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1. Background information on the procedure

1.1. Type 1l group of variations

Pursuant to Article 7.2 of Commission Regulation (EC) No 1234/2008, Celgene Europe Limited submitted
to the European Medicines Agency on 29 June 2018 an application for a group of variations.

The following variations were requested in the group:

Variations requested Type Annexes
affected
C.l.4 C.1.4 - Change(s) in the SPC, Labelling or PL due to new Type Il |
quality, preclinical, clinical or pharmacovigilance data
B.ll.e.5.a.2 B.ll.e.5.a.2 - Change in pack size of the finished product - | Type IB | I, IlIA, IlIB
Change in the number of units (e.g. tablets, ampoules, and A

etc.) in a pack - Change outside the range of the currently
approved pack sizes

B.ll.e.5.a.2 B.ll.e.5.a.2 - Change in pack size of the finished product - | Type IB | I, IlIA, IlIB
Change in the number of units (e.g. tablets, ampoules, and A

etc.) in a pack - Change outside the range of the currently
approved pack sizes

B.ll.e.5.a.2 B.ll.e.5.a.2 - Change in pack size of the finished product - | Type IB | I, IlIA, IlIB
Change in the number of units (e.g. tablets, ampoules, and A

etc.) in a pack - Change outside the range of the currently
approved pack sizes

C.1.6.a C.1.6.a - Change(s) to therapeutic indication(s) - Addition | Type Il I, I1IB and A
of a new therapeutic indication or modification of an

approved one

Extension of indication to include treatment with Imnovid in combination with bortezomib and
dexamethasone of adult patients with multiple myeloma who have received at least one prior treatment
regimen including lenalidomide; as a result, sections 4.1, 4.2, 4.3, 4.4, 4.5, 4.8 and 5.1 of the SmPC are
updated. As a further consequence, the MAH submitted a request to add 14-capsule pack sizes for the 1
mg, 2 mg, 3 mg and 4 mg Imnovid strengths to support the proposed posology and pomalidomide dose
modification. The SmPC, Labelling and Package leaflet are updated in accordance. Finally, section 5.1 of
the SmPC is updated in order to update the information on pomalidomide mechanism of action based on
literature data. An updated RMP (version 15.0) is also submitted.

The requested group of variations proposed amendments to the Summary of Product Characteristics,
Labelling, Package Leaflet and Annex A and to the Risk Management Plan (RMP).

Imnovid was designated as an orphan medicinal product EU/3/09/672 on 8 October 2009. Imnovid was
designated as an orphan medicinal product in the following indication: for the treatment of multiple
myeloma (MM).

The new indication, which is the subject of this application, falls within the above mentioned orphan
designation.
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Information on paediatric requirements

Not applicable

Information relating to orphan market exclusivity

Similarity

Pursuant to Article 8 of Regulation (EC) No. 141/2000 and Article 3 of Commission Regulation (EC) No
847/2000, the application included a critical report addressing the possible similarity with authorised
orphan medicinal products.

MAH request for additional market protection

The MAH requested consideration of its application in accordance with Article 14(11) of Regulation (EC)
726/2004 - one year of market protection for a new indication.

Protocol assistance

The MAH received Protocol Assistance from the CHMP on 25 January 2018
(EMEA/H/SA/3734/1/2017/PA/I11). The Protocol Assistance pertained to clinical aspects of the dossier; in
particular, the definition of the target population and confirmation of the unmet medical need in the
lenalidomide-refractory subgroup and on significant benefit relating to the maintenance of the orphan
designation with the new indication.

1.2. Steps taken for the assessment of the product

The Rapporteur and Co-Rapporteur appointed by the CHMP were:

Rapporteur: Robert James Hemmings Co-Rapporteur: Jorge Camarero Jiménez
Submission date 29 June 2018
Start of procedure: 21 July 2018
CHMP Co-Rapporteur Assessment Report 26 September 2018
CHMP Rapporteur Assessment Report 14 September 2018
PRAC Rapporteur Assessment Report 14 September 2018
PRAC members comments 26 September 2018
Updated PRAC Rapporteur Assessment Report n/a
PRAC Outcome 4 October 2018
CHMP members comments 8 October 2018
Updated CHMP Rapporteur’s Joint Assessment Report 11 October 2018

Request for supplementary information and extension of timetable adopted by
the CHMP on: 18 October 2018
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Timetable Actual dates

MAH’s responses submitted to the CHMP on: 18 January 2019

Joint Rapporteur’s updated assessment report on the MAH’s responses

circulated on: 13 February 2019
CHMP members comments 18 February 2019
Joint updated Rapporteur’s updated assessment report on the MAH’s 25 February 2019

responses circulated on:
Request for supplementary information and extension of timetable adopted by
the CHMP on: 28 February 2019

MAH’s responses submitted to the CHMP on: 5 March 2019

Joint updated Rapporteur’s updated assessment report on the MAH’s

responses circulated on: 14 March 2019
CHMP members comments 18 March 2019
CHMP opinion: 28 March 2019

The CHMP adopted a report on similarity of Imnovid with name of the

authorised orphan medicinal products 28 March 2019

The CHMP adopted a report on the novelty of the indication/significant clinical

benefit in comparison with existing therapies 28 March 2019

2. Scientific discussion

2.1. Introduction

Multiple myeloma (MM) is a malignant disorder of plasma cells, characterized by uncontrolled and
progressive proliferation of a plasma cell clone. The proliferation of myeloma cells causes displacement of
the normal bone marrow leading to dysfunction in normal hematopoietic tissue and destruction of the
normal bone marrow architecture, resulting in progressive morbidity and eventual mortality.

MM is a heterogeneous disease in terms of response to treatment and survival. Prognostic features that
contribute to this heterogeneity can be related to disease biology, patient characteristics (eg, age, frailty,
and comorbidities), and prior treatment. The disease remains incurable using current therapies.

Therefore, most patients experience disease relapse and will require multiple effective lines of therapy.

Lenalidomide-based therapy is a major current standard of care in MM, and it is expected that the vast
majority of patients will receive lenalidomide for the treatment of newly diagnosed MM (NDMM) and/or
early relapsed refractory MM (RRMM). Consequently, the treatment where lenalidomide is no longer an
option, including refractory patients, represent a clinically relevant population. Currently, there are no
treatments that were developed specifically to address this patient population but there are still available
treatment options for patients who are lenalidomide refractory (e.g. daratumumab or carfilzomib based
regimens).

Pomalidomide (POM) is an immunomodulatory agent whose mechanism of action is primarily mediated
through direct antimyeloma tumoricidal and immunomodulatory activities.
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Pomalidomide has direct anti-myeloma tumoricidal activity, immunomodulatory activities and inhibits
stromal cell support for multiple myeloma tumour cell growth. Specifically, pomalidomide inhibits
proliferation and induces apoptosis of haematopoietic tumour cells. Additionally, pomalidomide inhibits
the proliferation of lenalidomide resistant multiple myeloma cell lines and synergises with
dexamethasone in both lenalidomide sensitive and lenalidomide resistant cell lines to induce tumour cell
apoptosis. Pomalidomide enhances T cell- and natural killer (NK) cell-mediated immunity and inhibits
production of pro-inflammatory cytokines (e.g., TNF a and IL 6) by monocytes. Pomalidomide also
inhibits angiogenesis by blocking the migration and adhesion of endothelial cells.

POM is currently approved in combination with dexamethasone for the treatment of adult patients with
relapsed and refractory multiple myeloma who have received at least two prior treatment regimens,
including both lenalidomide and bortezomib, and have demonstrated disease progression on the last
therapy.

The indication proposed by the MAH and approved by the CHMP is as follows: Imnovid in combination with
bortezomib and dexamethasone is indicated in the treatment of adult patients with multiple myeloma who
have received at least one prior treatment regimen including Lenalidomide (SmPC, section 4.1).

The recommended starting dose of Imnovid is 4 mg orally once daily on Days 1 to 14 of repeated 21-day
cycles.

Pomalidomide is administered in combination with bortezomib and dexamethasone, as shown in Table 1.

The recommended starting dose of bortezomib is 1.3 mg/m? intravenous or subcutaneous once daily, on
the days shown in Table 1. The recommended dose of dexamethasone is 20 mg orally once daily, on the
days shown in Table 1. Treatment with pomalidomide combined with bortezomib and dexamethasone
should be given until disease progression or until unacceptable toxicity occurs.

Table 1. Recommended dosing scheme for Imnovid in combination with bortezomib and
dexamethasone

Cycle 1-8 Day (of 21-day cycle)
1 2|3 4 |5 |6 |7 |8 |9 |[10|11|12|13|14|15|16|17|18|19
Pomalidomide (4 mg) - o | e |o (e |e |e |0 | |e | |o |e
Bortezomib (1.3 mg/m?) |« - . -
Dexamethasone (20 mg) * |= |- e | o |eo o |e
Cycle 9 onwards Day (of 21-day cycle)
1 2 3|4 5|6 |7 8|9 (10|111|12|13({14|15(16|17|18/|19
Pomalidomide (4 mg) . e |o |o |o |o |o |o |o |0 (e |o (o |o
Bortezomib (1.3 mg/m?) |« -
Dexamethasone (20 mg) * | . e |e

* For patients > 75 years of age, see Special populations.
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2.2. Non-clinical aspects

2.2.1. Introduction

The applicant has submitted a non-clinical overview addendum to support the inclusion of additional text
in section 5.1 of the SmPC.

2.2.2. Pharmacology

e In vitro pharmacology

Molecular Mechanism of action
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Caroon illustrates how CRBN containing E3 ligase functions m tumor cell in the presence of lenalidomide or
pomalidomide Engagement of lenalidomide or pomalidomide is proposed to alter substrate specificity of CRBN
leading to alteration of the balance of protein homeostasis resulnng in ultimate biological effects. Pomalidomide
binding to CREN canses ubiquitination of substrate proteins and subsequent downstream effects (Gandha 2014;
Kronke 2014; Lopez-Girona, 2011; Lopez~Girona, 2012; Lu 2014)

Figure 1 Proposed mechanism of action of pomalidomide in multiple myeloma

Pomalidomide has a dual mechanism of action, it is directly tumoricidal for MM cells, and it also has
immunomodulatory activity with direct effects on T and NK-mediated immunity.

Pomalidomide’s pleiotropic activities in a range of cell types including MM cells and immune effector cells
suggests the existence of multiple molecular target molecules and downstream modulation of multiple
molecular pathways.

The molecular mechanism of action of pomalidomide has been investigated in MM cell lines and in primary
tumor cells and human mononuclear cells. Pomalidomide inhibits proliferation and induces apoptosis in a
range of MM cell lines and this has been linked to its ability to induce tumor suppressor gene expression,
caspase activation, and cell cycle arrest.

In vitro activities of pomalidomide across multiple MM cell lines include effects on the cell cycle such as
GO0/G1 arrest associated with up-regulation of the cyclin- dependent kinase (CDK) inhibitor p21WAF-1
(Escoubet-Lozach, 2009), downregulation of translational checkpoint protein elF4E and concomitant
decrease in the protein level of C/EBPB isoforms and downregulation of IRF4 (Li, 2011). Interferon
regulatory factor 4 is a critical factor for MM cell survival and IRF4 inhibition is toxic to myeloma cell lines.
Consistent with a key role of IRF4 in MM cell survival, IRF4 expression has been found to correlate with
poor clinical outcomes in several hematological malignancies (lida, 1997; Shaffer, 2009). In primary
human monocytes and T cells, pomalidomide regulates activity of Rho GTPases and the formation of
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F-actin through activating Rho guanosine-5'-triphosphate binding and hydrolyzing enzymes (GTPases)
signaling with downstream effects on actin cytoskeleton, immune synapse formation and induction of
IL-2 expression (Xu, 2009).

The possibility of a common molecular mediator that is proximal to the downstream modulation of
multiple signaling pathways was explored in various cell types. The first suggestion of a common
molecular mediator was the finding that thalidomide was shown to bind cereblon a protein responsible for
the teratogenic effects of thalidomide in zebrafish and chicken embryos (Ito, 2010). Cereblon forms a
ubiquitin E3 ligase complex with DDB1, CUL4 and protein Rocl and thalidomide treatment has been
shown to inhibit the ubiquitin ligase activity of the complex (Ito, 2010). E3 ubiquitin ligases are
responsible for the poly-ubiquitination of a variety of substrate proteins. Pomalidomide and lenalidomide
are analogs of thalidomide. It was showed that pomalidomide and lenalidomide bind human cereblon,
and can modulate ubiquitination of substrates within the complex and that the expression of cereblon in
myeloma cells is linked to both the efficacy of pomalidomide and lenalidomide and to the acquisition of
resistance to lenalidomide (Report DM2528; Lopez-Girona, 2012).

