™ ai85 (B) | 16/89[16) | 8/M@5(6) | 16/A2(16) | 995(%) | 16/89(18)
Grade 2 485 (4) R8s 4195 4) 3199 (B) 4785 (4) 9/33 (9)
Grade 3 N Q 1785 (1) 0/a3 1/85 (1) 0/e3 1/85 (1) 0/es
Grade 4 \ /45 0/a3 0/85 0/e3 0ms 0/es
Grade S ‘ ; 0/85 0/83 0/85 0/83 0/ms 0/Es
Action TN (Fa)
Study withdrawn 0/85 0/a3 0/85 0/e3 0ms 0/es
Do 0/85 0/a3 0/85 0/e3 0ms 0/es
ofthanged 10085 (11) | 20/98 (20) | 10/5 (11) | 2189 (21) | 1185 (12) | 2283 (22)
nierrupied'delayed 385 (3 399 (3) 385 (3 3499 (3 385 (3) 39 (3
reduced or 385 (3 399 (3 385 (3 399 (3 385 (3) 389 (3
[ inferruptedidelayed

a. Participants could have more than 1 Action Taken and be represented more than once.
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Table 50 Dry eye events (CTCAE) by PT (DREAMM-2 Safety Population)

Numiber (%) of Participants
Belantamab Mafodotin Q3W
Primary Analysis S-Month FU 13-Month FU
Prafarrad Tarm (21Jun19) (20Sep13) (31Jan20}
25mghkg | 34mgkg | 25mghkg | 34mgky | 25mgkg | 3.4mglkg
[N=85) {N=04) {N=85) (N=09) {N=195) (N=59) @
Any Event 13 (14) 3 (23) 13 [14) 24 (24) 14 [15) 25(25)
Dry eye 11 (12) 16 (18) 11 {12) 19(19) 12 (13) 200(20) S %
Eye prurites 1(1) 33 1(1) 33) 1{1) 33 \
Foreign body 0 303 0 309 0 309 {
sensabon in eyes

Ocular digcomifiort 2(2) 0 2(2) i 2{2) ]

e Infusion-related reactions

In clinical studies, the incidence of infusion-related reactions (IRR) with
mg/kg was 21%, and most (90%) occurred during the first infusion. Mo

1 (6%) and Grade 2 (12%) while 3% experienced Grade 3 IRRs. S
patients and included symptoms of pyrexia and lethargy. Media

duration of the first occurrence of an IRR was 1 day. One pati
IRRs, experiencing Grade 3 IRRs at first and second infusi
(SmPC, section 4.8).

Although not protocol-mandated, pre-medications f F@r
participants in the 2.5 mg/kg pooled data, most commo
and steroids (16%).

Table 51 Infusion-Related Reactions by P@a

Population) Primary Analysis

O

de and cycle (DREAMM-1/DREAMM-2 Safety

xl

X

amab mafodotin 2.5
Rs were reported as Grade

& :
ophylaxis were administered to 33 (32%)
y analgesics (26%), antihistamines (22%)

ious IRRs were reported by 4% of
o onset and the median
%) discontinued treatment due to
ade 4 or 5 IRRs were reported

f .° Number (%) of Participants
o &%’  Belantamab Mafodotin Q3W
Preferred Term <2.5 mglk 4 moikg 3.|4:Ir212§é!:g 34 El?ﬂtg 4.6 mg/kg Tr:altled
(N=21) @, (N=103) (N=137) (N=161) (N=6) (N=291)
Infusion-Related Reactions (A de)
Any event 5( 21 (20) 28 (20) 31 (19) 1(17) 58 (20)
Infusion-related
reaction 17 (17) 15 (11) 16 (10) 0 33 (11)
Pyrexia ) 5 (5) 11 (8) 13 (8) 0 19 (7)
Chills 4) 2 (2) 11 (8) 12 (7) 1 (17) 18 (6)
Nausea 115) 2 (2) 5 (4) 5 (3) 0 8 (3)
Diarrhoea 0 2 (2) 2 (1) 2 (1) 0 4 (1)
Flushing 1(5) 0 1 (<1) 1 (<1) 0 2 (<1)
Hypertension 0 1 (<1) 1 (<1) 1 (<1) 0 7 (<1)
Vomiting o Q 0 0 2 (1) 2 (1) 0 2 (<1)
Asthenia \ 0 1 (<1) 0 0 0 1 (<1)
Dyspnoea < R 0 0 1 (<1) 1 (<1) 0 1 (<1)
Fatigue ¢ 0 0 1 (<1) 1 (<1) 0 1 (<1)
Gait disigb3wce 1(5) 0 0 0 0 1 (<1)
@ 1(5) 0 0 0 0 1 (<1)
IS0 0 0 1 (<1) 1 (<1) 0 1 (<1)
0 1 (<1) 0 0 0 1 (<1)
c ope 1 (5) 0 0 0 0 1(<1)
Ach? i 0 1(<1) 0 0 0 1{<1)
Nusion-Related Reactions (Grade 3/4)
Any event [ 0 [ 3 (3) [ 3 (2) [ 3 (2) 0 )
Proportions of Participants with IRRs by Cycle
IRRs at Cycle 1 5 (24) 19 (18) 25 (18) 28 (17) 1(17) 53 (18)
'Fi;atsef‘t Cycle 2 or 0 7(7) 5 (4) 5 (3) 0 12 (4)

Assessment report
EMA/CHMP/414341/2020

Page 97/128



Table 52 Characteristics of infusion-related reactions (DREAMM-1/DREAMM-2 Safety

Population)

Belantamab Mafodotin Q3W

2.5mg'kg 34 mgkg Frozen 34 mg'kg All

(N=103) (N=13T) (N=161)
Number of subjects with event, n (%) 21 (20) 28 (20) 31 (19)
Mumber of events a7 53 a7
Event characteristics (3% based on all subjects) 2, n/M (3%) P
Serious 5103 (5) 4137 (3) 4181
Study treatmeni-related 18103 (17) 27137 (20) 3163
Number of cccurrences (% based on all subjects), /N (%) R
One 12103 (12) 141137 (10) 1 ()]
Two 41103 (4) 6137 (4) %1 (4)
Three or more 21103 (5) 8137 (&) L ANB(5)
Qutcome (% based on all subjects) ®, /N (%) \NJ
Fecoverediresolved 19103 (18) 24137 (18) ME1 (17)
Recovered/resolved with sequelae 1103 (<1) 137 el
Fecoveringresolving 1103 (<1) 2137 (1) 2161 (1)
Mot recoveredinot resolved 03 2137 (1) 2161 (1)
Fatal 103 oM37 0161
Maximum grade (% based on all subjects), n/N (%)
Grade 1 G103 (8) 13137 ( 141161 (9)
Grade 2 12103 (12) 12@‘ (9) 141161 (9)
Grade 3 3M03 (3) 2) IME1 (2)
Grade £ 103 @ T 0161
Grade 5 103 a7 o161
Action taken (3% based on all subjects) 2, WM (3] A
Study treatment withdrawn 1103 (<=1) -\\/ 137 o161
Daose reducad 1103 (<=1) < 137 (1) 2161 (1)
Dose not changed 21103 (ECIO\ 26M37 (19) 29161 (18)
Dose interruptedidelayed 1103 (gl 37 o161
Dose reduced or interrupted’delayed 2.'103& 2137 (1) 2161 (1)
Infusion interrupted but completad 103 1M3F (<1) 1161 (<1)
Infusion stopped early and not comipleted m 137 (<1) 1161 (<1)

Source: Table 3.5100

a. May be incduded in more than ocne category for "Ev
b.  Worst case hierarchy: Fatal>=Mot RecoveredM™ot R

sequelae>Recovered/Resolved

comparison to the 9-month FU.

Ob

e Thrombocytopenia

Thrombocytopenic events,
patients treated with bela

3% of patients, Grade n 9%,
patients and no Gr

.Q

(\
.b\

<@

As of the 13-month FU data cut-off f@‘

Qﬂr&:teﬁsﬁm' and "Action Taken”

ed>RecoveringMesolving=Recovered/Resolved with

MM-2, there were no additional IRR events reported in

bocytopenia and platelet count decreased) occurred in 38% of
ab mafodotin 2.5 mg/kg. Grade 2 thrombocytopenic events occurred in
and Grade 4 in 13%. Grade 3 bleeding events occurred in 2% of
or 5 events were reported (SmPC, section 4.8).
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Table 53 Characteristics of thrombocytopenic events (DREAMM-2 Safety Population)

Belantamab Mafodotin Q3W

Primary Analysis 13-Month FU
{21Jun19) ioath FU (20Sep19) (31Jan20)
Z5mghkn | 3.4mghkg | 25mgkg | 34mgkg | 2.5makg | 3.4 makg
[N=385} {N=83) [N=85) [N=83) {N=35) N
Pariicipants with Event n 33 [35) 5B [53) 35 [37) 56 (57) 35 [38) %‘%
(%)
Mumber of Events 45 a3 51 91 54 y s
Event Characteristics, *
AN (%) ‘\
Serous 1/85 (1) 3789 (3) 1/85 (1) 5/89 (5) 1/@5 (1‘ 5/89 (5)
Study treatment related 19/85 (20) | 3ams (38) | 21/8s5 (22) | 3ams (38) | 22mes47ay ) 3389 (38)
Number of Events, n/N
(%) \Q
COne 22/@5 (23) | 42/ (42) | 2385 (24) | 20089 (40) Mg (24) | 3zvme (39)

Two 9/9s5 (9) 11/99 (11) a/as (8) 79 (T (&) a4/a9 (8
Three or more 285 () 583 (5) 4195 (4) 9599 (9) 85 (5) 993 (9)
Worst Outcome, n/MN (%)

RecoversdRecolved ams (@) | 169 (16) | 1005 (11) | 169 10085 (11) | 1799 (17)
RecoversdResolved with oas oas aras oas ofas aras
Sequelas

RecovernaResolving 3/85 (3) 3/89 (3) 2185 (2) 4) 1185 (1) 3/89 (3)
Mot RiecoversdMot 21/85 (22) | 38ma (38) | 2385 (24) @9 i38) | 25085 (26) | 34ma (34)
Resolved

Eatal /a5 1/99 (1) 0/8s5 Qqna& (2] 0/85 2/89 (2)
Maccimum Grade, n/M [ %) 4

Grade 1 10085 (11) | 10/@9 (10) 12.@3@' 100 (10) | 1285 (13) | 109 (10)
Grade 2 2@s (4) | 14m@914) | 3 12ma (12) | 3ms(m | 12me (12)
Crade 3 a/ms (8) | 11/ (11) ) 8/a9 (a) /a5 (9) 2/99 (9)
Grade 4 11085 (12) | 229 (22) &5 13) | 23m9 (23) | 1295 (13) | 23m9 (23)
Grade 5 085 1/89 (1) 0ms 2/98 (2) /85 2/98 (2)
Action Taken = n/N (%) ‘)

Study treatment oves 1/99 0/es 2/89 (2) 0/es 2/89 (2)
dizcontinusd Q

Dose reduced s5m5(5) | 13ma ) | ems@.) | 13me (13 | emse | 13me 13
Doss not changed 24/85 (25) | 4@ma (48) | 26095 (27) | 45m9 (45) | 28085 (29) | 46/m9 (48)
Dose delayed oves Y (5) 2185 (2) /89 (6) 2195 (2) /89 (5)
Dose reduced or delayed sms5(5) Riswe(15) | 7msm | 1sme sy | 7mesm | 15me 115
Soarce: DREAMM-2 CS5R Takde 30280, DR -2 -0 Takle 30280, DREAMM-2 13-Month FU Takd= 3.0Z80

a. [Participanis could have more ﬂurz i aken and ke represented more than once.