The affinities of pomalidomide and lenalidomide for binding to cereblon were similar (Report DM2528). In
U266 myeloma cell extracts, pomalidomide was shown to bind to the cereblon-DDB1 complexes (Report
DM2528; Lopez-Girona, 2012). Both pomalidomide and lenalidomide competed for thalidomide analog
bead binding with potencies of ~2 uM, a concentration achieved clinically at peak exposure of effective
lenalidomide concentrations (Chen, 2007).

When cereblon levels were decreased transiently in myeloma cells by small interfering (si) ribonucleic
acid against human cereblon, pomalidomide and lenalidomide were no longer able to inhibit proliferation
and cell cycle progression. Expression of wild-type cereblon in KMS12 myeloma cells enhanced the
effects of pomalidomide to decrease expression of oncogenes c-myc and IRF4 and increase p21, effects
that are abrogated by overexpression of a pomalidomide/lenalidomide binding defective mutant,
FH-cereblonYW/AA. In stable myeloma cell lines selected for 60% and 75% reduction of cereblon, the
potency of pomalidomide antiproliferative activity was reduced but at high concentrations; notably,
maximal proliferation inhibition, similar to that seen with the parental cell line, could be achieved. In
activated human T cells in which cereblon was transiently decreased, IL-2 and TNF-a induction by
pomalidomide was markedly reduced.

An important aspect of the clinical use of lenalidomide is that tumours can acquire resistance to
lenalidomide efficacy over time (Bjorklund, 2011; Chen, 2007; Zhu, 2011). This phenomenon was
replicated with in vitro cell culture studies by long-term exposure to increasing concentrations of
lenalidomide until the cells were resistant to antiproliferative effects up to 30 uM lenalidomide. These
results indicated that cereblon expression decreased concurrently with the decrease of efficacy of
lenalidomide (Report DM2528) (Zhu, 2011). However, pomalidomide maintained efficacy, although with
somewhat lower potency, in these lenalidomide-resistant cells.

Cereblon-mediated mechanisms at least partially explain the pleiotropic effects of pomalidomide,
including inhibition of tumor cell proliferation, induction of tumor cell apoptosis, and activation of immune
effector cells (Gandhi, 2014; Lopez-Girona, 2012; Zhu, 2011; Zhu, 2013). The hematopoietic
transcription factors, Aiolos and lkaros, were first identified as cereblon substrate proteins degraded in
tumour or immune cells in the presence of lenalidomide. Aiolos and Ikaros were initially discovered as
regulators of T cells and are required for proper hematopoiesis, particularly lymphocyte development and
plasma cell maturation (John, 2011). The expression of Aiolos and Ikaros is required for the proliferation
of some MM cell lines (Krénke, 2014; Lu, 2014). Upon binding to cereblon, lenalidomide and
pomalidomide induce ubiquitination and proteasomal degradation of Aiolos and Ikaros in a time- and
concentration- dependent manner, leading to both direct cytotoxic and immunomodulatory effects
(Bjorklund, 2015; Gandhi, 2014; Kronke, 2014; Lu, 2014). In MM cells, degradation of Aiolos and Ikaros
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leads to decreased expression of IRF4 and c-Myc, cell-cycle arrest, decreased proliferation, and increased
apoptosis (Bjorklund, 2015; Lopez-Girona, 2011; Lu, 2014). In MM.1S or U266 cells, short hairpin RNA
(shRNA)-mediated knockdown of Ikaros and Aiolos was required to be sustained for more than 24 hours,
to achieve effective downregulation of c- Myc and IRF4 levels (Bjorklund, 2015).

Pomalidomide- and lenalidomide-induced degradation of these transcription factors in immune cells
provides a mechanistic link for increased IL-2 production in T cells and activation of T, NK, and NKT cells
(Gandhi, 2014; Hagner, 2015a; Ramsay, 2008; Schafer, 2003; Wu, 2008). In primary human T cells
treated with lenalidomide or pomalidomide, time-dependent degradation of Aiolos and Ikaros was
observed as early as 1 hour after drug treatment, with stronger effect observed with pomalidomide as
compared to lenalidomide. In Lopez-Girona, 2012, culture with lenalidomide or pomalidomide enhanced
IL-2 and TNF-a secretion by human T cells pre- cultured with phytohaemagglutinin for 24 hours and these
effects were significantly reduced by knockdown of cereblon using shRNA. Furthermore, ability of
lenalidomide or pomalidomide to induce Aiolos and Ikaros degradation in T cells was abrogated in the
presence of small interfering ribonucleic acid (siRNA) targeting cereblon, confirming that lenalidomide
and pomalidomide induce degradation of Aiolos and lkaros in a cereblon-dependent manner.

Knockdown of Aiolos and Ikaros with siRNAs resulted to 61% and 67% decrease in the IL-2 messenger
ribonucleic acid (MRNA) and protein, respectively, providing a mechanistic basis for lenalidomide and
pomalidomide pharmacological effect in T cells (Gandhi 2014).

Pomalidomide therapy led to reduction in the levels of Ikaros protein in T cells and NK cells in patients with
relapsed lenalidomide-refractory MM, which was detected as early as 2 to 4 hours after dosing and was
maximal 1 week after dosing (Sehgal, 2015). Depletion of Ikaros in these patients correlated with
changes in immune cell profile and function including an increase in circulating T cells and NK cells,
increase in the expression of CD16, CD56, and NKG2D on NK cells, consistent with therapy-induced
activation of NK cells, and increase in the production of cytokines by T cells and NK cells. In patients
treated with lenalidomide, decreased expression of Aiolos and Ikaros has also been observed in multiple
cell types (including T and NK cells) (Gandhi, 2014; Hagner, 2015a). The identification of Aiolos and
Ikaros and characterization of their degradation in response to lenalidomide and pomalidomide provide
additional insights into the molecular mechanisms of cytotoxicity and immunomodulation.

Aiolos and lkaros have now been identified as common substrate proteins in a variety of cell types
including MM, MDS, MCL, DLBCL, and T cells (Gandhi, 2014; Hagner, 2015; Hagner, 2015a; Krdnke,
2014; Lu, 2014). However, additional substrates continue to be identified, which support the differential
substrate hypothesis and provide insights into differential effects of lenalidomide and pomalidomide.
ZFP91, a zinc finger protein and a putative ubiquitin ligase, was identified as a novel lenalidomide- and
pomalidomide-dependent substrate (An, 2017). Lenalidomide and pomalidomide promote binding of
ZFP91 to cereblon, followed by ubiquitination and degradation in MM1.S cells in vitro. When MM.1S cells
were treated with increasing concentrations of thalidomide, lenalidomide, and pomalidomide promoted
ZFP91 degradation to a similar extent while thalidomide had a minimal effect

Another substrate, casein kinase lalpha (CK1a), was identified as a substrate of lenalidomide but not
pomalidomide in del(5q) MDS (Krénke, 2015). Lenalidomide induces significant degradation of CK1a and
that may underlie its clinical activity in MDS. In contrast, lkaros is a shared substrate between
lenalidomide, pomalidomide, and thalidomide in MDS cells. Additionally, distinct kinetics of substrate
degradation and downregulation of their downstream targets by lenalidomide and pomalidomide may, at
least in part, underlie differential activity of these compounds. In the U266 cell line, pomalidomide was
more effective than lenalidomide in triggering degradation of Aiolos and lkaros 6 hours following
treatment across a range of concentrations tested. Pomalidomide had a greater effect than lenalidomide
on the rate of either lkaros or Aiolos degradation and this correlated with its greater growth inhibitory
effect (Bjorklund, 2015).
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Cereblon, Aiolos, and lkaros Gene Expression Studies

In Heintel, 2013, cereblon expression was measured by reverse transcription polymerase chain reaction
(RT-PCR) against cereblon exons 8 and 9 in 49 bone marrow samples of patients with newly diagnosed
multiple myeloma (NDMM) treated with lenalidomide plus dexamethasone. In this study, increased
median cereblon mMRNA expression correlated with treatment response such that the higher expression
levels correlated with a better clinical response (i.e., median cereblon expression levels of 3.45, 3.75,
2.01, 0.78 and 0.7 were associated with complete response (CR), very good partial response (VGPR),
partial response (PR), stable disease (SD) and progressive disease (PD), respectively). There were
overlapping confidence levels within the defined thresholds such that the measurement of cereblon mRNA
transcript levels were not clearly separated for the responses (e.g., the range of cereblon expression in
the CR population is 0.81 to 7.26, VGPR is 0.6 to 28.74, PRis 0 to 6.7, SD is 0 to 2.37 and PD is 0.31 to
1.09). Finally, the total bone marrow compartment was used to quantify the amounts of cereblon mRNA
transcript, instead of purified CD138 positive MM cells. Schuster, 2014 measured cereblon gene
expression using an Affymetrix GeneChip (Human Genome U133 + 2.0 array) from 53 MM patients
relapsed/refractory to both lenalidomide and bortezomib who were then subsequently treated with
pomalidomide plus dexamethasone. To evaluate progression free survival and overall survival with
cereblon expression data, this investigation utilized a quartile analysis system where quartile cut-off
points for cereblon normalized median expression was defined as cereblon < 0.889 (Q1), cereblon <
1.027 (Q2) and cereblon > 1.027 (Q3 and Q4) was defined. The results indicated lower clinical response
for those patients who expressed less than the normalized median cereblon expression in lowest quartile
(Q1) than those in the upper three quartiles (Q2-Q4) (—10% vs. 40% respectively; p= not significant).
Schuster, 2014 reported that measurement of low cereblon expression significantly correlated with
progression free survival (3.0 vs. 8.9 mos) and overall survival (9.1 vs. 27.2 mos). In contrast, Heintel,
2013 found no significant correlation between cereblon expression and progression free survival or
overall survival, highlighting the variability in the technical and analytical approaches of these two
studies.

Broyl, 2013 measured cereblon gene expression using an Affymetrix GeneChip (Human Genome U133 +
2.0 array) from 95 bone marrow samples from MM patients on thalidomide maintenance. The results
indicated that cereblon gene expression significantly correlated with an extended progression free
survival; however, there was no association with an upgrade of response. Interestingly, Broyl, 2013 did
not use a validated Affymetrix assay test, the quartile cut-off algorithm presented by Schuster, 2012 and
later published (Schuster, 2014), although both groups used the same gene expression assay based on
the same Affymetrix probes for their analysis.

Neri, 2013 performed quantitative RT-PCR targeting cereblon exons 8-9 and exons 10-11 on 17 MM
patients prior and after disease progression on a lenalidomide-based regimen, thereby classifying these
patients as having acquired resistance to lenalidomide. The result showed that low cereblon mRNA
significantly correlated with shorter progression free survival and a lack of lenalidomide response.

In a study by Huang, 2014, immunohistochemical (IHC) analysis was performed on cereblon protein in
paraffin-embedded bone marrow sections from 40 relapsed/refractory (RR) MM patients receiving
lenalidomide plus dexamethasone, 45 NDMM patients who received thalidomide plus dexamethasone,
and 22 NDMM patients who received melphalan plus bortezomib and prednisolone. The IHC scoring
method used diffuseness and the intensity of positively stained malignant plasma cells with a range from
0 to 8, with a defined cut-off of > 4.5 as a determination of a cereblon positive (CRBN+) patient and < 4.5
as a cereblon negative (CRBN-) patient. In both the lenalidomide plus dexamethasone and the
thalidomide plus dexamethasone cohorts, the investigators found that the overall response rates were
higher in CRBN+ patients versus those determined to be CRBN- (79% vs. 33% and 75% vs. 29%
respectively). The particular anti- cereblon antibody utilized in this study is of low specificity. In a study
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published by Gandhi, 2014a; the same antibody was examined by Western blot analysis where it was
shown to have multiple non-specific bands for cereblon, suggesting that the total staining observed in
these slides was not cereblon only, but contaminated with non-specific binding. The antibody was also
found to be nonspecific in IHC testing (Ren, 2016). Additionally, even though a cut-off score of > 4.5
showed a higher overall response, it failed to identify all patients who would not respond to lenalidomide.
This is highlighted by the observation that the only patient to achieve a CR in the cohort co-administered
lenalidomide and dexamethasone had a cut-off score <4.5 and was therefore considered CRBN-.
Additionally, another 28% of those considered to be CRBN- achieved at least a PR or better, further
highlighting the difficulty in using this particular assay for its predictive value.

A retrospective study by Zhu, 2014 investigated lkaros and Aiolos gene expression data from 44 patients
with refractory MM treated with pomalidomide and dexamethasone. Quartile analysis of Ikaros and Aiolos
gene expression data prior to therapy suggested that there was a better overall response in those
expressing the highest levels of Ikaros, but that there was no correlation with Aiolos expression (Zhu,
2014).

Development of Analytical Assays and Retrospective Testing

Celgene has developed analytically validated assays for cereblon, Aiolos, and lkaros and performed
retrospective testing. Specifically, Celgene developed a highly sensitive and specific anti-cereblon
antibody (CRBN65), and an analytically validated semi-quantitative IHC assay using this antibody for
detecting cereblon protein in patient samples (Gandhi, 2014a; Ren, 2016). This assay has been used in
the analysis of clinical samples (pre-treatment bone marrow biopsy) from MM patients to investigate the
potential role of cereblon level to response to lenalidomide or pomalidomide-based regimen (Kalff, 2015;
Sehgal, 2015).

Celgene validated assay for cereblon was utilized in an exploratory biomarker study conducted as a part
of the Study CC-4047-MM-010 to evaluate the safety and efficacy of pomalidomide in combination with
low dose dexamethasone in a large cohort of subjects with RRMM. Objectives of the exploratory
biomarker study included investigation of utility of several potential biomarkers as markers predictive of
pomalidomide response or resistance. Five biomarkers were chosen (cereblon, cMYC, IRF4, BLIMP1, and
XBP1) and correlative analyses were conducted in 224 subjects. Clinical responses were observed with all
cereblon expression levels. There was a trend in progression free survival (PFS; P = 0.038) and a
potential trend in overall survival (OS; P = 0.059) in favor of high cereblon expressers; however, there
was no notable difference in overall response rate (ORR). Overall response rate (30%), median PFS (17.7
weeks) and median OS (52.3 weeks) in low cereblon expressers were comparable to the intent-to-treat
population (ORR, 33%; median PFS, 20.0 weeks; median OS, 51.7 weeks). The results of this biomarker
study, conducted with Celgene validated cereblon assay, do not support cereblon as a biomarker for
selecting patients for pomalidomide therapy (Exploratory Biomarker Study, Clinical Study Report
CC-4047-MM-010)1.

Additionally, Celgene has developed novel, dual stain IHC assays for both Ikaros and Aiolos (with CD138)
(Ren, 2016). A small study investigating alternative schedules of pomalidomide and dexamethasone
found no correlation between levels of Ikaros or Aiolos as measured by this IHC assay (Sehgal, 2015). In
a larger phase Il study of lenalidomide maintenance following autologous stem cell transplant, IHC
analysis found no correlation with Aiolos protein measurement on PFS or OS (Kalff, 2015). However, in
the same study, they found that the highest quartile of Ikaros protein levels significantly correlated with
an inferior PFS and OS (Kalff, 2015). Analysis of a public dataset of mMRNA expression of either Ikaros or
Aiolos showed no significant correlation with disease pathogenesis from healthy donors, to MGUS,
smoldering myeloma, NDMM, or relapse and/or refractory MM (RRMM) (Bjorklund, 2015). Yet, dual-stain
(CD138/lkaros or CD138/Aiolos) immunohistochemistry analysis indicated a trending increase of lkaros
and a significant increase in Aiolos when comparing normal versus MM bone marrow.
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2.2.3. Pharmacokinetics

No new non-clinical data have been submitted.

2.2.4. Toxicology

No new non-clinical data have been submitted.

2.2.5. Ecotoxicity/environmental risk assessment

The MAH was asked to provide suitable information on an experimentally derived n-octanol/water
partition coefficient (log Kow) of pomalidomide in order to assess its PBT potential. The calculated
n-octanol/water partition coefficient value of -1.16 was used in the environmental risk assessment (ERA)
submitted in the original marketing authorization application (MAA) for pomalidomide submitted on 29
May 2012 (EMEA/H/C/2682/0000). The logKow for POM has also been determined experimentally, using
a shake flask method. The derived logKow value was determined to be 0.58, with a standard deviation of
0.02.

2.2.6. Discussion on non-clinical aspects

The pleiotropic activities of pomalidomide on a range of cell types including MM cells and immune effector
cells suggested modulation of multiple molecular pathways. Indeed, activity of pomalidomide and
lenalidomide are cell type- and context-dependent (Bartlett, 2004; Escoubet-Lozach, 2009; Hayashi,
2005; Lu, 2009; Teo, 2005; Xu, 2009; Zhu, 2008). Activities included effects on the cell cycle such as
GO0/G1 arrest associated with the upregulation of the cyclin-dependent kinase (CDK) inhibitor p21WAF-1
(Escoubet-Lozach, 2009), downregulation of the expression of IRF4 in both MM cell lines (Li, 2011), and
modulation of Rho guanosine-5'- triphosphate binding and hydrolyzing enzymes (GTPases) which are
critical for actin hyperpolymerization and immune synapse formation (Xu, 2009).

From a technical perspective, the use of Affymetrix GeneChip microarrays for absolute measurement of a
specific MRNA transcript is not considered a robust approach. In practice, microarrays serve more
accurately to measure relative levels of mRNA transcripts in comparison to a reference point, rather than
background. Also, the well published difficulties of DNA microarray technology, including accuracy,
precision, and specificity would suggest that there is too much variability associated in the data output
and therefore the weight given to the analysis of that data. In consideration of these technical challenges,
the cut-offs retrospectively determined by Schuster, 2014 are narrow and overlapping, making it difficult
to assess the predictive value of cereblon in larger prospective trials.

There are multiple limitations of with measuring cereblon, Aiolos, and Ikaros mRNA or protein levels to
correlate with clinical outcome. First, cereblon mRNA levels and protein levels do not correlate in cell lines
(Gandhi, 2014a). In 12 MM cell lines, both mRNA and protein levels of cereblon was compared to their
relative sensitivity to lenalidomide. There is also no correlation between the level of mRNA or protein of
cereblon within any cell line or between two cell lines. Both high and low levels of cereblon was seen to
correlate with sensitivity to drug treatment. In addition, use of whole bone marrow cells rather than CD
138+ MM cells will also confound the results. Therefore, it is imperative to detect cereblon protein in
CD138+ MM cells in any correlation analysis.

Second, Celgene and others have shown that splice variants of cereblon exist in primary MM cells
(Gandhi, 2014a; Lode, 2013). Therefore, the commercial quantitative RT-PCR primers used by Heintel,
2013 and Broyl, 2013 only target select cereblon isoforms and may lead to an imprecise measurement of
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cereblon expression. Similarly, there are also multiple splice isoforms of Aiolos and lIkaros which make
precise measurements of expression challenging (Rebollo, 2003; Matulic, 2010).

Third, antibody quality for IHC further complicates interpretation of this assay for quantitative
measurement of cereblon protein (Gandhi, 2014a). Commercially available antibodies for Aiolos and
Ikaros are limited, but there are antibodies suitable for Western blot analysis; however, the presence of
non-specific bands makes them unsuitable for IHC or flow cytometry (Celgene, unpublished data).

Beyond the technical limitations mentioned above, the diagnostic assessment of cereblon for response or
resistance is further complicated by a number of clinical considerations. First, MM treatment regimens are
becoming more combination-based with an increasing use of novel agents in addition to IMiDs
compounds. Thus, cereblon measurement would have to be examined in the combination setting in
randomized control trials to ascertain its true utility.

Second, the disease stage (newly diagnosed vs. relapsed/refractory) presents another complexity, as the
natural history of the disease plays a role in response to therapy. And finally, other members of the CRL4
E3 ligase complex, DDB1, Rocl or Cullin4 and the substrates for the IMiDs compounds may have a
significant role in determining response/resistance to IMiDs compound therapy. Proper understanding of
the role of cereblon measurement in the clinic will emerge from addressing the technical as well as these
clinical considerations in the future.

Any assessment of cereblon expression to predict individual patients’ response to lenalidomide and
pomalidomide therapy would require standardized reagents and assays. The complexity of cereblon,
Aiolos and lkaros gene expression given the splice variants warrants more than a simple quantitative
RT-PCR assay.

The possibility was explored that a common molecular mediator exists that is proximal to the downstream
modulation of multiple signaling pathways involved in the inhibition of proliferation, induction of apoptosis
in tumour cells, and in the activation of immune effector cells. Human cereblon has been identified as one
common molecular mediator and both pomalidomide and lenalidomide bind human cereblon with similar
affinities and the expression of cereblon in myeloma cells is linked to both the efficacy of pomalidomide
and lenalidomide and to the acquisition of resistance to lenalidomide (Report DM2528). Cereblon directly
binds DNA-DDB1 in a DDB1-CUL4 E3 ubiquitin ligase complex and pomalidomide and lenalidomide
binding to cereblon alters the function of the cereblon associated E3 ubiquitin ligase (Lopez-Girona, 2012;
Zhu, 2011). Cytotoxic and immunomodulatory activities of pomalidomide and lenalidomide are linked to
cereblon-dependent ubiquitination and proteasomal degradation of substrate proteins Aiolos and Ikaros
and rate of substrate degradation underlies, at least in part, the differential activity of lenalidomide and
pomalidomide (Bjorklund, 2015; Gandhi, 2014; Krénke, 2014; Lu, 2014; Kronke, 2015).

The non-clinical results presented support the proposed update of section 5.1 of the SmPC with regard to
the mechanism of action: “Pomalidomide binds directly to the protein cereblon (CRBN), which is part of
an E3 ligase complex that includes deoxyribonucleic acid (DNA) damage-binding protein 1(DDB1), cullin
4 (CUL4), and regulator of cullins-1 (Rocl), and can inhibit the auto-ubiquitination of CRBN within the
complex. E3 ubiquitin ligases are responsible for the poly-ubiquitination of a variety of substrate proteins,
and may partially explain the pleiotropic cellular effects observed with pomalidomide treatment.

In the presence of pomalidomide in vitro, substrate proteins Aiolos and lkaros are targeted for
ubiquitination and subsequent degradation leading to direct cytotoxic and immunomodulatory effects. In
vivo, pomalidomide therapy led to reduction in the levels of Ikaros in patients with relapsed
lenalidomide-refractory multiple myeloma”.

Since the calculated value of logKow is -1.16 and the experimentally derived value of logkow has been
determined to be 0.58 for POM, and both values are far below the action limit of 4.5, a persistent,
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bioaccumulative, and toxic (PBT) assessment is not triggered for pomalidomide. Based on currently

available data it is concluded that pomalidomide is of no concern for the environment.

2.2.7. Conclusion on the non-clinical aspects

The applicant has submitted a detailed non-clinical overview on the mechanism of action of pomalidomide

which examined the pleiotropic activities of pomalidomide and provided evidence to support the proposed

additional text in section 5.1 of the SmPC.

2.3. Clinical aspects

2.3.1.

GCP

Introduction

The Clinical trials were performed in accordance with GCP as claimed by the applicant.

The MAH has provided a statement to the effect that clinical trials conducted outside the community were
carried out in accordance with the ethical standards of Directive 2001/20/EC.

- Tabular overview of clinical studies
Study No. Study Design Treatment Arm Number of Efficacy Endpoints
Study Sites | pgpulation Total Daily Dose and Subjects
(Country) Regimen a
Status
Dose finding Phase 1 study
CC-4047- Phase 1, All 21-day cycles ITT: 34 Primary
MM-005 multicenter, MTD for POM + IV
open label Cohorts 1 to 4: Cohort 1: 3 BTZ + LD-DEX
POM PO Days 1 to 14 Cohort 2: 3
US (6 sites) 1 mg/day (Cohort 1) Cohort 3: 3 Secondary/
Dose escalation 2 mg/day (Cohort 2) Cohort 4: 3 Exploratory
(3 + 3 design) 3 mg/day (Cohort 3) Cohort 5: 10 | ¢ Safety/efficacy
) 4 mg/day (Cohort 4) Cohort 6: 12 of
Ongoing for | RRMM after 1-4 prior POM + IV (or SQ)
subjects therapies BTZ 1 mg/m: 1V: BTZ
without PD | (LEN refractory) Cycles 1 to 8: + LD-DEX
or not Days 1, 4, 8, 11 e PK (POM)

discontinued
for another
reason

Cycle 9 and onward:
Days 1, 8.

LD-DEX PO

20 mg/day (£ 75 years)
10 mg/day (> 75 years)
Cycles 1 to 8:

Days 1,2,4,5,8,9, 11
and 12;

Cycles 9 onwards:

Days 1, 2, 8, 9.

Cohorts 5 and 6:
POM (as cohorts 1-4)
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BTZ 1.3 mg/m?