Table 54 Thrombocytopeni( nts by preferred term (DREAMM-2 Safety Population)

Q Number (%) of Paricipants
Belantamab Mafodotin QIW
“Primary Analy sis S-Month FU 13-Month FU
Froferrsd Term ®\ (21Jun18} (205 ep19) (31Jan20)
25mgikg | 34 mgikg | 25 mgkg | 34 mgkg | 25 mgkg | 34 mgkg
IS (N=95) (N=99) (N=93) (N=199) (N=95) (N=199)
Any Event 3 \‘ 33 (35) 58 (59) 35 (37) 56 (37) 36 (38) 56 (5T)
Thrombgoyopenia 20 (21) 44 (24} 23 (24) 45 [48) 23 (24) 45 [48)
Platel creased 15 (18) 14 (14) 14 (15) 11 (11) 15 (18) 11 (11]
ﬂ% orrhage 1] 1{1) 0 2102) 0 21(2)
a. Desi by the site as a thrombocytopenic AESI for Participant 6002; Platelets were 52 Gi/L at the event and

we a@ >50 Gi/L during the study.
b. : The total number of participants who had a thrombocytopenic event decreased by two in the 3.4 mg/kg

in the updated data. This was due to the deletion of 3 events of platelet count decreased that were
configmed as not clinically significant by the investigator (therefore not considered an AE), and due to the addition
of 1 new event of cerebral haemorrhage.
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e Infections

Upper respiratory tract infections were commonly reported across the belantamab mafodotin clinical
programme and were mostly mild to moderate (Grade 1 to 3), occurring in 9% in patients treated with
belantamab mafodotin 2.5 mg/kg. There were no SAEs of upper respiratory tract infections reported.
Pneumonia was the most frequent infection reported in 11% of patients treated with belanta
mafodotin 2.5 mg/kg. Pneumonia was also the most frequent SAE, reported in 7% of patien@
Infections with a fatal outcome were primarily due to pneumonia (1%). %

&

N

Serious adverse event/deaths/other significant events {

*QO

In the 2.5 mg/kg pooled data, an SAE was reported for 42 (41%) participa &treatment—related
SAE was reported for 12 (12%) participants. The most commonly reportethtreatment-related SAE PT
was IRR, reported for 4 (4%) participants, followed by pyrexia and sep@ach reported for 2 (2%)

participants. {

Table 55 SAEs by PT Reported for =2 participants in any c@t (DREAMM-2 Safety
Population)

e Serious adverse events

NL@{%] of Participants
%\ mab Mafodotin Q3W
Primary Analysis 13-Month FU
Preferred Term (21Jun19) \\ “Month FU (20S5ep19) (31Jan20)
2.5 ma/kg 2.5 ma'kg 3.4 maglkg 2.5 mg/kg | 3.4 ma'kg
(N=95) (N=95) (N=29) (N=95) (N=99)
Any Event 38 (40) 38 (40) 47 (47) 40 (42) 47 (47)
Prneumonia 4(4) 6 (B) 14 (14) 77 14 (14)
Pyrexia 6 (6) 6 (6) 55 77N 5(5)
Cerebral haemorrhage 0 0 3 (3 0 3(3)
Febrile neutropenia 0 0 33 0 3(3)
Thrombocytopenia 1N 1(1) 3(3) 1(1) 3(3)
Cellulitis 1(1 1(1) 2(2) 1(1) 2(2)
Epistaxis 1 1(1) 2{2) 1(1) 2(2)
Escherichia urinary tract 0 21(2) 0 2(2)
infection
General physical health 0 0 21(2) 0 21(2)
deterioration {
Hyperviscosity 0 0 2(2) 0 21(2)
syndrome
Influenza Q 0 0 2{2) 0 2(2)
Infusion related reaN 3(3) 3 (D 2(2) 3(3) 2(2)
Osteolysis @ 0 0 2(2) 0 2(2)
Sepsis 2(2) 2(2) 22 22 21(2)
Upper respirai@am 0 0 2(2) a 2(2)
infection ¢
Acute kidn mw 2(2) 2(2) 1(1) 2 (2 1(1)
Patholofy Qﬂncture 0 0 1(1) 0 1(1)
Pleu Dg&iun 2(2) 2(2) 1(1) 2(2 1(1)
Gastr tinal 1(1) 1(1) 1(1) 2(2) 1(1)
ha ge
lcaemia 4 (4) 4 (4) 0 4 (4) 0
alaemia 2(2) 2(2) 0 2(2 0
infection © 3(3) 0 0 0 0
aphylococcal sepsis 2(2) 2(2) a 22 0
| Vascular device infection 2(2) 2(2) 0 2(2) 0

e Deaths

Table 56 Summary of deaths (DREAMM-2 Safety Population)
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Number (%) of Participants

Belantamab Mafodotin Q3W

Primary Analysis (21Jun18) 9-Month FU (20Sep13)
2.5 mg'kg 3.4 mgkg 2.5 mglkg 3.4 mg'kg
(N=95) (N=99) (N=95) (N=99)

Participant Status
Dead 31 (33) 31 (31) 38 (40) 2(42)
Alive al the last contact, follow-up ended 4 (4) 2(2) 6 (B) 2(2)
Alive al the last contact, follow-up ongoing 60 (63) 66 (67) 51 (54) 55 (56)
Primary Cause of Death
Disease under study 25 (26) 23 (23) 33’% 32 (32)
SAE possibly related to study treatment 1(1) 1(1) 2(2)
Other = 2(2) (N ) (7
Unknown 3(3) 0 (3) 1(1)
Time to Death from Last Dose Ndl
=30 days 8(8) 13 (13) 8(8) 16 (16)
=30 days 23 (24) 18 (18) &D (32) 26 (26)

Source: DREAMM-2 CSR Table 3.0450, DREAMM-2 90-DU Table 3.0450

SAE: senous adverse event

study treatment.

a. A primary cause of death of 'other’ means the death was unrelated to the@ﬁunﬂer study and unrelated to

Laboratory findings

Renal parameters

Renal failure is a common complication of MM. In p@

%

O

al studies, degeneration of the kidney and

glomerulopathy associated with proteinuria were observed. In the 2.5 mg/kg group, 26% of patients
had an increase from baseline in serum creatini One patient experienced a grade 4 increase and

developed an acute kidney failure, not consid

had a decrease from normal to low GFR. I

was associated with disease progression
ﬁlgl

>2000 and required treatment interru

3/4 cases being grade 1 events.

~ g

be related to the study treatment. 18% of patients
approximately half of these patients, the decrease in eGFR

patients had a post-baseline albumin creatinine ratio of
as per protocol. One of the patients discontinued the

treatment permanently due to thi: . teinuria was reported in 4% of patients in 2.5 mg/kg group,

O

Haematology assessments

Decreased cellularity of

one marrow and adaptive effects of the hematopoietic system were

observed in the precIN studies. In the 2.5 mg/kg pooled data, the most frequent increases to any AE

grade were in platel

creased (63% of patients), lymphocytes (lymphocyte count decreased) (50%),

leukocytes (whit% cell decreased) (36%), and haemoglobin (anaemia) (32%). Increases to grade
3 occurred in of patients for haemoglobin (anaemia), and lymphocytes (lymphocyte count

decreased), fep

(12%) p@s.
Z,
<>

ed for 19% of patients. Platelets decreased was reported as a grade 4 event for 12
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Table 57 Worst Case Haematology Grade Changes from Baseline Grade (cut-off date of
31 January 2020)

Number (%) of Participants
Test Belantamab Mafodotin Q3W
Category 13-Month FU (31Jan20)
2.5 mglkg 3.4 mglk
(N=95) (N=
Haemoglobin (Haemoglobin increased) (g/L), n 95 .
Any Grade Increase 2(2) £
Haemoglobin (Anaemia) (g/L), n 95 97
Any Grade Increase 33 (35) O 44 (45)
Increase to Grade 3 19 (20) '}0 30 (31)
Lymphocytes (Lymphocyte count increased) (10%L), n 95 N 97
Any Grade Increase 1(1) 1(1)
Lymphocytes (Lymphocyte count decreased) (10°/L), 95 @ 97
n
Any Grade Increase 48 (5& 46 (47)
Increase to Grade 3 16((17) 24 (25)
Increase to Grade 4 5(5)
Neutrophils decreased (10°/L), n 97
Any Grade Increase QO (32) 47 (48)
Increase to Grade 3 4 O 4 (4) 10 (10)
Increase to Grade 4 \ 6 (6) 3(3)
Platelets decreased (10°/L), n 95 97
Any Grade Increase C) 62 (65) 74 (76)
Increase to Grade 3 Q 8 (8) 1(11)
Increase to Grade 4 13 (14) 25 (26)
Leukocytes (Leukocytosis) (10%/L), n &l 95 97
Any Grade Increase (J 0 0
Leukocytes (White blood cell decre IL), n 95 97
Any Grade Increase B 37 (39) 44 (45)
Increase to Grade 3 O 5(5) 8 (8)
Increase to Grade 4 3(3) 3(3)
Note: Subjects with missing baseli de are assumed to have baseline of Grade 0. All increases are an increase in grade
from baseline.
Liver-related asse ts
In precl|n|cal t Q hepatocellular necrosis and increased liver enzymes were observed. Increased

alanine a nsferase (22%), aspartate aminotransferase (58%), alkaline phosphatase (26%),
bilirubin nd gamma glutamyl transferase (26%) were observed, all showing some degree of dose
y (higher frequency of increased values in 3.4 mg/kg group). However, increases to grade

propo
@nfrequent with the exception of gamma glutamyl transferase (increase to grade 3 in 6% of
gp (

). ALT was increased more than 3 x Upper Limit of Normal (ULN) in only one patient in 2.5 mg/kg
<1%). No patient in either DREAMM-1 or DREAMM-2 met the Hy's law criteria.
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Table 58 Hepatobiliary Laboratory Abnormalities (Primary Analysis)

Number (%) of Participants
Laboratory Criteria Belantamab Mafodotin Q3W
2.5 mg/kg 3.4 mglkg Frozen 3.4 mglkg All

(N=103) (N=137) (N=161)
n 101 135 159
ALT=3xULN - <bxULN 1(<1) 4(3) 4(3) @
ALT=5xULN - <10xULN 0 0 0 c
ALT=10xULN - <20xULN 0 0 0 t j
n 100 135 158 ¥
BIL 22xULN ® 1(1) 0 'y
n 100 135 8¢/
ALT =3xULN and BIL =2xULN ® 0 0 Q
n 8 38 8
ALT 23xULN and INR >156¢ 0 0 A§ 0
n 100 135 158
ALT 23xULN and BIL 22xULN ® and (ALP 0 0 @ 0

<2xULN) .
n 101 135\ 159
Hepatocellular injury 0 2 2 2(1)
n 100 158
Hepatocellular injury # and BIL 22xULN ® 0 . 0
n 101 Qm 159
ALP 22xULN and Baseline ALP <2xULN 7(7) 18 (13) 18 (11)
or Baseline ALP missing N
Time from First Dose to First ALT Elevation 23xULN (days) "~
n 1(<1) 4 (3) 4(3)
Mean (SD) 287.0 o 57.0 (98.15) 57.0 (98.15)
Median (range) 287.0 (Z&QSY} 11.0 (2 to 204) 11.0 (2 to 204)
»

Source: Table 3.7400

ALP: alkaline phosphatase; ALT: alanine transaminas&fBIL: bilirubin; INR: International Normalised Ratio; ULN: upper
limit of normal.

Note: Table includes all non-missing post-baselinglal essments.

a. Subjects may be counted in more than n%@w of 'Laboratory Criteria’.

b. If direct bilirubin is available, then direcfBiirubf must also be 235% when total bilirubin is 22xULN, in order to
satisfy the criteria. Bilirubin value is on 28 days after ALT value.

c.  INR value is on or up to 28 days am value.

d. Hepatocellular injury is defined ALT ULN)/(ALP/ALP ULN)) =5 and ALT =3xULN. ALT and ALP values
must occur on the same day. (

Safety in speciaNepulations

No significant dif] es were observed in safety profile based on baseline renal impairment status.
However, majosi f the patients were categorized to have a mild renal impairment (n=48) and only
two patiepts(hag ‘severe renal impairment in the 2.5 mg/kg group. In population pharmacokinetic
analysesggme renal function was not found to be a significant factor accounting for interindividual
variabilit

% data has been presented based on hepatic insufficiency.
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Table 59 AEs by age groups and by MedDRA terms (9-month data cut)

Immunological events O

{

In silico modelling

Moed DA Terma Age <85 Ago 85.74 Age T5.84 Ago B5+
numbaor number numbar numbaor
iperoentage) | dpereentagel | (porocntagel | (porogmage)
Ttal AE= T34 @Y% 118 (1009} A5 1004 2B i
Sarkous AEs = Todel S (E1%0) 53 (4G5%a) =1 (58%)
Fainl 4 3% T 1 {350 N
Hesgilalizalion/ praleng asxisting Sa (405 B2 (4555 18 (S0%] N &4
berapitalizatisn %
L=t e ing T 5% 2 &%) o [
Ci=abibty incspaciby a B {=195) e} a
Cner [medicaly sgnrhcant) | EL 2 2%} = Y] [u
AE |eadein 1o deap-oait 13 103 14 (12550 3 (E%a) 0
Feychiaing discrdens HEE 15 (13%) X a
P o wyalsm daorders 4B [ 34%) 40 2550 -3 1 (33%
Accidents and njuries 31 (23} 31 (7% 1 } a
Gardiae dissrdara 12 (%) IEYRFLY ) T a
Vascular disorders 10 (149} 18 (16%) éﬂﬁ] ]
CerebrovAsRCLIAr dinarosrs ] ) ib o a
Inlfe=tiena and irdeatabons BE (2% 31 5358, PO L] 2 (BT %)
Anticholinargic syndrome i o { i 0
Chumdity of Ifs decrs s sed € i v} €l
Saim of peatursl hypatanakan, ik, TE {1255 19 |1E!® 10 (8% 4]
Efack ouss, syncope, disziness,
e, aciLifes
Oiher BE appearing more freguently i older palltnh.‘%
Heratspathy TO{S51%:) B T2 (BT %) 1133560
Irifuissam relaled reactions 13 01030 4355 G (14350 [a]
fSepariate aminoiransferase (85T) IR 20%) @ [R=LN] 12 {33%) a
incrensed \
Hyperic sl o=l 1841235 17 (15550 T (18%%) o}
Epthsris B %) 4 [11%) i
Wihibe Ddood call counl decreased T 8% 4 (11%5) [a]
Creormamas Fegizpte aunk U1 (6% G170 a
Incramand Gels 12 [ 10%) CTRE ST 3]
LTI T 1E6%%) 4 1153) 2 (E75)
Fel ol | i vl by i s 3 (3% d 111%] [a]
Incrassed Bioc] creatinines Y Bi22%) (EELEY]
Wil dElity S er b T (&%) 2R [5]
Wil A rea e 2 (%) 3 (ET) 1 {33%%)

Using an in silico appﬁrl,Qe potential immunogenicity risk for belantamab mafodotin was calculated

using T-cell epitopespredicted with the TEpredict software. Belantamab mafodotin scored in same range
as other therapeu "h)s that have low incidence of clinical immunogenicity.

»

Immunogeni ssessment

Serum s or immunogenicity assessment were collected on day 1 of cycles 1, 2, 3, 6, 9, 12 and
16, ond of cycle 1 and at the end of study in study DREAMM-1, and on day 1 of cycles 1, 2, 3, 6,

9,12, every 6 cycles thereafter until end of treatment in study DREAMM-2.

DREAMM-1, all patients tested negative for ADAs both at baseline and in all assessments after
tréatment. In study DREAMM-2, 5/211 patients tested positive for anti-belantamab mafodotin ADAs,
with one patient testing positive for NAbs at baseline. Only one of these patients tested positive after
treatment. A total of 2 patients tested positive for ADAs at a single time point after treatment with one
patient testing positive for NAbs. Thus, 1/274 patients with post-baseline ADA results had treatment-
emergent ADAs. All antibody titers were close to sensitivity limit of the assay.
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Safety related to drug-drug interactions and other interactions

No specific clinical studies assessing the effects of other drugs or extrinsic factors on belantamab
mafodotin, total mAb, or cys-mcMMAF pharmacokinetics were submitted (see discussion on clinical

safety). 2

Discontinuation due to adverse events @

In 2.5 mg/kg group, 9% of patients discontinued treatment due to an AE. The most C& nly reported
AE that led to permanent discontinuation of study treatment was keratopathy, ed for 3 (3%)

participants Q
Table 60 Adverse Events Leading to Permanent Discontinuation of Stiidy Treatment by

PT (DREAMM-2 Safety Population) 0
Number (%) of ParpmpMs
Belantamab Mafod&tin Q3W
Primary Analysis 9-Mon 13-Month FU
Preferred Term (21Jun19) (20 31Jan20)
2.5 34 2.5 % 3.4 2.5 34
mgkg mg'kg mg@ mg/kg mgkg mg'kg
(N=95) (N=99) = (N=99) (N=95) (N=99)
Any Event B (8) 10 {10) @ 12 (12) 9(9) 12 12
Cerebral haemorrhage 0 2(2) 0 3 (3) 0 3 (3)
Keratopathy 2(2)0 33 }C) 1(1) 3(3) 111) 3(3)
Pneumonia 0 2 0 2(2) 0 2(2)
Acute myeloid leukaemia 0 Q 0 1(1) 0 1(1)
Cardiac arrest 1(1) 1(1) 1(1) 1(1) 1(1) 1(1)
Device related sepsis 0 (’ 0 1(1) 0 1(1)
Haemophagocytic 0 A 1 (1 0 1{1) 0 1(1)
lymphohistiocytosis 0
Viral infection 1{1) 0 1(1) 0 11}
Headache 0 1(1) 0 1(1) 0
Herpes simplex pneumonia 4 1) 0 1(1) 0 1{1) 0
Infusion related reaction 4\ 1(1) 0 1(1) 0 1(1) 0
Sepsis 1(1) 0 1(1) 0 1{1) 0
Urine albumin/creatinige ra& 1(1) 0 1(1) 0 1{1) 0
increased \
Vision blurred 0 0 1(1) 0 1{1) 0
Visual acult'; re 0 0 1(1) 0 1{1) 0
AE: adverse ev T: preferred term.
a. One part@\was reported in the primary analysis as having an AE of keratopathy that led to
withdra was later confirmed as not having led to withdrawal and is reflected in the updated
data.

@a reason for discontinuation was reported for more than one patient.

Post marketing experience

N/A
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2.6.1. Discussion on clinical safety

Single arm study settings impair the causality assessment of several key unfavourable effects. Adverse
effects of disease under study, previous treatments and adverse events predicted based on mechanism
of action and structure of belantamab mafodotin are overlapping, and only rough estimates fo
frequencies of these events can be made in this heterogeneous patient population. Dose—depcy
of these adverse effects is not evident for rare AEs, and absence of dose-dependency may i e
cases be due to small differences between exposure levels achieved between the twogo% els
studied. This issue will be addressed in the randomized confirmatory study DREAMM—&N will
evaluate the safety and tolerability of belantamab mafodotin vs pom/dex in particip with RRMM
(see Annex II and RMP). 6

The number of patients treated with belantamab mafodotin in studies DREA@d DREAMM-2 is
limited. A total of 103 patients have been exposed to the proposed registrati se of 2.5 mg/kg as a
single agent, majority of them in the pivotal study DREAMM-2. In the 13-& follow-up, the median
number of treatment cycles was 3 (range 1-15), and median time on t@qent 9.3 weeks. Treatment
was discontinued due to disease progression in majority of cases angd thus, loss of benefit, rather than
tolerability, mainly determined the duration of exposure. The me '&ime on study was 12.35 months,
and therefore for majority of the patients, follow-up covering the@)ected time on treatment is
available. Moreover, the most common toxicities (keratopathother ocular AEs,
thrombocytopenia) have mainly been reported within this@, and no major differences were
reported between the primary analysis (data cut-off 21 019) and 13-month follow-up (data cut-

off 31 January 2020) despite significantly longer foll&w- ime. The pivotal study is ongoing, and 10
patients (11%) in the 2.5 mg/kg cohort were receiving study treatment at the time of the latest data
cut-off. The final study report from DREAMM-2 wi vide further information on the AEs (see Annex

IT and RMP).