IV (Cohort 5),

SQ (Cohort 6):

Cycles (as cohorts 1-4)

LD-DEX PO
(as cohorts 1-4)

Pivotal Phas

e 3 Study

CC-4047-
MM-007
US, Europe,
Russia,
Turkey,
Israel,
Canada, and
Japan

Final PFS
cutoff date:

26 Oct 2017

Ongoing for
subjects
without PD
or who have
not
discontinued
for another
reason

Phase 3,
multicenter,
randomized,
open label

Efficacy and safety
of POM + BTZ +
LD-DEX

RRMM subjects
After 1-3 prior

including a LEN

treatment regimens,

containing regimen

Randomization (1:1)

Arm A:

e POMPO 4 mgon
Days 1 to 14 of each
21-day treatment
cycle

e BTZSQorlv1.3
mg/mz=:

Cycles 1 to 8 on Days 1,

4, 8, and 11;

Cycle 9 and onwards on

Days 1 and 8

e LD-DEX PO

20 mg/day (< 75 years)
10 mg/day (> 75 years):
Cycles 1 to 8 on

Days 1,2,4,5,8,9, 11
and 12;

Cycle 9 and onwards;
Days 1, 2, 8, and 9

Arm B:

e BTZSQorlV
(as Arm A)

e LD-DEX PO (as
Arm A)

N = 559
A (n = 281)
B (n = 278)

138 subjects
remain on
treatment as
of data cutoff
date,

(93 Arm A/
45 Arm B)

Primary:
e PFS

Secondary:

e OS

e ORR (IMWG)
e Duration of
response
Exploratory:

e ORR (EBMT)

e Time to
response

e Time to
progression

e Efficacy
subgroups
e PFS after
next-line

therapy (PFS2)

e Time to
treatment

failure
e Clinical benefit

e QoL
questionnaires

2.3.2. Pharmacokinetics

New PK data of POM plasma concentrations when administering the proposed triplet combination
(POM+BTZ+DEX) has been submitted as part of the exploratory objective of dose finding study

CC-4047-MM-005 a Phase 1, multicenter, open-label, dose-escalation study to determine the maximum
tolerated dose (MTD) for the combination of pomalidomide, bortezomib and low-dose dexamethasone in
subjects with RRMM. The study is described under section 2.4.1. however the PK results from the study

are presented below.
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Pharmacokinetic results of the pomalidomide from maximum tolerated dose determination
cohorts and the exploratory subcutaneous BTZ cohort

MTD determination cohorts and the exploratory SC BTZ Cohort

The plasma concentration versus time profiles from the MTD determination cohorts and the exploratory
SQ BTZ cohort were characterized by an absorption phase with median Tmax ranging from 1.8 to 4.0
hours post-dose. Pomalidomide exposures for both AUCO-t and Cmax appeared to increase in a dose
dependent manner over the 1 to 4 mg dose range. Mild to moderate between-subject variability is noted
for both AUCO-t and Cmax with values ranging from 16.7% to 54.21%.

Linear Scale Semi-logarithmic Scale
=
- )+ BTZ W (1 mg‘mz) + LO-DEX —a—=8 =]
+BTZ IV (1 mg'm2) + LO-DEX a———d—a =
g} + BTZ IV (1 mg'm2) + LD-DEX +— -
+BTZ W (1 mgim2) + LO-DEX e——,
=1 (=]
oA POM (4 mg 3 mgimz) + LO-DEX S 27
8. .
(=]
:i -
fary =
E E
g2 g =
= e
2 7 2
£ d \ £
c 4 [
g 3 ]
g =
Q Q
Q Q

1.0

\
/

POM (1 mg) + BTZ IV {1 mym2) + LD-DEX

0.1

o 2 4

]
=]
o
(8]
S
-]
=]

Time (hr} Time {hr)

Figure 2 Mean (+/- SD) Plasma Concentrations of Pomalidomide Time Profiles — Cycle 1 Day 8

(Linear and Semi-log Scales) (PK Population) (Study CC-4047-MM-005)

Table 2 Summary of Pomalidomide Plasma Pharmacokinetic Parameters by Cohort (PK
Population) (Study CC-4047-MM-005)

Exploratory
Parameters Cohort 1 Cohort 2 Cohort 3 Cohort 4 Cohort 5 Subcutaneous BTZ
Cohort
AUC,, (h*ug/L) 26.65 131.11 223.65 271.05 323.05 309.37
(CV%, N) (36.0,3) (40.9,3) (50.5,3) (29.8,3) (28.5.3) (36.4,12)
Cox (/L) 19.04 31.15 48.46 58.83 71.76 73.81
(CV%, N) (27.6,3) (54.2,3) (41.0, 3) (16.7,3) (2255,3) (32.9,12)
Tz () 4.0 4.0 20 2.0 4.0 1.8
(range, N) (09,60,3) (2.0,40,3) (1.0,20,3) (1.0,58,3) (19,40, 3) (09,42 12)

AUC, = area under the plasma concentration-time curve from time 0 to the last time pomt; BTZ = bortezomub; C,., = maximum plasma drug concentration;
CV% = percent coefficient of variation; IV = intravenous; LD-DEX = low-dose dexamethasone; N = number of subjects; PK = pharmacokinetics; POM =
pomalidomude; SQ = subcutaneous; Ty, = tume to Cpyy.

* Median (min, max, N) data are presented.

Geometric mean (CV%, N) data are presented. .
Cohort 1: POM (1 mg) + BTZIV (1 mg.-"mj) + LD-DEX; Cohort 2: POM (2 mg) + BTZIV (1 mg-"ml) +LD-DEX; Cohort 3: POM (3 mg) + BTZIV (1 mg/m’) +
LD-DEX; Cohort 4: POM (4 mg) + BTZIV (1 mg-"mz) +LD-DEX; Cohort 5: POM (4 mg) + BTZIV (1.3 nlg:'nf) + LD-DEX; Exploratory Subcutaneous BTZ
Cohort: POM (4 mg) + BTZSQ (1.3 mg.-"m:) +LD-DEX.
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Pharmacokinetic results of pomalidomide from the maximum tolerated dose confirmation

cohort

The pomalidomide plasma concentration versus time profiles from the maximum tolerated dose

confirmation cohort were characterized by an absorption phase with Tmax ranging from 0.5 to 6.0 hours.

Following attainment of Cmax, plasma concentrations of pomalidomide appeared to decline in a
mono-phasic manner. The mean t1/2 was 7.12 hours. The mean CL/F was 5.75 L/h. In general, as
assessed from the geometric CV%, mild to moderate between-subject variability is noted for both AUC

and Cmax with values ranging from 39.8% to 64.5%.

MTD Confirmation Cohort (POM+BTZ IV+ LD-dex)

Linear Scale

120
1

100
1

Concenragon (ng'mb)

Concenragon (ng'mL)

Semi-logarnthmic Scale

1000
1

500
1

1a

a5

hr = hour; PK = pharmacokinetics; SD = standard deviation

Figure 3 Mean (+/- SD) Plasma Concentrations of Pomalidomide Time Profiles — Cycle 1 Day 8
(PK Population) (Study CC-4047-MM-005)
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Table 3 Summary of Pomalidomide Plasma PK Parameters of Cohort 6 (MTD Confirmation
Cohort) (PK Population) (Study CC-4047-MM-005)

Parameters Mean Value (CV %o, IN)
AUCq ¢ (h¥ug/L) 695.60
(63.9,6)
AUC,., (h*ug/L) 493.01
(64.5.7)
Crux (ug/L) 59.54
(398.7
Tz () 2.0
(0.5,6.0,7)
t1n () 7.12
(59.6, 6)
CL/F (L/h) 5.75
(63.9,6)

AUCq.ins = area under the plasma concentration-time curve from time 0 to infinity; AUCq; = area under the plasma
concentration-time curve from time 0 to the last ime point; CL/F = apparent total plasma clearance;

Cpz = maximum plasma drug concentration; CV2% = percent coefficient of variation; N = number of subjects; PK =
pharmacokietics; t1» = apparent elimination half-life; Ty, = time t0 Cr.

a Median (mun, max, N) data are presented.

Geometric mean (CV%, N) data are presented.

Additional pharmacokinetic data based on a population-PK (pop-PK) analysis, using a one-compartmental
model was submitted. The pop-PK included combined data from 294 patients from studies MM-005
(n=34) and MM-007 (n=260).

Table 4 Population PK parameters of pomalidomide derived from the final PK model

Farnmeter Point eslimate | RSE%S o8R8 C1
Ivplcal valmes

CLF. Apparen| clearance (Lh) 560 2497 528 -502

t - - - '
Y 1/F. Apparent ¢entmal voleme of distribaison (L) 8.1 1.7 s =854

t - '
Ka, Fast-arder rate of absorption (h7) 2.48 258 1.23-3.73

t - - - '
Tlag .LI'-I':'J'I.-\.'I. |ag e (B b, AR 57 b A4l = (1444

Covariate efecls

I BEA (') on CLE [EXpEETl) 1.14) 16,5 [ 0742 = | 4%
BEA (1"} on W 1IF {exponient) [ 137 156 [ 0882 - 166
Imterimdividwal Variabiliny

Sl dev. of g on CLT 3353 91 285 — 0422

Sad dev, of mon V1T ) 176 LER S (IR Rl
Sad dev. of g on Ka 1.72 110.3 1.37 =207
S8 dev, of v om Tlag 0 Fixed ok o
Resbiual Variabibity

S dev. of & Addmve §250 16.7 b 168 — (1332
Study on additive emor mmode] 2.5 17.4 1.52=510
Obgestive Nimsnion valig; 1542008

BSA = Baseline Baodhy sarface area (nr' ) C1 = confidence interval: CL/F = appanent clearance: Ka = first-order rate
of absonption; RSE = relative standard ermor; Tlag= absomption lag tins; ¥ UF = apparent volume of distribugion

The pomalidomide PK has been characterized in a previously submitted PPK model (Clinical PK/PD
Report: CC-4047-MPK-001, procedure EMEA/H/C/2628/11/003 submitted 10 Dec 2013) based on
cumulative intensive and sparse PK data collected from multiple studies in both healthy subjects and
patients. The results of a PPK analysis, based on data from the CC-4047-MM-005 study and the
CC-4047-MM-007 study, (exploring Bayesian individual clearance/exposure based on sparse PK data for
exposure-response analysis), supporting the proposed dosage for the pomalidomide/bortezomib/
dexamethasone (PVd) regimen is provided below.
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Table 5 Summary of clinical studies included in the Previous PPK analysis

(CC-4047-MPK-001) and in the Current PPK analysis (CC-4047-MPK-003)

Previou: PPE Analyziz (CC-4047-MPE-001)

Current PPE Analysiz (CC-4047-MPE-003)

Studies Daze (mg) PE Sampling Time Point: | Studies Dosze (mg) PK Sampling Time
(hours) Points (hours)
CP-iG im HNs 05 1, 2mg 0,05 1,15 2,25 3,4 4,8, | MM-005 in 1,2, 3, 4mzQD 130, 1,2, 4, § hours on.
QD for 5 days 12, 24 hours on Day 1 1\!3_1 C1DE in dose determination
0,0.5,1,152,25,3,4, 46 8 [Ppatients phase;
12, 24, 34, 48, 72 hours on 20,05,1,2,3, 4, 6,824
Day 3 hours on C1DE in dose
Predose on Day 3 and 4 confirmarion phass
CP-MT in HN V= 3, 4mg 0,051, 1532 25 3,35 4, MAI-MFT im 4mg QD 0 and'or 2 howurs on C1D1,
single dose 6.8.12,16,24, 36, 48hours | MM C1D11, C2D11 snd C3ID11
patients

MAI-00] im MM patients

1,2, 5 10 mg QD

130,025 05,075, 1
15,3, 4,6,8 10, 12,
48 hours on dsy 1 a
0,025 05,07 . L5,
2.5 3, 4,6, 8 10,12 18,

on day 29
MAI-002 im MM patients 4mg QD 0,051,234, 4,8 hours
MAI-003 im MO patients 4mg QD 0 and/or 2 hours oo C1D1,
C1DE, C1D15 and C1DN22
MAI-005 im MM patients 1.2,3,4msz QD 130.1,2, 4,6 bours on C1D3

m dose determination phase;
N0,05 1,2, 3.4 6,8 24
bhours on C1D in dose
confirmation phase

C1DE =Cycle 1 Day 3; C1D11 = Cycle 1 Day 11; C2D11 = Cycle 2 Day 11; C3D11 = Cycle 3 Day 11; HAW = healthy noreal volontears; B = multiple
myeloma; PPE = population pharmacokinetics; QD = once daily
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Table 6 Pharmacokinetic parameter estimates from the sensitivity analysis