The frozen formulation of belantamab m o&s been used in majority of patients so far. The
lyophilized formulation, intended for co al use, has been tested in a separate cohort of 25
patients treated with 3.4 mg/kg dose i nQ!AMM—Z. The incidence of SAEs was numerically higher in
the lyophilised cohort compared wi brozen dose cohort (63% vs 47%). However, the difference
does not seem to be driven by ar\:\éﬁcular adverse event. The various numerical differences
observed in side-by side comp of the two formulations are likely attributed to the small humber
of participants in the Iyophiliﬁ ort and different baseline disease characteristics. The final study

ideé further information on the AEs (see Annex II and RMP).

report of DREAMM-2 will FQ

Two different dose lewgls were compared in the pivotal study DREAMM-2. Dose dependency both in
terms of frequency verity or majority of the AEs were observed. Selection of the registration
dose was largely on better tolerability of the 2.5 mg/kg dose as compared to 3.4 mg/kg.
Incidence of th c@:ytopenia, particularly those associated with bleeding events, neutropenia,
infections an@kased incidence and severity of corneal events were considered to favour selection of
the lowe ax vel of 2.5 mg/kg. Moreover, more deaths were reported in the 3.4 mg/kg group.

Althoug e AEs are agreed to be serious, the number of each of these events in this small single-
arm s very low, and causality difficult to determine due to overlapping toxicities related to the
di der study and previous treatments. However, the small differences in individual AEs are

stent between the dose groups, and the overall safety profile of the lower dose level is more
favourable.

Although there is more clinical experience with 3.4 mg/kg dosing (n=161) and the commercial
formulation has only been tested with 3.4 mg/kg dosing, from safety perspective selection of the lower
dose level of 2.5 mg/kg is supported. The safety differences observed in clinical studies may become
more exaggerated in clinical use due to likely less vigorous patient follow-up and dose modifications in
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clinical practice. Due to small differences in median exposure between the dose levels, safety data
from the higher dose level 3.4 mg/kg is considered relevant for assessment of the overall safety profile
of belantamab mafodotin.

Numerous dose reductions and delays were applied; keratopathy events were the most commgn
ar%}

reason for dose modifications in both dose groups. Discontinuation of study treatment was r ly
9% of patients in the pooled 2.5 mg/kg cohort permanently discontinued treatment due to The
most common reason for discontinuation was corneal events. Cautious criteria for dose i€ations

likely prevented progression of adverse events to a point when discontinuation was né . The
follow-up and dose modification criteria are considered adequate to ensure that dos odifications are
guided in a similar fashion in clinical use (SmPC, section 4.2). Moreover, higher ere resulting
from different dose modification criteria is unlikely to pose unexpected safety s, as safety data
from higher exposure level achieved in 3.4 mg/kg dose group (2.95 mg/kg/ s) is available.

Adverse events were reported in nearly all the patients (98%), and 83% @ients reported a grade 3
or 4 AE. The most frequent adverse reactions (>30%) (any grade) wer% opathy (71%) and
thrombocytopenia (38%) (SmPC, section 4.8).

Common eye-related AEs included vision blurred (25%), dry eye ) and photophobia (4%). Other
common adverse events in the 2.5 mg/kg pooled data were an id (27%) and nausea (25%). For
AEs possibly related to disease under study or previous medi%s (thrombocytopenia, anaemia,
neutropenia) assessment of causality is complicated. Wor;@ these events during treatment can
also be caused by disease progression. However, a cleag dependency has been shown for these
events indicating that study treatment contributes to AEs.

Events like keratopathy were closely monitored d the study, and thus likely assigned as treatment
related. For some AEs like pyrexia and infectio Guation of causality seemed to vary between
apparently similar cases. Overall, in this heav -treated population, distinction between disease
symptoms and AEs is, in general, very ch@ing in this open label, uncontrolled study.

Keratopathy (31%), thrombocytopenia (€2°j) and anaemia (21%) were the most common grade 3 or
4 AEs reported in 2.5 mg/kg pooled da

Serious adverse events were repo in 42% of the patients in the pooled 2.5mg/kg cohort. The most
commonly reported serious ad\m reactions were pneumonia (7%), pyrexia (7%) and Infusion-
related reactions (IRRs) (3%{ C, section 4.8). There is no clear difference in number of individual

SAEs between the dose le

In the 2.5 mg/kg grotyp, &tients died during the study. The primary cause of death was disease
under study for 25% Xtients. In the 13-month follow-up data, 7 new deaths were reported, all
considered to be {bdisease under study. One patient had a fatal SAE (sepsis) that was considered
to be related to study treatment. Several of the fatal events reported during the clinical studies
included advf:}vents of special interest for belantamab mafodotin. Due to lack of

control/ oh or group, last line disease setting and varying previous treatment regimens, the
Iikelihoo specific disease-related complications is difficult to estimate. Additional follow up data

did not suggest that the events were causally related, or particularly that belantamab

Based on data from 28 patients who continued treatment despite corneal findings, the AEs did lead to
symptoms and dose modifications later, but the outcome was not altered due to the delay.

Corneal adverse reactions have been reported with the use of BLENREP. The most commonly reported
adverse reactions were keratopathy or microcyst-like epithelial changes in corneal epithelium (as seen
on eye examination) with or without changes in visual acuity, blurred vision, and dry eye. Patients with
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a history of dry eye were more prone to develop changes in the corneal epithelium. Changes in visual
acuity may be associated with difficulty in driving or operating machinery (SmPC, section 4.4).

Ophthalmic examinations, including assessment of visual acuity and slit lamp examination, should be
performed at baseline, before the subsequent 3 treatment cycles and during treatment as clinjcally
indicated. Patients should be advised to administer preservative-free artificial tears at least 4 a
day during treatment. Patients should avoid using contact lenses until the end of treatmen ,

section 4.4).

L 4
Patients experiencing keratopathy with or without changes in visual acuity may requir; &ﬁe
modification (delay and/or reduction) or treatment discontinuation based on severi {Qﬁndings
(SmPC, section 4.4).

Cases of corneal ulcer (ulcerative and infective keratitis) have been reporte@should be
managed promptly and as clinically indicated by an eye care professional. T ent with BLENREP
should be interrupted until the corneal ulcer has healed (SmPC, section 4.%3

Corneal adverse reactions may include findings upon eye examination a@)r changes in visual acuity.
The treating physician should review the patient’s ophthalmic exathion report before dosing and
should determine the dose of BLENREP based on the highest catggéryfrom the report in the most
severely affected eye as both eyes may not be affected to th degree.

During the ophthalmic examination, the eye care professio Id assess the following:
. The corneal examination finding(s) and the dec@n best corrected visual acuity (BCVA).

. If there is a decline in BCVA, the reIationshimrneal examination findings to BLENREP
should be determined. O

. The highest category grading for thesele ination findings and BCVA should be reported to
the treating physician (SmPC, section 4.2&
h

An ocular sub-study was performed to fuft characterize the keratopathy events, and to explore the
possibility to use topical corticosteroid nistration to prevent the eye-related adverse events. The
sample size was small (17 patientsy 2.5 mg/kg group, and 13 patients in the 3.4 mg/kg group).
Topical corticosteroid did not appb prevent keratopathy or any other ocular symptoms. This is in
contrast with published results @ on ]S et al, 2015, Donaghy H. 2016, Matulonis UA et al, 2019) from
other MMAF-conjugated AD Corneal epithelial cells do not express BCMA, and as with other ADCs,
the toxicity has been sho e caused by macropinocytosis of the ADC into the cells and
intracellular release of cys- MAF. However, as there does not appear to be inflammatory
component to the o cxﬁwxicity, and it was confirmed that systemic corticosteroids were not a
significant confou actor in the sub-study, no additional studies are deemed necessary. As
corticosteroids a mselves associated with potential adverse events, the available information does
not support actic use of topical corticosteroids to prevent belantamab mafodotin-induced
keratopati® pCl!i\topathy (or MEC) in the corneal epithelium (as seen on eye examination) with or
without s in visual acuity, blurred vision, or dry eye has been classified as an important

identifj in the RMP. The corneal events and visual changes can be managed in clinical practice
th propriate monitoring, as well as dose modifications, and additional risk minimisation

ufes have been implemented in order to mitigate the possible risks of keratopathy. The additional
ris inimisation activity will help oncologists, eye care professionals and patients to understand the
corneal risks associated with belantamab mafodotin, so that corneal examination findings, and/or
visual changes can be promptly identified and managed according to the product labelling (see Annex
IT and RMP).

Thrombocytopenic events (thrombocytopenia and platelet count decreased) were frequently reported.
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Thrombocytopenia may lead to serious bleeding events, including gastrointestinal and intracranial
bleeding. Complete blood counts should be obtained at baseline and monitored during treatment, as
clinically indicated. Patients experiencing Grade 3 or 4 thrombocytopenia or those on concomitant
anticoagulant treatments may require more frequent monitoring and should be managed with a dose
delay or dose reduction. Supportive therapy (e.g. platelet transfusions) should be provided accogding
to standard medical practice (SmPC, section 4.4). b

Infusion-related reactions have been reported with belantamab mafodotin. Most IRRs we de 1-2
and resolved within the same day. If a grade 2 or higher infusion- related reaction océ @ring
administration, the infusion rate should be reduced or the infusion should be stopped((%ending on
the severity of the symptoms. It is recommended to institute appropriate medical @ ment and
restart infusion at a slower rate, if the patient’s condition is stable. If Grade 2, 0r*higfier IRR occurs,
premedication for subsequent infusions should be administered (SmPC, sectigh #4&). IRRs were more
common in patients who received pre-medication (38%) as compared to th Qgfents who did not
(16%). However, this difference may be biased as the patients who wer reated were likely
identified as high-risk patients.

Although not identified as AESIs, infections are considered to be refevant AEs for safety of belantamab

mafodotin. Infections were the most frequent treatment-related . The frequency and severity, and
particularly clinical consequences of neutropenia, appeared t ose dependent. The targeted
therapeutic effect of belantamab mafodotin is depletion of nd thus increased risk of infections

is plausible. In a patient population prone to infections, ¢ quences of these effects may be more
pronounced. Events within SOC infections and infest tié/ere reported for 43% of patients in 2.5
mg/kg pooled data, and 56% of patients in 3.4 mg/kg up. In analysis of additional information on
infection events, no clear pattern regarding typesQ:ming of the infections, or patient sub-groups,
apart from higher incidence in older patients. T| as been updated to reflect the most recent AE
data from the 13-month update. Increased ris@nfections due to immunosuppression and/or
neutropenia has been classified as an im ant potential risk in the RMP.

The immunogenicity potential of belan aéay mafodotin appears to be low. Two out of the 274 exposed
patients with post-baseline results_testedspositive for ADAs, and treatment-emergent ADAs were only
observed in one patient. All antib iters were low, near the sensitivity of the assays used. Very
limited data is thus available o of ADAs, and due to lack of post-baseline PK data from the only
NAb positive patient, the effe Abs could not be determined. The immunogenicity potential of
belantamab mafodotin is ¢ {ered to be low; however, additional data from on-going studies will be
provided for a more comp@nsive analysis of immunogenicity and its clinical role (see RMP).

BLENREP has a mo:?%influence on the ability to drive or use machines. Patients should be advised
i

to use caution whe ng or operating machines as BLENREP may affect their vision (SmPC, section

4.7). ,\Q

There has‘be@ experience of overdosage in clinical studies. There is no known specific antidote for
belanta N odotin overdose. In the event of an overdose, the patient should be monitored for any
signs ornbtoms of adverse effects and appropriate supportive treatment should be instituted

y (

imme@ SmPC, section 4.9).

to improve the traceability of biological medicinal products, the name and the batch number of
théngdministered product should be clearly recorded (SmPC, section 4.4).
This medicinal product contains less than 1 mmol sodium (23 mg) per 100 mg dose, that is to say
essentially “sodium-free” (SmPC, section 4.4).
From the safety database all the adverse reactions reported in clinical trials have been included in the
SmPC.
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Additional safety data needed in the context of a conditional MA

The various numerical differences observed in side-by side comparison of the two formulations are
likely attributed to the small number of participants in the lyophilized cohort and different baseline
disease characteristics. Final study report of DREAMM-2 will provide further information on resglution
of the AEs (see Annex II and RMP). ’b

Single arm study setting impairs the causality assessment of several key unfavourable eff dverse
effects of disease under study, previous treatments and adverse events predicted based echanism
of action and structure of belantamab mafodotin are overlapping, and only rough est;g‘}hss for
frequencies of these events can be made in this heterogeneous patient population iS¥
addressed in the randomized confirmatory study DREAMM-3 which will evaluate Qfety and

tolerability of belantamab mafodotin vs pom/dex in participants with RRMM @nex IT and RMP).

ssue will be

2.6.2. Conclusions on the clinical safety ®0

Overall, the toxicity profile is considered to be acceptable in the target patient population. Ocular
toxicities and their clinical management are currently considered ithe most important safety
concern. Haematological toxicities are also significant, both due erlapping toxicity profile with
previous treatments and disease under study, and due to pos @I erious clinical consequences
(infections and bleeds). However, the follow-up and dose ghodificdtion recommendations are
considered sufficient to manage the observed toxicity pg6file'in clinical practice. Relevant safety

information and recommendations are presented in t C.

Additional studies are expected to provide further, rmation regarding effects of belantamab
mafodotin on keratopathy, nephrotoxicity and i ed risk of infections (due to immunosuppression
and/or neutropenia) and also in patients with ere renal impairment and hepatic impairment (see

RMP). &

The safety has been considered suffici r@haracterised in the context of a conditional MA. Additional
data from confirmatory studies wi b@vided in support of the overall safety profile of belantamab
mafodotin.

The CHMP considers the folIowi@‘neasures necessary to address the missing safety data in the
context of a conditional MA:

. In order to confir& efficacy and safety of BLENREP in relapsed/refractory multiple myeloma
adult patients, who h%\rsce ved at least four prior therapies and whose disease is refractory to at
least one proteaso ibitor, one immunomodulatory agent, and an anti-CD38 mAb, and who have
demonstrated di rogression on the last therapy, the MAH should submit the results of the
DREAMM-2 (20 ) study investigating the efficacy of belantamab mafodotin in patients with multiple
myeloma wh@ had' 3 or more prior lines of treatment, are refractory to a proteasome inhibitor and an
immuno aﬂ‘a ory agent and have failed an anti-CD38 antibody. The final results of the study should
be subm @ by April 2021.

. order to confirm the efficacy and safety of BLENREP in multiple myeloma adult patients, who

réceived at least four prior therapies and whose disease is refractory to at least one proteasome
inhibitor, one immunomodulatory agent, and an anti-CD38 mAb, and who have demonstrated disease
progression on the last therapy, the MAH should submit the results of the DREAMM-3 (207495) study
comparing the efficacy of belantamab mafodotin vs. pomalidomide plus low dose dexamethasone
(pom/dex) in patients with relapsed/refractory multiple myeloma. The final report of the study should
be submitted by July 2024.
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2.7. Risk Management Plan

Safety concerns

Summary of safety concerns

Important identified risks

Keratopathy (or MEC) in the corneal epithelium (as s §eye
examination) with or without changes in visual acuj rred
vision, or dry eye .

Important potential risks

Nephrotoxicity d

neutropenia

Increased risk of infections due to immunosu(gégssmn and/or

Missing information

e Safety in patients with severe renal impajment’
e Safety in patients with hepatic impair%K
N

O

Table 61 On-going and planned additional pharmacovigilance a@ies

Safet %cerns
addr%
Status

Category 1 - Imposed mandatory additional pharmacox%nce activities which are
conditions of the marketing authorisation

None | | |
Category 2 - Imposed mandatory additional p ovigilance activities which are Specific
Obligations in the context of a conditional ma:(&'ng authorization under exceptional
circumstances
205678 (DREAMM-2):
Open-label,
randomized study of
two doses of

Pharmacovigilance plan

Study Summary of objectives

dates

Milestones‘ Due

Primary: To evaluate the clihical| Standard clinical and
efficacy of 2 doses of laboratory tests
belantamab mafodotihyin

participants wit

Final study | Jan
report 2021

Collection of AEs and | Final study | Apr

belantamab mafodotin | relapsed/refra ultiple SAEs report 2021
in participants with myeloma submission
relapsed/refractory AEs of special interest

multiple myeloma who| Seconda

have failed prior To furth luate the clinical | Ocular findings on

treatment with an meas efficacy of ophthalmic exam

Further
characterization of
important identified
and potential risks:

e Keratopathy (or
MEC) in the corneal
epithelium (as seen
on eye
examination) with
or without changes
in visual acuity,
blurred vision, or

anti-CD38 antibody bel b mafodotin in
(DREAMM-2) - pa%pants with RRMM
v

Ongoing luate the safety of
tamab mafodotin in
\ participants with RRMM

NTo evaluate the
@ pharmacokinetic profile of
N Q belantamab mafodotin
\ To assess anti-drug antibodies
(J (ADAs) against belantamab
\ mafodotin

Participant self-reported
symptomatic adverse effects by

*

O

@ evaluation of tolerability of dry eye
belantamab mafodotin ¢ Nephrotoxicity
To evaluate disease and e Increased risk of

infections due to
immunosuppression|
and/or neutropenia

treatment related symptoms
and impact on function and
health-related quality-of life

207495 (DREAMM-3):
Phase III Study of
Single Agent

Primary: To compare the Incidence of AEs and
efficacy with belantamab changes in laboratory
mafodotin vs pomalidomide plus parameters

Projected | Aug
Primary 2021
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Study Summary of objectives Safety concerns Milestones Due
addressed dates
Status
Belantamab Mafodotin | low dose dexamethasone endpoint
versus Pomalidomide | (pom/dex) in participants with | Ocular findings on analysis
plus Low-dose relapsed/refractory multiple ophthalmic exam Q
Dexamethasone in myeloma Study 2
Participants with Symptomatic adverse| report
Relapsed/Refractory Key Secondary: effects as measured | submissi [
Multiple Myeloma - To compare the overall survival | by the PRO-CTCAE . 6 Jul
Planned with belantamab mafodotin vs | and OSDI Ov 2024
pom/dex in participants with s%
RRMM Changes in safety inal
assessments, mysis
Secondary: including vital sig \
To compare other markers of and ECGs 3
efficacy of belantamab
mafodotin vs pom/dex in Further Q
participants with RRMM characteriz%o
To evaluate the safety and important idengified
tolerability of belantamab and potefitial risks:
mafodotin vs pom/dex in e Ker hy (or
participants with RRMM ME@ the corneal
To evaluate the ium (as seen
pharmacokinetic profile of
belantamab mafodotin Qa ination) with
To assess anti-drug antibodie r without changes
(ADAs) against belantama in visual acuity,
mafodotin blurred vision, or
To evaluate the tolerability of dry eye
belantamab mafodotin \¢ ¢ Nephrotoxicity
pom/dex based on s orted| e Increased risk of
symptomatic adversengffects infections due to
To evaluate an mpare immunosuppression
changes in sy % and and/or neutropenia
heaIth-reIatedné?ity of life
(HRQOL)of b amab
mafodo m/dex
To asse imal Residual
Disea D) in participants
ve 2VGPR or better
lantamab mafodotin vs
Category 3- Required additional pharmacovigilance activities
209626: A Phase 1 Primary: To describe the effects| Safety of belantamab | Final study | 1Q2025
open label study o f renal impairment on the mafodotin in patients | report
GSK2857916 in pharmacokinetics of with severe renal
relapsed/refractor belantamab mafodotin in impairment
multiple myeﬁ participants with RRMM and
patients Xvit@l with severe renal impairment, Plasma belantamab
impair el\ ESRD (not on dialysis) or ESRD | mafodotin, total mAb,
(on dialysis) compared to and cys-mcMMAF
rb participants with normal renal pharmacokinetic
@ function parameters;dialysate
Secondary: To evaluate safety | PK parameters, as
and tolerability using data permit
parameters, including adverse
events, vital signs, ECGs, and Change from baseline
clinical laboratory assessments | in vital signs (blood
in participants with RRMM who | pressure and heart
have normal or impaired renal | rate), monitoring and
functions incidence of adverse
events, toxicity
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hepatic impairment hepatic function
Secondary: To evaluate th
safety, and tolerability

signs, ECGs, and clinical
laboratory assessments in

have normal or impaired

multiple myeloma and | RRMM participants with normal

e

parameters, including AEs, vital

participants with RRMM who

2 4
impairment {\
Plasma belantamab O
mafodotin, total mA
and cys-mcMMAF \
pharmacokinetic&b
parameters 0
Change fro eline
in vital signs (blood

pressurefand heart

Study Summary of objectives Safety concerns Milestones Due

addressed dates
Status

grading of clinical

laboratory tests, ECG

findings, and physical

examinations
209627: A Phase 1 Primary: To evaluate the effects| Safety of belantamab| Final stu 2028
open label study of of hepatic impairment on the PK| mafodotin in patients | report [
GSK2857916 in of belantamab mafodotin in with hepatic %
patients with RRMM participant with impaired
relapsed/refractory hepatic function as compared to

hepatic functions rate), itoring and
incid of AEs,
to grading of
i aboratory
ests, ECG findings
d physical
~_\ [ examinations
Risk minimisation measures O
Table 62 Summary table of pharmac@lance activities and risk minimisation
activities by safety concern