Estimates from previous PPK Estimates from supplementing previous model
(CC-4047-MPE-001) with the current data
(N =1236) (N =508)
Bootstrap 95% Bootstrap Bootstrap 95%
Estimate Estimate cr Estimate Estimate Bootstrap CI°
ka (hr') 1.23 123 (1.05,1.44) 1.18 1.19 (1.07,131)
VoF (L) 58.9 5801 (56.78. 61.54) 50.1 50.00 (57.17,61.17)
Va/E (L) 5.49 8.53 (7.51, 9.51) 8.30 8.37 (7.69,0.17)
Q/F (L/hr) 1.01 1.01 (0.77.1.29) 0.986 0.98 (0.80, 1.20)
CL/F (L/hr) 8.52 8.51 (3.04, 8.98) 8.52 853 (8.15,893)
ALAGI (hr) 0.385 0.38 (0.37.0.40) 0.386 0.39 (0.37.0.40)
CL/Fpatientvs) 0.81 0.81 (0.73,0.91) 0.77 0.79 (0.72,0.82)
ALAG ] patients (hr) 0.206 0.21 (0.18, 0.23) 0.208 0.208 (0.18,0.23)
V3/Figatient/HNS) 8.51 8.42 (5.89,11.95) 8.45 842 (6.28, 10.80)
Q/Fpatient HNS) 3.74 imn (2.46, 547 3.86 388 (2.89,5.02)
V2/Fipatient/HNs) 1.19 1.12 (1.06, 1.32) 117 1.17 (1.11,1.26)
@ (ka) 1.02 0.908 (0.674, 1.414) 1.36 0.041 (0.030, 0.055)
o' (VV/F) 0.0488 0.049 (0.032, 0.070) 0.0488 0.059 (0.04, 0.08)
@ (V2/E) @’
(CL/F) 0.0680 0.067 (0.042,0.098) 0.0593 0177 (0.138, 0.224)
o’ (CL/F) 0.178 0174 (0.133,0.232) 0.181 1348 (1.071, 1.676)
8’ (HINS) 0.040 0.0398 (0.033,0.047) 0.04 0.040 (0.034, 0.047)
8’ (Patients) 0.241 0.237 (0.195,0.295) 0.271 0.270 (0.238, 0.306)

ALAG]I = lag time; CI = confident interval; CL/F = apparent clearance; CL/Figasienttnes) = ratios of apparent clearance between MM patients and healthy subjects
IV = inter-individual variability; ka = absorption rate constant; Q/F = apparent inter-compartmental clearance between the central compartment and the
peripheral compartment; Q/F paenzais) = ratios of apparent inter-compartmental clearance between the central compartment and the peripheral compartment
between MM patients and healthy subjects; Vo/F = apparent volume of distribution for the central compartment; Va/F patien sy = ratios of apparent volume of
distribution for the central compartment between MM patients and healthy subjects; Vs/F = apparent volume of distribution for the peripheral compartment
V3/Fpadenzms) = 1atios of apparent volume of distribution for the peripheral compartment between MM patients and healthy subjects:

*Source: Clinical PK/PD Report: CC-4047-MPK-001 (Table 6)

“Bootstrap confidence mterval values are taken from bootstrap calculation (498 successful out of a total of 500 bootstrap replicates).

“Bootstrap confidence mterval values are taken from bootstrap calculation (491 successful out of a total of 500 bootstrap replicates).

The reported pomalidomide clearances from various clinical pharmacology studies are displayed in the
table below.

Table 7 CL/F reported from clinical pharmacology studies in healthy normal subjects

Study Dose (mg) CL/F (L/hr) Type of Study

CC-4047-CP-004 2 985 ADME study

CC-4047-CP-005 2 7.16 (control arm) Bioequivalence/food effect study

CC-4047-CP-006 05.1and2 | 6.78(0.5mg); 9.12 (1 mg) and 7.74 (2 mg) Multiple ascending dose study

CC-4047-CP-007 3 and 4 8.61 (3 mg control arm) and 8.66 (4 mg control arm) Bioequivalence study

CC-4047-CP-008 4 8.27 (mhibition control arm) and 7.56 (induction control Dmg-dmg interaction study
arm)

CC-4047-CP-009 4 8.24 (healthy control group) Hepatic impairment study

CC-4047-CP-010 4 7.6 (4 mg) and 7.67 (20 mg) TQT study

CC-4047-CP-011 4 5.38 (food effect control arm) and 5.84 (smoking effect Food effect/smoking study
control arm)

CC-4047-CP-012 4 7.6 (control arm) Dmig-dmg interaction study

CC-4047-CP-013 4 6.78 (control arm) Pediatric formulation study
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2.3.3. Pharmacodynamics

No new data have been submitted.

2.3.4. PK/PD modelling

No new data have been submitted.

2.3.5. Discussion on clinical pharmacology

Based on the PK data, pomalidomide exposures increased in a dose dependent manner over the studied
dose range. Pomalidomide AUC and Cmax appeared comparable between the V- and SC-administered
BTZ, whereas the Tmax was variable indicating that there is no meaningful impact of BTZ route of
administration on POM exposure. Both routes of administration (IV and SC) were used in the pivotal study
for BTZ.

The main objective of the population PK analysis was to explore individual exposure using sparse PK data
for further exposure-response (ER) analysis to support the proposed dose in the current therapeutic
regimen. A small number of subjects (N = 34) contributed limited PK data leading to some bias in the
goodness-of-fit for predictions of pomalidomide concentrations at certain earlier points (i.e. absorption
phase). The one-compartmental model provided better minimization and more reliable parameter
estimates. Additionally, the applicant supplemented the previous two-compartmental model with the
current data and showed that the new parameter estimates were generally comparable to those from the
previous population PK analysis. This confirms that the current pomalidomide PK data is in good
agreement with the previously submitted population pharmacokinetics model. The high ETA shrinkage
observed for the parameter V1/F had no impact on the population PK analysis as the applicant used other
methods (e.g. objective function) to evaluate the covariate analysis. The estimated apparent clearance
(CL/F) varied between studies and it was ranging from 5.38 to 9.85 in the previous studies in healthy
normal subjects. Although the apparent clearance estimates from the final popPK model (i.e. 5.6 L/h) is
within the lower end of this range, this issue is not further pursued considering the relatively wide
therapeutic index and the relatively wide safety margin for pomalidomide treatment.

2.3.6. Conclusions on clinical pharmacology

Overall, the clinical pharmacology data submitted support the new combination.

2.4. Clinical efficacy

2.4.1. Dose response study (MM-005)

This was a Phase 1, multicenter, open-label, dose-escalation study to determine the maximum tolerated
dose (MTD) for the combination of pomalidomide, bortezomib and low-dose dexamethasone in subjects
with RRMM.

Objectives:

Primary: To determine the MTD for the combination of pomalidomide + intravenous bortezomib +
low-dose dexamethasone (Pom + IV BTZ + LD-dex) in subjects with RRMM.

Secondary: To evaluate the safety and efficacy of the combination of Pom + IV BTZ + LD-dex
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Exploratory: pharmacokinetics (PK) of POM when administered with BTZ and LD-dex; additional efficacy
parameters; safety for the combination of Pom + BTZ + LD-dex when bortezomib is administered
subcutaneously.

Methods

A 3 + 3 design was utilized to determine the MTD for Pom + IV BTZ + LD-dex combination treatment in
a 21-day treatment cycle. Subjects were treated in 21-day cycles until disease progression or
unacceptable toxicity.

Dose-limiting toxicities (DLTs) were assessed to determine MTD during the first treatment cycle. Once the
MTD was determined or the maximum planned dose (MPD) was reached without reaching MTD, a cohort
of 6 additional subjects was treated at this MTD/MPD level to further confirm the safety and assess
preliminary efficacy. An additional cohort of 12 subjects was enrolled to explore the safety for the
combination when using SQ BTZ. For this cohort, DLTs were assessed in the first treatment cycle, and the
safety data were reviewed after subjects had completed 3 treatment cycles.

Study population

Inclusion criteria

e Age > 18 years with documented diagnosis of MM and measurable disease by serum or urine
protein electrophoresis (SPEP or uPEP): sPEP > 0.5 g/dL or uPEP > 200 mg/24 hours.

e At least 1 but no greater than 4 prior lines of anti-myeloma therapies.

e Received at least 2 consecutive cycles of prior treatment with lenalidomide and must have been
refractory to their last lenalidomide-containing regimen (either as a single agent or in
combination).

e Received at least 2 consecutive cycles of prior treatment with a proteasome inhibitor containing
regimen but must not have been refractory to bortezomib (either as a single agent or in
combination) under 1.3 mg/m? twice weekly dosing schedule.

e Documented progression during or after their last anti-myeloma.
e ECOG performance status score of O, 1, or 2.

Exclusion criteria

e Documented progressive disease during therapy or within 60 days of the last dose of a
bortezomib-containing therapy under the 1.3 mg/m? dose twice weekly dosing schedule

e Peripheral neuropathy Grade = 2
e Non-secretory multiple myeloma

e Any of the following laboratory abnormalities: ANC < 1000/pL, Hemoglobin < 8 g/dL (< 4.9
mmol/L), platelet count < 75,000/ n L for subjects in whom < 50% of bone marrow nucleated
cells are plasma cells; or a platelet count < 30,000/ n L for subjects in whom > 50% of bone
marrow nucleated cells are plasma cells; corrected serum calcium > 13.5 mg/dL (> 3.4 mmol/L);
serum AST or ALT > 3.0 x ULN; serum total bilirubin > 1.5 x ULN; creatinine Clearance <45
mL/min)

e Prior history of malignancies, other than MM, unless free of the disease for > 5 years with the
exception of the following non-invasive malignancies: Basal cell carcinoma of the skin, Squamous
cell carcinoma of the skin, Carcinoma in situ of the cervix, Carcinoma in situ of the breast,
incidental histologic finding of prostate cancer (T1la or T1lb) or prostate cancer that is curative.
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Previous therapy with POM

History of anaphylaxis or hypersensitivity to thalidomide, LEN, bortezomib, boron, mannitol, or

dexamethasone

=Grade 3 rash during prior thalidomide or LEN therapy

Incidence of gastrointestinal disease that may have significantly altered the absorption of POM

Subjects with any 1 of the following: Congestive heart failure, Myocardial infarction within 12
months prior to starting study treatment, unstable or poorly controlled angina pectoris, including
Prinzmetal variant angina pectoris

Subjects who received any of the following within the last 14 days of initiation of study treatment:
plasmapheresis, major surgery (kyphoplasty is not considered major surgery), radiation therapy,
antimyeloma drug therapy

Use of any investigational agents within 28 days or 5 half-lives (whichever is longer) of treatment

Conditions requiring chronic steroid or immunosuppressive treatment

Unable/unwilling to undergo protocol required thromboembolism or herpes zoster prophylaxis

Pregnant or breastfeeding females

Known seropositive for or active viral infection with HIV or hepatitis B virus

Treatment

All subjects received Pom + BTZ + LD-dex in 21-day cycles until PD or unacceptable toxicity. Dosing

modifications and interruptions were permitted throughout the study, except in the first 21-day

treatment cycle for DLT evaluation.

Table 8 Dose Escalation (21-day Cycle-MM-005)

Oral pomalidomide at the dose depending on the cohort on Days 1 to 14

Bortezomib (IV or SQ depending on the cohort): Cycles 1- 8: 1 mg/m? or 1.3 mg/m? dose
(depending on cohort) on Days 1, 4, 8, and 11 and Cycles 9 and onward: 1 mg/m? or 1.3 mg/m?

dose (depending on cohort) on Days 1 and 8

Oral LD-dex : Cycles 1- 8: 20 mg/day (< 75 years) or 10 mg/day (> 75 years) Days 1, 2, 4, 5, 8,
9, 11 and 12 and Cycles 9 and onward: 20 mg/day (£ 75 years) or 10 mg/day (> 75 years) Days

1,2,8,and 9

IV Bortezomib Oral Dexamethasone
(Cycle 1-8: Days 1,4, 8, 11 of (Cycle 1-8: Days1,2,4,5,8,9,
Oral Pomalidomide a 21-day cycle; 11, 12 of a 21-day cycle;
(Days 1-14 of a 21-day Cycle 2 9: Days 1,8 ofa21- Cycle=9: Days 1,2,8,9o0fa
Cohort cycle) day cycle) 21-day cycle)

1 1mg 1 mg/m® 20 mg (subjects < 75years old)
10 mg (subjects > 75 years old)

2 2mg 1 mg/m’ 20 mg (subjects < 75years old)
10 mg (subjects > 75 years old)

3 3mg 1 Ing.-"m: 20 mg (subjects < 75years old)
10 mg (subjects > 75 years old)

4 4mg 1 mg/m® 20 mg (subjects < 75years old)
10 mg (subjects > 75 years old)

5° 4mg 1.3 mg/m” 20 mg (subjects < 75years old)
10 mg (subjects > 75 years old)

* The Cohort 5 dose level was the maximum planned dose (MPD) for the combination of Pom + BTZ + LD-Dex.
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Measurements

Overall best response was assessed using the International Myeloma Working Group (IMWG) criteria at
every cycle on Day 1 starting at Cycle 2 and at the treatment discontinuation visit. An exploratory
assessment of response using the European Group for Blood and Marrow Transplantation (EBMT) criteria
was also performed. All subjects were assessed every 3 months to determine survival status for at least
5 years after enrollment or longer if clinically indicated.

e Response (IMWG response criteria)
e Overall survival (OS)

e Time to response

e Duration of response

PK samples were collected in Cycle 1 for all subjects enrolled and concentrations of pomalidomide in
plasma were determined:

e MTD determination for POM + IV BTZ + LD-dex and exploratory SQ bortezomib cohorts PK
Sampling: Cycle 1 Day 8: predose, 1 hour, 2 hours, 4 hours, and 6 hours after administration of
pomalidomide.

e MTD/MPD confirmation for POM + IV BTZ + LD-dex cohort PK sampling: Cycle 1 Day 8: predose,
0.5 hour, 1 hour, 2 hours, 3 hours, 4 hours, 6 hours, and 8 hours after administration of
pomalidomide and Cycle 1 Day 9: 24 hours post Cycle 1 Day 8 dose but prior to Cycle 1 Day 9
dose.

Statistical methods
Analysis populations:
e Full Analysis Set (FAS): all subjects enrolled in the study.

e Safety Population: all enrolled subjects who received at least 1 dose of the study medications.
Subjects were classified according to the initial pomalidomide dose received.

e Efficacy Evaluable (EE): all enrolled subjects who met efficacy eligibility criteria, received at least 1
dose of the study treatment, and had baseline and at least 1 post-baseline efficacy assessment.

Endpoints
Primary: MTD for the combination of Pom + IV BTZ + LD-dex.

Secondary: Safety for the combination of Pom + IV BTZ + LD-dex; Response (IMWG response criteria);
OS; Time to response; Duration of response.

Exploratory: PFS (FDA censoring rules;Time-to-progression (TTP); Response (EBMT criteria);
Pomalidomide concentrations in plasma; Safety for Pom + SQ BTZ + LD-dex cohort; DLTs in the first cycle
for Pom + SQ BTZ + LD-dex cohort.
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Results

Analysis Populations

Table 9. Analysis populations (Study MM-005)

Cohort 5 SQBTZ
Cohort 1 Cohort 2 Cohort 3 Cohort 4 + Confirm IV Cohort Cohort Total

(N=3) (N=3) N=3) (N=3) (N=10) (N=22) (N=12) (N=34)

n (%) n (%) n (%) n (%) n (%) n (%) n (%) n (%)
Full Analysis Set* 3 3 3 3 10 22 12 34
Safety Pr:q:)ulatiu:mb 3(100.0) 3(100.0) 3 (100.0) 3(100.0) 10 (100.0) 22 (100.0) 12 (100.0) 34 (100.0)
Efficacy Evaluable
Population® 3(100.0) 3(100.0) 3 (100.0) 3(100.0) 10 (100.0) 22 (100.0) 12 (100.0) 34 (100.0)
DLT Evaluable® 3(100.0) 3(100.0) 3 (100.0) 3(100.0) 9(90.0) 21(95.35) 12 (100.0) 33(97.1)
PK Population® 3(100.0) 3(100.0) 3 (100.0) 3(100.0) 10 (100.0) 22 (100.0) 12 (100.0) 34 (100.0)

Baseline Characteristics

The majority of subjects were male (58.8%) and white (91.2%); the median age for the overall
population was 58.5 years (min, max: 36, 76 years) and approximately 6% of subjects were > 75 years.
The median number of prior anti-myeloma regimens was 3. The majority had baseline MM International
Stage | (35.3%) or Stage Il (20.6%) MM. The median time since diagnosis was 3.4 years. All subjects
were either ECOG performance status 0 (55.9%) or 1 (44.1%) at baseline. All subjects had prior exposure
to lenalidomide and were refractory to lenalidomide, with 70.6% refractory to lenalidomide on their last
regimen. Bortezomib was administered to 97.1% of subjects previously. All subjects had PD after their
last myeloma regimen and the majority (91.2%) had progressed < 60 days after their last regimen.The
majority of subjects were non-high risk for cytogenetic abnormalities. Mean (* SD) baseline
beta-2-microglobulin was 2.9 (* 1.37) mg/L and serum creatinine was 80.6 (22.13) pmol/L.

MTD for the combination treatment

The combination of pomalidomide 4 mg/bortezomib 1.3 mg/m?/dexamethasone 20 mg (10 mg for
subjects > 75 years of age) was the MPD (Cohort 5). DLTs did not occur at any dose level.
Efficacy results (2 Apr 2015 data cut off)

Table 10 Response Rates (Best Response Assessment Using IMWG Criteria) (EE
Population-Study MM-005)

Cohort 5 SQ BTZ
Cohort 1 Cohort 2 Cohort 3 Cohort 4 + Confirm IV Cahorrt Cohort Taotal
(N=3) (N=3) N=3) (N=3) (N=10) (N=22) (N=12) (N=34)
n (%) n {%o) n{%o) n (%) n {%o) n {%o) n{%a) n {%o)
Response”
sCR 0( 0.0) 0( 0.0) ¢ 0.0) O 0.0) 1(10.0) 1 4.5) O 0.0) 1¢ 2.9)
CR O( Do) 0 0.0) 0( 00) 0(¢ 00) 0( 00) 0 00) 2(18.7) 2( 59
VGPR 1(33.3) 0( 0.0) 2(66.7) 1(33.3) 4 ( 40.0) B(36.4) 3(25.0) 11 32.4)
PR 1(33.3) 1{33.3) 1(33.3) 2({66.7) 2(20.0) 7(31.8) 1{ 8.3) 8(23.5)
sSD 1(33.3) 2(66.7) O( 0.0) O{ 0.0) 3 ( 30.0) 6(27.3) 6 ( 50.0) 12 ( 35.3)
PD 0( 0.0) 0( 0.0) O0C 0.0) oC 0.0 o{ 0.0) O¢ 0.0) oC 0.0) oC 0.0)
Dichotomized response
S er CRor VGPR or 2(66.7) 1(33.3) 3 (100.0) 3 (100.0) 7(70.0) 16 (72.7) 6 (50.0) 22(64.7)
SD or PD 1(33.3) 2(66.7) O( 0.0) 00 0.0) 3( 30.0) 6(27.3) 6 ( 50.0) 12 ( 35.3)
BTZ = bortezomib; CR = complete response; IMWG = International Myeloma Working Group, I'V = intravenous; PID = progressive disease; PR = partial

response; sCR = Simngent Complete Response; S = stable disease; SO = subcutaneous; VGPR = very good parfial response
* Response is the best assessment of response during the treatment phase of the smdy

Sowce: Table 14.2.1

Dara cutoff: 02 Apr 2015

For subjects who had at least PR for the EE population (n=22) median time to response was 4.2 weeks
(min, max: 3.0, 22.1 weeks) and median duration of response was 32.3 weeks (95% ClI: 19.3, 41.7).

For all cohorts (n=34), median PFS was 31.6 weeks (95% CI: 20.1, 41.7) by IMWG Criteria (EE
Population) and median time to progression was 31.9 weeks (95% CI: 20.1, 41.7).
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Based on a cutoff date of 02 Apr 2015, 11 (32.4%) subjects had died. Median OS time from Kaplan-Meier
estimates has not been reached, but would be expected to be at least 96 weeks, the lower boundary of
the 95% CI.

Safety

The most commonly reported (> 20% of subjects) adverse events in clinical studies of bortezomib
included nausea, diarrhoea, thrombocytopenia, neutropenia, peripheral neuropathy, leukopenia, and
lymphopenia. With the addition of pomalidomide, these AEs did not appear to increase in frequency, and
in general, occurred at incidence rates between 26.5% (thrombocytopenia) and 38.2% (peripheral
sensory neuropathy).

2.4.1. Main study MM-007

Methods

Study MM-007 was a phase 3, multicenter, randomized, open label study to compare the efficacy and
safety of pomalidomide, bortezomib and low-dose dexamethasone versus bortezomib and low dose
dexamethasone in subjects with relapsed or refractory MM.

Study participants

Inclusion criteria
e Age > 18 years

e Documented diagnosis of MM and have measurable disease by serum or urine protein
electrophoresis (sPEP or uPEP): sPEP > 0.5 g/dL or uPEP > 200 mg/24 hours

e Must have had at least 1 but no greater than 3 prior antimyeloma regimens (note: induction with
or without bone marrow transplant and with or without maintenance therapy was considered 1
regimen)

e Documented disease progression during or after their last antimyeloma therapy

e Must have received prior treatment with a LEN-containing regimen for at least 2 consecutive
cycles

e Eastern Cooperative Oncology Group (ECOG) performance status score of O, 1, or 2

e Females of childbearing potential (FCBP) must have agreed to utilize 2 reliable forms of
contraception simultaneously or practice complete abstinence from heterosexual contact for at
least 4 weeks before starting study treatment, while participating in the study treatment phase
(including dose interruptions), and for at least 4 weeks after the last dose of POM or 3 months
after the last dose of BTZ, whichever was longer, and must have agreed to regular pregnancy
testing during this timeframe

e Females must have agreed to abstain from breastfeeding during study treatment and for at least
4 weeks after study treatment discontinuation

e Males must have agreed to use a latex or synthetic condom during any sexual contact with FCBP
while participating in the study treatment phase and for at least 4 weeks after the last dose of
POM or 3 months after the last dose of BTZ, whichever is longer, even if he has undergone a
successful vasectomy
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¢ Males must refrain from donating sperm while on POM and for 4 weeks after discontinuation from
this study treatment

e All subjects must have agreed to refrain from donating blood while on study treatment and for 4
weeks after discontinuation from this study treatment

Exclusion criteria

e Documented progressive disease during therapy or within 60 days of the last dose of a
bortezomib-containing therapy under the 1.3 mg/m? dose twice weekly dosing schedule

e Peripheral neuropathy Grade 3, Grade 4 or Grade 2 with pain within 14 days prior to
randomization

e Non-secretory multiple myeloma

e Any of the following laboratory abnormalities:
o ANC < 1000/uL
0 Hemoglobin < 8 g/dL (< 4.9 mmol/L)

o Platelet count < 75,000/uL for subjects in whom < 50% of bone marrow nucleated cells are
plasma cells; or a platelet count < 30,000/ L for subjects in whom > 50% of bone marrow

nucleated cells are plasma cells
0 Corrected serum calcium > 13.5 mg/dL (= 3.4 mmol/L)

0 Serum aspartate aminotransferase (AST) or alanine aminotransferase (ALT) > 3.0 x upper
limit of normal (ULN)

o Serum total bilirubin > 1.5 x ULN
e Severe renal impairment (Creatinine Clearance [CrCIl] <30 mL/min) requiring dialysis

e Prior history of malignancies, other than MM, unless the subject had been free of the disease for
> 5 years with the exception of the following non-invasive malighancies: Basal cell carcinoma of
the skin, Squamous cell carcinoma of the skin, Carcinoma in situ of the cervix, Carcinoma in situ
of the breast, incidental histologic finding of prostate cancer (T1la or T1b) or prostate cancer that
is curative

e Previous therapy with POM

e History of anaphylaxis or hypersensitivity to thalidomide, LEN, bortezomib, boron, mannitol, or
dexamethasone

o > Grade 3 rash during prior thalidomide or LEN therapy
¢ Incidence of gastrointestinal disease that may have significantly altered the absorption of POM
e Subjects with any 1 of the following:

o Clinically significant abnormal electrocardiogram (ECG) finding at screening

o0 Congestive heart failure (New York Heart Association Class 11l or 1V)

0 Myocardial infarction within 12 months prior to starting study treatment

o0 Unstable or poorly controlled angina pectoris, including Prinzmetal variant angina pectoris

e Subjects who received any of the following within the last 14 days of initiation of study treatment:
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o0 Plasmapheresis
o Major surgery (kyphoplasty is not considered major surgery)
o0 Radiation therapy other than local therapy for myeloma associated bone lesions
0 Use of any systemic antimyeloma drug therapy
e Use of any investigational agents within 28 days or 5 half-lives (whichever is longer) of treatment

e Conditions requiring chronic steroid or immunosuppressive treatment, such as rheumatoid
arthritis, multiple sclerosis, and lupus, which likely need additional steroid or immunosuppressive
treatments in addition to the study treatment. Includes subjects receiving corticosteroids (> 10
mg/day of prednisone or equivalent) within 3 weeks prior to enrollment

¢ Unable/unwilling to undergo protocol required thromboembolism or herpes zoster prophylaxis
e Pregnant or breastfeeding females
¢ Known seropositive for or active viral infection with HIV
e Known active viral infection with hepatitis A virus (HAV)
¢ Known seropositive for or active viral infection with hepatitis B virus (HBV):
0 Subjects HBsAg negative and viral DNA negative were eligible

0 Subjects who had hepatitis B but had received an antiviral treatment and shown
non-detectable viral DNA for 6 months were eligible

0 Subjects who were seropositive because of hepatitis B virus vaccine were eligible
¢ Known seropositive for or active viral infection with hepatitis C virus (HCV):

0 Subjects who had hepatitis C but had received an antiviral treatment and showed no
detectable viral ribonucleic acid (RNA) for 6 months were eligible

Treatments

The study design is displayed in figure 4.