Safety concern Risk minimisatio@jﬁ;ures
h

Pharmacovigilance activities

Identified Risks \)

Keratopathy (or Routine ri imisation
MEC) in the corneal [measure
epithelium (as seen

on eye examination)|[SmP ions: 4.2, 4.4, 4.8
with or without PLS s: 2,4

Additional risk minimisation
measures:

Healthcare professionals

e The Summary of Product
Characteristics

changes in visual commended treatment modifications
acuity, blurred rovided in SmPC section 4.2.
vision, or dry eye ruction regarding symptom
aluation, treatment modifications
24 and interventions are provided in
O SmPC section 4.4.
L 4
\ Prescription only medicine
Use restricted to physicians
experienced in the use of anticancer
@ medicinal products

(haematologists/oncologists/eye care
professionals) educational materials:

Routine pharmacovigilance activities
beyond adverse reactions reporting

and signal detection:

activities:

(RRMM) (DREAMM-3)

Targeted follow-up questionnaire
Additional pharmacovigilance

205678 (DREAMM-2): Open-label,
randomized study of two doses of
belantamab mafodotin in participants with
relapsed/refractory multiple myeloma who
have failed prior treatment with an anti-
CD38 antibody (DREAMM-2) - Ongoing

207495 (DREAMM-3): Phase III Study of
Single Agent Belantamab Mafodotin
versus Pomalidomide plus Low-dose
Dexamethasone in Participants with
Relapsed/Refractory Multiple Myeloma
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e Corneal adverse reaction guides
e Eye care screening sheet to
ensure coordinated communication
between the
haematologist/oncologist and eye
care professional

Patient education materials:
e The Package Leaflet
e Corneal adverse reaction guides
e Patient and pharmacy eye drop
wallet cards

Potential Risks

Routine risk minimisation
measures:

Nephrotoxicity

Prescription only medicine

Use restricted to physicians
experienced in the use of anticancer
medicinal products

Additional risk minimisation
measures:

None

&

Routine phagzvigilance activities

beyond a reactions reporting
and sign ection:

N

al pharmacovigilance

ities:

8 (DREAMM-2): Open-label,

rahdomized study of two doses of
elantamab mafodotin in participants with

relapsed/refractory multiple myeloma who

have failed prior treatment with an anti-

CD38 antibody (DREAMM-2) - Ongoing

None

207495 (DREAMM-3): Phase III Study of
Single Agent Belantamab Mafodotin
versus Pomalidomide plus Low-dose
Dexamethasone in Participants with
Relapsed/Refractory Multiple Myeloma
(RRMM) (DREAMM-3)

Increased risk of
infections due to
immunosuppression
and/or neutropenia

Routine ris Mnisation

measures:

Prescriptio ly medicine

Use re ed to physicians

exp @ ed in the use of anticancer
edicinal products

Routine pharmacovigilance activities
beyond adverse reactions reporting
and signal detection:

None

Additional pharmacovigilance
activities:

itional risk minimisation None
asures:
L 4
\ None
0\(J
Missi rmation

/]
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Safety in patients |Routine risk minimisation Routine pharmacovigilance activities

with severe renal measures: beyond adverse reactions reporting
impairment and signal detection:
Prescription only medicine
Use restricted to physicians None
experienced in the use of anticancer
medicinal products Additional pharmacovigilance b
activities:

209626: A Phase 1 open Iabel@w of
GSK2857916 in relapsed/.re ory

multiple myeloma patien it renal

Additional risk minimisation impairment

measures:

None
Safety in patients |Routine risk minimisation Routine phar% igilance activities
with hepatic measures: beyond adve actions reporting
impairment and signal tion:

Prescription only medicine @

Use restricted to physicians None

experienced in the use of anticancer

medicinal products Addiki | pharmacovigilance

7: A Phase 1 open label study of
K2857916 in patients with
Additional risk minimisation lapsed/refractory multiple myeloma and

measures: \O hepatic impairment

None G
Conclusion Q

The CHMP and PRAC considered that theé/ersion 0.4 is acceptable.

2.8. Pharmacovigilance to
Pharmacovigilance S)(Q‘»

The CHMP considered tha pharmacovigilance system summary submitted by the applicant fulfils the
requirements of Artic (3) of Directive 2001/83/EC.

*

Periodic Saf@date Reports submission requirements

The requireménts¥or submission of periodic safety update reports for this medicinal product are set
outin th 7 II, Section C of the CHMP Opinion. The applicant did request alignment of the PSUR
cycle wi international birth date (IBD). The new EURD list entry will therefore use the IBD to

deten@ e forthcoming Data Lock Points.

. New Active Substance

The applicant declared that belantamab mafodotin has not been previously authorised in a medicinal
product in the European Union.

The CHMP, based on the available data, considers belantamab mafodotin to be a new active substance
as it is not a constituent of a medicinal product previously authorised within the Union.
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2.10. Product information

2.10.1. User consultation b

The results of the user consultation with target patient groups on the package leaflet gu ed by the
applicant show that the package leaflet meets the criteria for readability as set out in{ uideline on
the readability of the label and package leaflet of medicinal products for human usb

2.10.2. Additional monitoring &

Pursuant to Article 23(1) of Regulation No (EU) 726/2004, BLENREP (bela ab mafodotin) is

included in the additional monitoring list as it contains a new active sul%ce which, on 1 January

2011, was not contained in any medicinal product authorised in theQ.
|

Therefore, the summary of product characteristics and the pack flet include a statement that
this medicinal product is subject to additional monitoring and is will allow quick identification of
new safety information. The statement is preceded by an % quilateral black triangle.

3. Benefit-Risk Balance

O

3.1. Therapeutic Context Q

BLENREP, as monotherapy, is for the tre ent of multiple myeloma in adult patients, who have
received at least four prior therapies and whose disease is refractory to at least one proteasome
inhibitor, one immunomodulatory ag% d an anti-CD38 monoclonal antibody, and who have

demonstrated disease progressionb last therapy.

3.1.1. Disease or con{@n

Multiple myeloma is a rarQ incurable disease of the plasma cells which typically affects adults who
are more than 60 yexofnag (median age is at diagnosis is ~ 70 years). It is the second most
common haematolo alignancy (after non-Hodgkin’s lymphoma [NHL], representing 1% of all
cancers and 2% IMéancer deaths. Progress has been made over the last 15 years in the treatment
of multiple m quch that survival of patients with newly diagnosed multiple myeloma has
increased frofn approximately 3 years from the years 1985 to 1998 (Kyle 2003) to 6 to 10 years

*
(Moreauz .

3.1. vailable therapies and unmet medical need

ent treatment of MM includes glucocorticoids (dexamethasone, prednisolone, methylprednisolone),
chemotherapy, primarily alkylating agents, including high dose chemotherapy followed by autologous
stem cell transplantation (ASCT), PIs ( such as bortezomib, carfilzomib and ixazomib), mAbs (such as
daratumumab, isatuximab and elotuzumab) and the histone deacetylase inhibitor panobinostat. There
is a clear unmet medical need for new therapies because the treatment options are very limited, and
their median OS is around 3-5 months.
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With the approval of daratumumab and its wide use in combinations in earlier lines of MM treatment, a
new population of patients is created who have become refractory to all available agents (including
daratumumab). This population can be referred to as triple-class refractory MM and it encompasses
those patients with disease refractory to at least 1 PI, 1 immunomodulatory agent, and 1 anti-CD38

mAb (such as daratumumab). Q
Therefore, the discovery of therapies with new mechanisms of action to overcome drug res@ , also
including patients pre-treated with daratumumab, remains as an unmet medical need. c

2 4
{\
3.1.3. Main clinical studies O

The clinical package of belantamab mafodotin was primarily supported by dat@s a phase II, open-
label, 2-arm, randomized, multicentre study to evaluate the efficacy and sam belantamab
mafodotin monotherapy at a dose of 2.5 mg/kg or 3.4 mg/kg IV, Q3W, in pakkicipants with RRMM who
had 3 or more prior lines of treatment, were refractory to a proteasom tor and an
immunomodulatory agent, and for whom treatment with an anti—CD389a&ody had failed (study

205678 [DREAMM-2]). k
3.2. Favourable effects Q

e The ORR per IRC based on IMWG criteria was 32% (97 I: 21.7, 43.6) in the 2.5 mg/kg dose
cohort (13 months follow up). There was a further d\ g of response, with 58% of responders
achieving VGPR or better, including 2 sCRs and 5 CRs.

e The mDOR was 11 months. O

¢ The point estimate of median PFS for 2.5 manmd 3.4 mg/kg was 2.8 months versus 3.9 months
with the Hazard ratio (HR) estimate of 3. g/kg versus 2.5 mg/kg being 0.92.

e The mOS was 13.7 months in the 2.: w(g cohort.

e In addition, to gain clinical exper] ith the lyophilized presentation, 25 participants were enrolled
in a separate cohort (the 3.4-mg ophilized cohort). The ORR by IRC assessment for the
Lyophilized cohort (n=25) wa @ (97.5% CI: [28.9, 74.5]).

3.3. Uncertainties Q limitations about favourable effects

One limitation of th \/ is the single-arm design, since the phase 2 study was conducted without an
active control arm= ough the observed durable response in highly pre-treated patients whose
disease is refra to three classes of agents is considered a clinically meaningful benefit there is a
need to fu‘rth r ntify the efficacy of belantamab mafodotin in the approved indication in a

compara&q (Annex II.E).
@lnfavourable effects

Adverse events were reported in 98% of patients, and 80% of the patients reported a grade 3 or 4 AE
in the pooled 2.5 mg/kg cohort.

Adverse events in SOC eye disorders were reported in 71% of patients. The most commonly reported
PT was keratopathy (66%), and 25% of patients reported a grade 3 or 4 keratopathy AE. Blurred
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vision was reported in 18% of patients, dry eye in 12%, and photophobia in 4% of patients. Patients
also reported clinically significant deterioration of visual function both by NEI VFQ-25 and OSDI indices.
The first incidence of a corneal event usually occurred within the first 4 treatment cycles. The 13-
month safety update revealed that the median duration of a keratopathy, blurred vision and dry eye
events were longer than reported in the primary analysis. Majority of the events resolved during,the
treatment period, and in 11% of patients the event resolved after treatment discontinuation. b
related AEs were the most common reason for dose reductions and delays. Three percent t@ients
permanently discontinued belantamab mafodotin treatment due to corneal AE. Eye diso were
closely monitored and actively managed during the clinical studies mainly by dose m N ions, and
majority of the events resolved, and dosing was resumed. é

Thrombocytopenic events were more common in 3.4 mg/kg group: 58% of p% xperienced a
thrombocytopenic event, 34% of patients experienced a grade 3/4 event, am of patients
experienced a thrombocytopenic event and concomitant bleeding event. Th ability of grade >3
thrombocytopenia was positively related to cys-mcMMAF maximum plas centration.