Ireatment Arm A (21 day-cycle)

' |

Oral pomalidomide: 4 mg/day

Oral dexamethasone: 20 mgiday (=75
years oldy or 10 mg/day (> 75 years old)
Cycles1-8& Days 1,2 4,2 8 9 11,12
=Cycle 9 Days 1, 2. 8,9

Days 1-14
bortezomib: 1.3 mg/mfidose Follow-up visit 28
—»| Cycles 1-8 Days1, 4,8, 11 — days after Long-term follow- up for
— =Cycle9; Days 1and8 treatment survival subsequeqt anti-
T = Oral dexamethasone: 20 mg/day (<75 ) Tx d/c discontinuation myeloma therapies,
2 = years old) or 10 mg/day (> 75 years old) Or;%c;me%;ﬁz:;ronsnt for PD second primary
ﬁ o Cycles1-8 Days1,2 4,5 8,9 11, 12 i malignancies, and date/
g g zovcled Days 1,2 8 9 21’da"sryu”‘" applirceaabslgng\?és%rll:onth
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until PD
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Figure 4. Study design (MM—007)
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Arm A:
e POM 4 mg (oral) Days 1 to 14
e BTZ 1.3 mg/m?/dose (IV or SC): Cycles 1 to 8: Days 1, 4, 8, and 11
Cycles 9 onwards: Days 1 and 8
e LD-DEX(oral) 20 mg/day (£ 75 years) or 10 mg/day (> 75 years):
Cycles 1 to 8: Days 1, 2, 4,5, 8,9, 11 and 12,
Cycles 9 onwards: Days 1, 2, 8, and 9
Arm B:
e BTZ 1.3 mg/m?/dose (IV or SC): Cycles 1 to 8: Days 1, 4, 8, and 11,
Cycles 9 onwards; Days 1 and 8
e LD-DEX (oral) 20 mg/day (£ 75 years) or 10 mg/day (> 75 years):
Cycles 1 to 8: Days 1, 2, 4,5, 8,9, 11 and 12,
Cycles 9 onwards; Days 1, 2, 8, and 9
There was no limit on the maximum number of cycles for both arms.

Concomitant and permitted medications:

e Herpes Zoster (HZ) prophylaxis for all subjects receiving bortezomib (oral acyclovir or equivalent
therapy per institutional guidelines).

e Thromboembolism prophylaxis was required during the study treatment for subjects in arm A.
Other subjects in arm B could receive antithrombotic therapy at the discretion of the treating
physician.

e Bisphosphonates during the study treatment phase for subjects with myeloma-associated bone
disease at the discretion of the Investigator.

e Hematopoietic growth factors (the use of myeloid growth factors was encouraged when the
absolute neutrophil count (ANC) was < 1000/uL), platelet or red blood cell (RBC) transfusions at
the discretion of the Investigator.

e Radiation therapy to a pathological fracture site or to treat bone pain.

Objectives

The primary objective of the study MM-007 was to compare the efficacy of POM + BTZ + LD-DEX with BTZ
+ LD-DEX in subjects with RRMM.

The secondary objective was to evaluate the safety and additional efficacy of POM + BTZ + LDDEX versus
BTZ + LD-DEX in subjects with relapsed or refractory MM.

Exploratory Objectives

e To explore the pharmacokinetics of pomalidomide and the relationship between drug exposure
and response (pharmacodynamic effects, safety and/or efficacy as appropriate) in subjects with
relapsed or refractory MM treated with pomalidomide
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. To evaluate the differences in pharmacoeconomics of POM + BTZ + LD-DEX versus BTZ +
LD-DEX in subjects with relapsed or refractory MM

e To evaluate the differences in clinical benefits of POM + BTZ + LD-DEX versusBTZ + LD-DEX in
subjects with relapsed or refractory MM

e To evaluate the differences in key efficacy variables of POM + BTZ + LD-DEX versus BTZ +
LD-DEX within defined subgroups

e To evaluate the differences in health-related quality of life of POM + BTZ + LD-DEX versus BTZ +
LD-DEX in subjects with relapsed or refractory MM

e To evaluate minimal residual disease (MRD), genomic, molecular/mechanistic and immune
biomarkers and their correlation to clinical outcome measures for only those subjects who give
their consent (optional).

Outcomes/endpoints

Primary

PFS: time from randomization to the first documentation of disease progression, based on the IMWG
Uniform Response criteria (Durie, 2006), or death whichever occurred earlier.

Secondary

OS: time from randomization to death due to any cause
ORR by IMWG response criteria (2006)

Duration of response: time of the first documented response to confirmed disease progression or
death due to any cause for all responders

Exploratory

ORR by EBMT criteria

Time-to- treatment response (TTR): time from randomization to the time the response criteria for
sSCR or CR or VGPR or PR were first met (responders only)

Time-to-progression (TTP): time from randomization to the first documented disease progression
Efficacy analysis in subgroups

PFS after next-line therapy (PFS2): time from randomization to second objective disease progression
as per Investigator assessment (during next antimyeloma regimen), or death from any cause,
whichever occurred first.

The European Organization for Research and Treatment of Cancer Quality of Life Questionnaire for
Patients with MM (EORTC QLQ-MY20) Module, European Organization for Research and Treatment of
Cancer Quality of Life Core 30 (EORTC QLQ-C30) Module, and the European Quality of Life-Five
Dimensions (EQ-5D)

Minimal residual disease (MRD), genomic, molecular/mechanistic and immune biomarkers (optional)

Time to treatment failure ([TTF]: time from randomization to disease progression (using either IMWG
or EBMT criteria), start of another antimyeloma treatment, death, or discontinuation of study
treatment or PFS follow-up phase for any reason, whichever was the earliest.
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e Healthcare utilization (number days in hospital/high care units/rrgent care visits) during active
treatment

e Clinical benefits (improvement in hemoglobin/renal function/ECOG performance status/
hypercalcemia/non-myeloma immunoglobulins)

Sample size

Per protocol Amendment 4, with the assumption of 2-sided significance level of 0.05 and median PFS of
9 versus 12 months in Arms B and A, respectively, a total of 381 PFS events were required to detect
approximately 33% increase in median with 80% power. To obtain PFS events from approximately 70%
of the ITT population for the final PFS analysis, a total of 544 subjects were required to be randomized
(1:1 ratio).

The MAH amended the protocol in Amendment 5 to perform the final PFS analysis earlier due to recently
published data from several Phase 3 studies that revealed that the PFS of the BTZ + LD-DEX arm, which
requires prior treatment with LEN, was expected to be shorter than the original assumptions of 9 months
(relevant median PFS data for BTZ + LD-DEX from Phase 3 Endeavor, Panorama-1 and Castor studies
ranging from 7 to 8 months) (Moreau, 2017a; Palumbo, 2016; San-Miguel, 2014). The data cut-off date
for the revised final PFS analysis was October 2017, with approximately 320 PFS events projected to be
reached, representing an approximate 57% event rate (out of 559 randomized subjects) and 80% power
to test a HR of 0.73 (estimated median PFS of 12 months in the POM + BTZ + LD-DEX arm and 8.8
months in the BTZ + LD-DEX arm).

For OS, with the assumption of 2-sided significance level of 0.05 and 1 planned interim analyses at the
time of the final PFS analysis, a total of 379 deaths are required to detect approximately 33% increase in
median OS (30 to 40 months) with 75% power. The projected events at the time of the OS interim
analysis was approximately 50% (191 events).

Randomisation

Randomization was done by a validated interactive response technology system, using randomly
permutated blocks within strata, by the following baseline stratification factors:

e Age (£ 75 years versus > 75 years)
e Number of prior anti-MM regimens (1 versus > 1)

e [B2M at screening (< 3.5 mg/L versus > 3.5 mg/L - < 5.5 mg/L versus > 5.5 mg/L)

Blinding (masking)

The study was open-label.

Statistical methods

The efficacy analyses include 1 interim analysis and 1 final analysis for the primary efficacy endpoint, PFS,
as well as 1 interim analysis and 1 final analysis for the key secondary endpoint, OS. Type 1 error was
controlled for these endpoints and analyses.

1. Intent-to-treat population (ITT): all subjects who were randomized, independent of whether they
received study treatment. It was used for the primary efficacy analysis.
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2. Safety population: all randomized subjects who receive at least 1 dose of study drug (either POM or
BTZ or LD-DEX).

3. Efficacy evaluable population (EE): randomized subjects who received at least 1 dose of study drug,
had measurable disease at baseline, and had at least 1 valid post-baseline myeloma response
assessment. It was used for exploratory analysis.

Interim analysis

An analysis of PFS was to be performed when approximately 191 PFS events would have been observed.
A non-binding stopping boundary was to be applied based on gamma function with gamma = -6. If the
p-value of the 2-sided log-rank test for PFS was greater than 0.932, then the futility boundary was
crossed.

The ORR analysis and the OS analysis were to be performed with the final PFS analysis in the step-down
fashion. The family-wise type | error rate was to be controlled by a step-down approach from PFS to ORR
and then to OS comparison.

If the OS analysis crossed the superiority boundary, the OS results would be considered significant in
favour of POM + BTZ + LD-DEX. Otherwise the final OS analysis would be performed when 379 deaths are
observed. The OS comparison between treatment arms was conducted in which a group sequential test
with an overall Type | error probability of 0.05 (two-sided).

Table 11 Nominal Two-Sided P-Value for Rejecting Null (Superiority) for PFS, ORR and OS
Analysis (Pocock Type Alpha Spending)

PFS/ORR Final and OS Interim OS Final
Endpaoint PFS interim Two-sided nominal P-value Two-sided nominal P-value
PES Futility Analysis
o y 0.05
p>0932
ORR 0.05
oS 0.031 0.028

ORR. = overall response rate; OS = overall survival; PFS = progression-free survival

Note: Nonunal p-values for supertonty and futility computed usmg the program East Version 6 with
Lan-DeMets (1994) spending function (Cytel Statistical Software Company).

Efficacy analyses

The primary efficacy analysis for all endpoints was to be performed based on the ITT population.
Exploratory analysis for PFS, ORR and OS were to be performed using the EE population for the final
analyses.

For analysis of endpoints with alpha control, statistical tests were to be performed at the 2-sided
significance level of 0.05.

Analysis of primary endpoint (PFS assessed by IRAC based on IMWG criteria) was to be calculated using
the FDA censoring rules (2007). Additional analysis of PFS by IRAC (EBMT criteria), investigator’s
assessment (IMWG criteria only) and EMA censoring rules (2013) were also planned, the last two as
sensitivity analysis. PFS was to be compared between treatment arms using a log-rank test stratified and
Kaplan-Meier method was used to estimate the survival distribution for each arm. The median PFS along
with the two-sided 95% CI for the median was to be estimated. A Cox proportional hazards model
stratified by stratification factors was to be used to estimate hazard ratio along with 95% Cls. Unstratified
log-rank test was performed as a secondary analysis for PFS. Additional analyses for PFS were to be
conducted for all possible combinations of assessors (IRAC versus Investigator), criteria (IMWG versus
EBMT) and censoring (FDA versus EMA versus sensitivity).
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The following censoring rules were to be applied for the analysis of PFS:

Table 12. Censoring rules for PFS

treatment or PFS
follow-up phase after
an extended lost-to-
follow-up time (two
or more missed
scheduled
assessments)

adequate assessment
with evidence of no
progression; if no
adequate assessment
existed then censored
at date of
randomization

(Note: there should be
no response
assessment from long-
term follow-up phase;
if anyv progression
accidentally appeared
from long-term follow-
up. then it follows the
same mile as those
durnng treatment
phase).