Twenty-six (25%) participants experienced an AE of anaemia, a Grade 3"€vent was reported for 19
(18%) participants and 1 (<1%) participant had an SAE of anaemi

Infections were reported for 43% of patients in the 2.5 mg/kg data. The most common SAE PTs
were pneumonia, reported for 21 (7%) patients, followed b ia (5% patients) and lung infection
reported for 3% of patients. Two of the fatal SAEs in the zéhg g group were infection-related

(sepsis and lung infection). \O
3.5. Uncertainties and limitations a@t unfavourable effects

Single arm study setting impairs the causality‘assessment of several key unfavourable effects. Adverse
effects of disease under study, previous tggatments and adverse events predicted based on mechanism
of action (MoA) and structure of beIanta@ afodotin are overlapping, and only rough estimates for
frequencies of these events can be m this heterogeneous patient population. Dose-dependency
of these adverse effects is not evide ’ﬁrare AEs, and absence of dose-dependency may in some
cases be due to small differences en exposure levels achieved between the two dose levels
studied. This issue will be addr@j in the randomized confirmatory study DREAMM-3 (see Annex II
and RMP).

The number of patients tr% with belantamab mafodotin in studies DREAMM-1 and DREAMM-2 is
limited, and no patieN been treated with the commercial formulation on the applied dose level. At
the time of data cu 1% of the patients were still on study treatment. Final study report of

DREAMM-2 will pgewide’further information on the AEs (see Annex II and RMP).
L 4
Corneal event%gr the most significant factor in tolerability of belantamab mafodotin. The

applicabili proposed follow-up measures, and the toxicity profile observed in clinical practice
remains %ested in the post-marketing setting. Data from the on-going studies and confirmatory
study M-3 will provide additional data on the current recommendations and prevention

m (see Annex II and RMP).

openia’s have been carefully characterized by regular blood counts, but the causality of these
events is particularly difficult to evaluate. Consistent dose-dependency supports treatment-related
effects in thrombocyte, red blood cell and neutrophil counts. Ongoing clinical studies and study
DREAMM-3 will provide additional data to evaluate the clinical significance of these events (see Annex
IT and RMP).
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3.6. Effects Table

Table 63 Effects Table for BLENREP, as monotherapy for the treatment of adult patients
multiple myeloma, who have received at least four prior therapies and whose disease is
refractory to at least one proteasome inhibitor, one immunomodulatory agent, and an anti-
CD38 mAb, and who have demonstrated disease progression on the last therapy”. (data cut-
off 31 January 2020)

Effect Short Treatment Result Uncertainties/

Description Strength of evidence
Favourable Effects {\
ORR (%) Percentage of 2.5 mg/kg 32% No control arm oth@n

participants Q3W = 97 another dose

with a Median follow f 12.35 months

confirmed {l

(i.e., PR, VGPR,
CR and sCR,

according to the
2016 IMWG {
Response

partial response
(PR) or better

Criteria by IRC.
DOR, (median, Time from first 2.5 mg/kg 11 % CI: 4.2, NR
months) documented Q3W = 97 montb

evidence of PR
or better until

the earliest O
date of \
documented PD

per IMWG, or
death due to PD

The time from 2.5mg/kQ 13.7
(05 randomisation Q3w =9 months (9.9, -)
until death due
to any cause &

Unfavourable Effects

Keratopathy - All grades 0 71
- Grade 3-4 31

Thrombocytopenia - All gra % 38
- Grade Sg4 22

Lymphopenia - All s % 20
ﬁde 4 17

Anaemia | 'grades % 27
rade 3-4 21

Abbreviations: 'Qjence interval, CR: complete response, DOR: duration of response, IMWG: International
Myeloma Workj up, IRC: independent review committee, NR: not reached, ORR: overall response rate, PD:
progressioneof disease, PR: partial response, Q3W:every three weeks, sCR: stringent complete response, VGPR:

r

very goo& esponse,

enefit-risk assessment and discussion

3.7.1. Importance of favourable and unfavourable effects

The use of the belantamab mafodotin as a single-agent therapy provides a clinically meaningful anti-
tumour activity. The ORR (32% in the 2.5 mg/kg cohort) is comparable or better with previous last line
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therapies such as pomalidomide or daratumumab. This antitumor activity is durable as the mDoR was
11 months (95% CI: 4.2, NR). This benefit in this very last line of treatment is considered clinically
relevant, providing a new alternative with a new MoA in the current therapeutic landscape of MM.
Although the observed durable response is considered a clinical benefit, there is a need to further
quantify the efficacy of BLENREP in the approved indication in a comparative trial (see Annex b
erse

Adverse effects of belantamab mafodotin were mostly reversible. Treatment is tolerated wl-zl
effects are closely monitored and actively managed, mainly by dose modifications. Overal$, safety
profile of belantamab mafodotin monotherapy appears sufficiently characterised. Additii\@ata from
future studies are expected to be provided in support of the overall safety (see AnnexI).

3.7.2. Balance of benefits and risks &\IQ

Given the poor prognosis of patients heavily pre-treated, relapsed, who h%@eived at least three
prior therapies (median 7) and were refractory to at least one proteaso ifAibitor (PI), at least one
immunomodulatory agent , and an anti-CD38 mAb the treatment effect elantamab mafodotin is
considered clinically relevant and has been demonstrated in the sirﬁpivotal study that was
submitted. Treatment is tolerated when adverse effects are clos nitored and actively managed,

mainly by dose modifications. %
Therefore, the benefit-risk balance for belantamab mafod in the proposed indication is considered
positive.

3.7.3. Additional considerations on 6benefit-risk balance

Justification for the wording of the indication Q

The originally proposed wording of the indjation “"BLENREP is indicated as monotherapy for the
treatment of adult patients with relapsed or refractory multiple myeloma, who have received three
prior lines of therapy including an anti- antibody, a proteasome inhibitor, and an
immunomodulatory agent” allows$xe ent of patients after three prior treatments, relapsed or
refractory to an immunomodulatoéent, PI and anti-CD38 mAb. Only 5 patients in the pivotal study
fulfilled these minimum criteri the majority of the patients were heavily pre-treated, with two
proteasome inhibitors and twW, immunomodulatory agents. In addition, most of the patients were
refractory to bortezomib,zomib, lenalidomide and pomalidomide and, by definition, all patients in
the pivotal study were refractery to an immunomodulatory agent and a proteasome inhibitor and an
anti-CD38 antibody. gh the patients included in this pivotal trial had minimum requirement of
having failed at le @rior lines of anti-myeloma treatments, including an anti-CD38 antibody (e.g.,

daratumumaby e’or in combination, and being refractory to an immunomodulatory agent (i.e.,
lenalidomide Nnalidomide), to a proteasome inhibitor (e.g., bortezomib or carfilzomib) and to an
anti-CD38" riple-class refractory), the vast majority of the patients were heavily pretreated. To
better r e patient population, both in terms of prior lines of treatment received, and

refrac@ s to prior therapies, the indication was revised as follows:

“BLY EP is indicated as monotherapy for the treatment of multiple myeloma in adult patients, who
h received at least four prior therapies and whose disease is refractory to at least one proteasome
inhibitor, one immunomodulatory agent, and an anti-CD38 monoclonal antibody, and who have
demonstrated disease progression on the last therapy”.
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Conditional marketing authorisation
As comprehensive data on the product are not available, a CMA was requested by the applicant in the
initial submission.

The product falls within the scope of Article 14-a of Regulation (EC) No 726/2004 concerning b
conditional marketing authorisations, as it aims at the treatment of a life-threatening disea@

addition, the product is designated as an orphan medicinal product.
4
Furthermore, the CHMP considers that the product fulfils the requirements for a condi %@narketing
authorisation:
1. The benefit-risk balance is positive, as discussed above. QO
2. It is likely that the applicant will be able to provide comprehensive (%I
Efficacy has been established on the basis of durable ORR. Although th able response is considered

a clinically meaningful benefit, there is a need to further quantify the efficacy of BLENREP in the
approved indication in a comparative trial. DREAMM-3, a phase I %y of single agent belantamab
mafodotin versus pomalidomide plus low-dose dexamethasone ir@ticipants with relapsed/refractory
multiple myeloma is planned and a considerable proportion o @ ients would be in later treatment
lines in line with DREAMM-2. Single arm study setting als@i € the causality assessment of several
key unfavourable effects leading to remaining uncertaingies. Whese could be addressed by the proposed
randomised study with pomalidomide/low-dose dexaﬂ%gone as comparator since it would allow
comparisons of both efficacy and safety, and the proposéd number of patients (n=320) would allow a
more comprehensive analysis of both favourable nfavourable effects. DREAMM-3 will be
conducted in 184 sites and 19 countries worId% he Applicant has submitted applications for ethics
committee and regulatory agency approval in allN\participating countries and has received 17 and 16

approvals respectively. &

Based on the above, the CHMP consid Qat DREAMM-3 is likely to provide comprehensive data
suitable to confirm the positive be& isk balance of BLENREP.
t

In addition, the CHMP consider he MAH should submit the final results of the pivotal study
DREAMM-2 study investigatin @efﬁcacy of belantamab mafodotin in patients with
relapsed/refractory multipl eloma who have failed prior treatment with an anti-CD38 antibody
which will also provide cthensive data suitable to confirm the positive benefit-risk balance of
BLENREP. In addition&ﬁn study report of DREAMM-2 will provide further information on resolution

of the AEs. @

3. Unmet m needs will be fulfilled

L 4
Unmet medi heds will be addressed, as RRMM is a condition where there are a number of
authorised’ ent options but no curative treatments. Recently approved products for RRMM
include | idomide, pomalidomide, bortezomib, carfilzomib, ixazomib, panobinostat, daratumumab,

isatu@, and elotuzumab.

Fo jents that have received at least 4 prior therapies and who are refractory to at least one

i unomodulatory drug, one proteasome inhibitor, and one anti-CD-38 antibody, and whose disease
has progressed on the last therapy, as detailed in the claimed indication for BLENREP, the treatment
options become very limited.

Additional treatment options are needed in RRMM aiming to achieve control and remission of the
disease for as long as possible given that almost all patients eventually relapse and become resistant
to available treatments, where the remission duration generally decreases with each subsequent
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treatment regimen, and where the toxicity of different regimens is significant and quite different
between products. In this context, medicinal products with a positive benefit-risk balance and new
mechanism of action can provide a major therapeutic advantage to patients if they offer possible
alternative or additional treatment options based on a different safety profile, or based on therapeutic
efficacy when other products are not expected to be effective. b

BLENREP has a mechanism of action that is different from that of authorised treatments an@
shown to be associated with a 32% objective response rate and a median duration of re of 11
months in this group of highly pre-treated patients whose disease is refractory to thr&%es of
agents. BLENREP has a distinct toxicity profile including significant toxicities like corn€al toxicity and
haematological toxicity. Adverse effects of belantamab mafodotin are mostly reve@. Treatment is
tolerated when adverse effects are closely monitored and actively managed, y dose
modifications. Therefore, BLENREP can be considered a major therapeutic % ge in the proposed
target population for whom there are very limited and often no other treat ptions available, in
particular when available options are unlikely to be efficacious, or when j % preferred option in
view of its efficacy and safety profiles. /b

In conclusion, BLENREP fulfils an unmet medical need as monotherapy for the treatment of multiple
myeloma in adult patients, who have received at least four prior@apies and whose disease is
refractory to at least one proteasome inhibitor, one immunon% ory agent, and an anti-CD38 mAb,

and who have demonstrated disease progression on the Ia¢ Y.

4. The benefits to public health of the immediate avai ity outweigh the risks inherent in the fact
that additional data are still required. \

In view of the limited treatments options for the @y pre-treated patients whose disease is refractory
to three classes of agents and the new mecha@of action, the immediate availability of BLENREP on
the market outweighs the risk inherent in the faét that additional data are still required.

Conclusions bo
The overall B/R of BLENREP @ive.

4, Recomm%ations

Similarity@ﬁh authorised orphan medicinal products
L 4

The CH@onsensus is of the opinion that BLENREP is not similar to Darzalex, Farydak, Imnovid,
Kypro@ Ninlaro within the meaning of Article 3 of Commission Regulation (EC) No. 847/200.

me

Based on the CHMP review of data on quality, safety and efficacy, the CHMP considers by consensus
that the benefit-risk balance of BLENREP is favourable in the following indication:

BLENREP is indicated as monotherapy for the treatment of multiple myeloma in adult patients, who
have received at least four prior therapies and whose disease is refractory to at least one proteasome
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inhibitor, one immunomodulatory agent, and an anti-CD38 monoclonal antibody, and who have
demonstrated disease progression on the last therapy.

The CHMP therefore recommends the granting of the conditional marketing authorisation subject to the

following conditions: t

Conditions or restrictions regarding supply and use

*
Medicinal product subject to restricted medical prescription (see Annex I: Summary o %ct
Characteristics, section 4.2).

Other conditions and requirements of the marketing aut tion
Periodic Safety Update Reports 0

The requirements for submission of periodic safety update reports for this"medicinal product are set
out in the list of Union reference dates (EURD list) provided for un Article 107c(7) of Directive
2001/83/EC and any subsequent updates published on the Euro;@medicines web-portal.

The marketing authorisation holder shall submit the first peri%fety update report for this product
within 6 months following authorisation.

Conditions or restrictions with regard to ‘the safe and effective use of the
medicinal product O

<

Risk Management Plan (RMP) &

The MAH shall perform the required p aG}ovigiIance activities and interventions detailed in the
agreed RMP presented in Module 1. he marketing authorisation and any agreed subsequent
updates of the RMP.

An updated RMP should be sub@d:
® At the request of &uropean Medicines Agency;

® Whenever the risk fganagement system is modified, especially as the result of new
information,@ received that may lead to a significant change to the benefit/risk profile or
I an

as the resu important (pharmacovigilance or risk minimisation) milestone being

reach@
Additioz‘l&minimisation measures

The e nal programme is aimed at helping haematologists/oncologists, eye care professionals and
pa Q!nderstand the corneal risks associated with belantamab mafodotin, so that corneal

iMation findings, and/or visual changes can be promptly identified and managed according to the
product labelling.

Prior to the launch of BLENREP (belantamab mafodotin) in each Member State the MAH must agree
about the content and format of the educational materials, including communication media, distribution
modalities, and any other aspects of the programme with the National Competent Authority.
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The MAH shall ensure that in each Member State where BLENREP (belantamab mafodotin) is marketed,
all healthcare professionals and patients/carers who are expected to prescribe, dispense and receive
BLENREP (belantamab mafodotin) have access to/are provided with the following educational materials
to be disseminated through professional bodies consisting of the following:

e Educational materials for Healthcare professionals (HCPs) (includes haematologists/oncolo@/eye

care professionals): @
o Corneal adverse reaction guides . %

o Eye care screening sheet {
e Educational materials for the patient O

o Corneal adverse reaction guides Q

o Patient and pharmacy eye drop wallet cards. $’

e Summary of the Product Characteristics (SmPC) and Package Leafl@;
Key elements to be included é
The healthcare professional’s corneal adverse reaction guides

The HCPs corneal adverse reaction guides will contain the%ing key information:

Relevant information of the safety concern keratopaﬂ\ icrocyst-like epithelial changes in the
corneal epithelium:

e Advise patients that corneal adverse reac@ may occur during treatment.

e Patients with a history of dry eyes are re prone to develop changes in the corneal

epithelium. &

Details on how to minimise the safet@}n addressed by the additional risk minimisation measures

through appropriate monitoring:
e Ophthalmic examinations,@ding assessment of visual acuity and slit lamp examination,
should be performed n@ eline, before the subsequent 3 treatment cycles, and as clinically
indicated whilst on tréatment.

e Patients experien@eratopathy with or without changes in visual acuity may require a dose
modification May and/or reduction) or treatment discontinuation based on severity of

findings. @

. Emphgsi@e need to consult the SmPC.
o

Key mesﬁto convey during patient counselling:
. QZ nts should be advised to administer preservative-free artificial tears at least 4 times a day
ring treatment.

Patients should avoid using contact lenses until the end of treatment.

Patients should consult their haematologist/oncologist if corneal adverse reactions occur.

Patients who report corneal symptoms should be referred to an eye care professional.

Patients should be advised to use caution when driving or operating machinery.
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Healthcare professionals’ training material

Anatomy and physiology of the eye: b
e Images of the eye are provided and reviewed. @
e Keratopathy is characterised based on exam findings and patient reported outo%

Description of eye exams:

e Use of slit lamp exams provide detailed information on the anatomical s L@es in the eye.
They can help detect a range of conditions, including keratopathy or ocCyst-like epithelial
changes in the corneal epithelium (as seen on eye examination). &

e Description of visual acuity provides a measure of the visual sys Qbility to discern fine
distinctions in the visual environment.

e Best corrected visual acuity (BCVA) refers to the visual acuity achieved with correction (such as
glasses), as measured on the standard Snellen Visual Ac art, monocularly and
binocularly.

e Summary of visual acuity scores (20/20 vs <20/2Qw1 Dow a score less than 20/20 can be
corrected and managed by the patients.

Eye care screening sheet: \

e Includes important information related to eal adverse reactions associated with
belantamab mafodotin, adverse event@agement, and instructions to facilitate
communication between prescribers andseye care professionals for patients.

Patient corneal adverse reaction guides (&l

The patient corneal adverse reactibuides will contain the following key information:

e Corneal adverse reacti ay occur during treatment. Patients with a history of dry eyes are
more prone to devel&:hanges in the corneal epithelium.

e Ophthalmic exami ns, including assessment of visual acuity and slit lamp examination,
should be peNled t baseline, before the subsequent 3 treatment cycles, and as clinically
indicated w treatment.

e Patients €xp@riencing keratopathy with or without changes in visual acuity may require a dose
modifieabion (delay and/or reduction) or treatment discontinuation based on severity of
findj

'@our haematologist/oncologist about any history of vision or eye problems.

[ ]
° @nsult the PL.

A description of the sign and symptoms of the risk of keratopathy:

e If you experience changes with your vision whilst on belantamab mafodotin, contact your
haematologist/oncologist. Symptoms include the following:
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o redness, dryness, itching, burning sensation, or sandy or gritty sensation in their
eyes;

o sensitivity to light;

o blurred vision; b
o painin their eyes;

o excessive watering of their eyes. . %6

e If you experience changes in your vision or eyes after initiating treatment (cl@s have
improved, persisted, or worsened since your last appointment), contact yoo

haematologist/oncologist.
e Your HCP will ask you to use eye drops called preservative-free arti ﬁars during

treatment. Administer them as instructed. 0

Patient eye drop wallet card:

e Patient wallet card indicates the patient is on treatment wit%lantamab mafodotin and
contains contact information for the haematologist/oncol@' nd the eye care professional.

e Present to HCPs during follow up visits. Q

Pharmacy eye drop wallet card:

e Patients to present the pharmacy wallet card, to pharmacist to find eye drops called
preservative-free artificial tears for use, as direeted.

O

Specific Obligation to complet oguthorisation measures for the
conditional marketing authorisation

This being a conditional marketin a@isation and pursuant to Article 14-a of Regulation (EC) No
726/2004, the MAH shall complet@ in the stated timeframe, the following measures:

Description Due date

myeloma adult patie who have received at least four prior therapies and whose
disease is refractor least one proteasome inhibitor, one immunomodulatory
agent, and an ar@5 monoclonal antibody, and who have demonstrated disease
e
S

In order to confirm t§ﬁ y and safety of BLENREP in relapsed/refractory multiple April 2021
n

progression op t t therapy, the MAH should submit the results of the DREAMM-2
(205678) stu tigating the efficacy of belantamab mafodotin in patients with
multiple myelo who had 3 or more prior lines of treatment, are refractory to a

antibod

proteas i itor and an immunomodulatory agent and have failed an anti-CD38
éo

In or@v nfirm the efficacy and safety of BLENREP in multiple myeloma adult July 2024

patients, ivho have received at least four prior therapies and whose disease is

re ory to at least one proteasome inhibitor, one immunomodulatory agent, and an
CD38 monoclonal antibody, and who have demonstrated disease progression on

theMast therapy, the MAH should submit the results of the DREAMM-3 (207495) study

comparing the efficacy of belantamab mafodotin vs. pomalidomide plus low dose

dexamethasone (pom/dex) in patients with relapsed/refractory multiple myeloma.
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Conditions or restrictions with regard to the safe and effective use of the
medicinal product to be implemented by the Member States

Not applicable.

New Active Substance Status b

Based on the CHMP review of the available data, the CHMP considers that belantamab, otin is a
new active substance as it is not a constituent of a medicinal product previously auth( within the

European Union. O
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