of documented

progression

Priority | Situation FDA Guideline EMA Sensitivity
Guideline Amnalysis
1 No baseline TRAC assessment: Same Same
assessments and alive | Censored at date of
after 2 scheduled randomization:
assessments Investigator
assessment: Not
applicable
2 Death within the first | Event at date of death Same Same
two scheduled
assessments
3 New anti- Censored at date of last | Whether used FDA Guideline
myeloma/mon- adequate assessment new anti-
protocol treatment on or before other myeloma‘'non-
started prior to treatment; if no protocol
progression/death, or | adequate assessment treatment 1s
new anti- existed before other irrelevant.
myeloma/mon- treatment then Check other
protocol treatment censored at date of CENsSOrng
without randonuzation rules.
progression/death
records
4 Progression during Censored at date of last | Event at date FDA Guideline
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Priority | Situation FDA Guideline EMA Sensitivity
Guideline Amnalywsis
] Progression Ewvent at date of Same Same
documented on documented
scheduled Progression
assessments
] Progression Ewvent at date of Same Event at date of
documented between documented last scheduled
scheduled Progression adequate
assessments assessment
prior to the
unscheduled
assessment
when
PIOgression 1s
detected: if no
adeguate
assessment at
scheduled wvisits
existed prior to
the unscheduled
assessment.
then event at
one day afier
randomization
7 Death during Censored at date of last | Event at date FDA Guideline
treatment or PEFS adequate assessment of death
follow-up phase after with evidence of no
an extended lost-to- progression; if no
follow-up time (two adeqguate assessment
of more missed existed then censored
scheduled at date of
assessments) randonuzation
8 Death from the long- Censored at date of last | Same Same
term follow-up more | adequate assessment
than 2 months after with evidence of no
the latest of: progression: if no
treatment adequate assessment
discontinuation date, existed then censored
or PFS follow-up at date of
phase discontimation | randomuzation
date. the overall study
treatment end date.
and last adequate
assessment date
dunng treatment or
PFs follow-up phase
9 Death cases not Event at date of death Same Same
covered in other rows
of this table
10 No progression Censored at date of last | Same Same. except
adequate assessment that
with evidence of no unscheduled
progression: if no visits are
adequate assessment excluded.
existed then censored
at date of
randonuization

EMA = Ewropean Medicines Agency: FDA = Food and Dimig Administration; IR AC = Independent Fesponse
Adjudication Committee; PFS = progression-free survival

The following subgroup analysis were to be conducted: Region (US versus non-US); Gender (Male versus

Female); Age (75 versus > 75 years; 65 versus > 65 years), Race (white versus non-white); Baseline
ECOG Performance Status (O versus > 0); Baseline cytogenetic categories (High risk versus non-high
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risk); Number of prior antimyeloma regimens (1 versus > 1; 2 versus > 2); Number of prior antimyeloma
lines (1 versus > 1; 2 versus > 2); B2-microglobulin at screening (< 3.5 versus > 3.5to< 5.5 versus >
5.5 mg/L); Baseline Albumin (< 3.5 versus > 3.5 g/dL); ISS (Stage | versus Stage Il versus Stage I11);

Prior stem cell transplantation (Yes versus No); Baseline creatinine clearance (CrCl) from serum
(Cockcroft-Gault) (< 45 versus > 45 mL/min; < 60 versus > 60 mL/min); Refractoriness to LEN in the
last LEN-containing regimen (Yes versus No); Refractoriness to last prior antimyeloma therapy before
study treatment; Prior exposure to proteasome inhibitors.

Results

Participant flow

550 Subjects Randomized
ITT Population

|
v
281 subjects randomized to
POM + BTZ + LD-DEX

278 subjects randomized to
BTZ + LD-DEX

v
278 subjects treated with e - 270 subjects treated with
POM + BTZ ~ LD-DEX —5{ Safety population: 548 subjects BTZ - LD-DEX

I l

h 4

93 (33.1%) subjects ongoing
as of 26 Oct 2017

185 (65.8%) subjects discontinued:
PD: 110 (39.1%)
AE: 30 (10.7%)
WD consent: 21 (7.5%)
Death: 18 (6.4%)
Other- 6 (2.1%)

225 (80.9%%) subjects discontinued:
PD: 131 (47.1%)
AE: 49 (17.6%)
WD consent: 21 (7.6%)
Death: 9 (3.2%)
Other: 12 (43%)
Lost to FU: 2 (0.7%)
Pregnancy:1 (0.4%)

v

45 (16.2%) subjects ongoing
asof 26 Oct 2017

AE = adverse event: BTZ = bortezomib: FU = follow-up: ITT = intent-to-treat; LD-DEX = low-dose dexamethasone; PD = progressive disease; POM = pomalidomide;

WD = withdrawn.

Percentages shown in parentheses reflect the ITT population

Source: Table 14.1.1.2
Data Cutoff: 26 Oct 2017

Figure 5. Participant flow (Sudy MM-007)
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Table 13. Subject disposition (ITT population-Study MM-007)

POM+BTZ+ BTZ+LD-DEX All subjects
LD-DEX N=278 N=559
N=281

Randomized, Not Treated, n (%) 3(1.1) 8(2.9) 11(2.0)
Subjects Treated, n (%)

Ongoing 93(33.1) 45 (16.2) 138 (24.7)

Discontimued 185 (65.8) 225(80.9) 410 (73.3)
Primary Reason for Treatment Discontinuation, n (%o)

Progressive Disease 110(39.1) 131 (47.1) 241 (43.1)

Adverse Event 30 (10.7) 49 (17.6) 79(14.1)

Withdrawal of Consent 21(7.5) 21(7.6) 42 (7.5)

Death 18(6.4) 9(3.2) 27(4.8)

Other 6(2.1) 12 (4.3) 18(3.2)

Lost to Follow-up 1] 2(0.7) 2(04)

Pregnancy 0 1(04) 1(0.2)
Subjects who Entered Progression-free Follow-up Phase, n (%)

Ongoing 5(1.8) 4(14) 9(1.6)

Discontinued 19 (6.8) 30 (10.8) 49 (8.8)

Primary Reason for PFS Follow-up Phase Discontinuation, n (%)

Progressive Disease 14 (5.0) 23(8.3) 37(6.6)

Other 1(04) 5(1.8) 6(1.1)

Withdrawal of Consent 2(0.7 2(0.7 4(0.7)

Death 2(0.7) 0 2(04)
Subjects Discontinued from Study, n (%) 102 (36.3) 110 (39.6) 212 (37.9)
Primary Reason for Discontinuation from Study, n (%)

Death 87 (31.0€) 89 (32.0) 176 (31.5)

Withdrawal of Consent 10(3.6) 17 (6.1) 27(4.8)

Lost to Follow-up 3(1.1) 4(1.4) 7(1.3)

Other 2(0.7) 0 2{(04)

Recruitment

Date first subject enrolled: 15 Januray 2013
Last subject visit for final (PFS) data cut-off: 26 October 2017

This study was conducted globally in the US, Europe (including Russia, Turkey, and Israel), Canada and
Japan.

Conduct of the study

The original protocol dated 15 October 2012 was amended 5 times prior to the data cut-off of 26 October
2017:
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Amendment 1 (27 Mar 2014):

o] Based on the safety, efficacy and PK data from SC BTZ cohort in Study MM-005 and
general adoption in medical practice of SC BTZ as standard of care due to decreased
neurotoxicity, BTZ route of administration was updated from IV to SC in both treatment arms.

o] Added exploratory assessments for QoL, biomarker sampling (MRD, genomic,
molecular/mechanistic and immune) and PFS2

Amendment 2 (14 Nov 2014):

o0 Clarified that biomarker study was optional.

0 Healthcare resource utilization measurements were added.
Amendment 3 (16 Oct 2015):

0 Statistical assumptions were revised by increasing the estimated PFS of arm A from 12 months to
12.6 months (treatment difference increased from 33% to 40% over the control arm), and by
reducing the study power from 90% to 85%, which resulted in a sample size reduction from
approximately 782 subjects to 450 subjects.

o Timepoints for contraceptive requirements and pregnancy testing for FCBP were updated to be
consistent with pomalidomide and bortezomib prescribing information.

Amendment 4 (9 Dec 2015):
0 Revisions were made to the overall sample size:

- The revised sample size assumed a median PFS of 9 months in the arm B versus 12 months
in arm A with 80% power at a 2-sided significance level of 5%. This change required 381 PFS
events and a total of 544 subjects to be enrolled for an approximate 70% event rate.

- The interim PFS analysis was to occur when 50% PFS information (191 events) had occurred.
- The interim OS analysis was to occur when 50% OS information (191 deaths) had occurred.
Amendment 5 (14 Jun 2017):

Due to recently published data from several Phase 3 studies the PFS of arm B was expected to be shorter
than the original assumption of 9 months (median PFS from Phase 3 ENDEAVOR, PANORAMA-1 and
CASTOR studies ranging from 7 to 8 months) (Moreau, 2017a; Palumbo, 2016; San-Miguel, 2014).
Subsequently, the data cutoff date for the revised final PFS analysis was October 2017, by which time
approximately 320 PFS events were projected to be reached, representing an approximate 57% event
rate (out of 559 randomized subjects). This would allow for 80% power to test a hazard ratio of 0.73 (with
an estimated median PFS of 12 months in the POM + BTZ + LD-DEX arm and 8.8 months in the BTZ +
LD-DEX arm).

Protocol violations were reported for 63 (11.3%) subjects (35 arm A (12.5%) and 28 arm B (10.1%)).
The majority comprised SAEs submitted later than the required timing for 26 subjects (15 arm A and 11
arm B), and Pomalidomide counselling not done in at least 1 visit for 25 subjects (13 arm A and 12 arm
B).
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Protocol deviation

Table 14. Protocol violations (ITT Population-Study MM-007)

N=181 N=178 N=550
Type of Protocol Violation n (%) n (%) n (%)
Subjects with at Least 1 Protocol Viclaton 35(12.5) 18 (10.1) 62 (11.2)
SAE submtted later than required timeline 15 (5.3) 11 (4.0) 26(4.7)
POM counseling not done 13 (4.6) 12 (4.3) 25(4.3)
Optional biomarker sample obtained without consent 1{0.4) 4(1.4) 50099
Did not meet the key safety criteria for talong study dmg 4 . P — -
on CID1 20D 2007 407
Incorrect treatment assignment’ incomrect stratification/ -
randenuzation error 3D 104 401
Did not meet required prier regimens number criterion 1{0.4) 1(0.4) 2004
Met 1 or more medical history exclusion criterion 2{0.7) 0 2004
Missing baseline skeletal survey o 20070 2(0.4
ﬁmjftb.mplbotic prophylaxis not given without medical 1(0.4) o 1(0.2)
justification
Dad not meet the required washout period for prior o 1(04) 1(0.2)
treatment/procedure

C1D1 = Cycle 1, Day 1; ITT = infent-to-treat; POM = pomalidomide; SAE = serious adverse event
Note; More than one category may be selected per subject.

Source: Table 14.1.12

Diata Cuteff: 26 Oct 2017
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Baseline data

Table 15. Demographic characteristics (ITT population-Study MM-007)

POM+BTZ+ BTZ+LD-DEX All subjects
LD-DEX N=278 N=539
N=281

Age (vears)

n 281 278 539

Mean (5DI)) 65.9(10.13) 66.1 (10.16) 66.0 (10.14)

Median 67.0 68.0 68.0

Min, Max 29 87 27.89 27,89
Age Distribution, n (%)

=63 123 (43.8) 120 (43.2) 243 (43.5)

=63 158 (56.2) 158 (56.8) 316 (56.5)
Stratification Factor 1: Age, n (%)

=75 235 (83.6) 231 (83.1) 466 (83.4)

=75 46 (16.4) 47(16.9) 93 (16.6)
Sex, n (%)

Male 1553 (55.2) 147 (52.9) 302 (54.0)

Female 126 (44.8) 131 (47.1) 257 (46.0)
Race, n (%)

American Indian/Alaska Native 0 0 0

Asian 14 (5.0 8(2.9) 22339

Black or African American 2(2.8) 13(4.7) 21(3.8)

White 237 (84.3) 234 (84.2) 471 (84.3)

Not Collected or Reported 19 (6.8) 20(7.2) 39(7.0)

Other 3(1.1) 3(L.L) 6(1.1)
Ethnicity, n (%)

Hispanic or Latino 17(6.00 14 (5.0) 31(5.5)

Not Hispanic or Latino 244 (86.8) 241 (86.7) 485 (86.8)

Not Reported 16 (5.7 21(7.6) 37(6.6)

Unknown 4(1.4) 2(0.7) 6(1.1)
Region, n (%)

us 53 (18.9) 69 (24.8) 122 (21.8)

Non-US 228 (81.1) 209 (75.2) 437 (78.2)
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Table 16 Baseline disease characteristics (Study MM-007)

POM+BTZ+
LD-DEX BTZ+LD-DEX All subjects
N=281 N=278 N=559

Time Since Initial Diagnosis (vears)

Mean (SD) 5.16 (3.812) 4.75(2.921) 4.96 (3.401)

Median (min, max) 4.00(0.2.259) 4.30 (0.4, 21.8) 4.20(0.2,259)
Prior MM Radiation Therapies, n (%0) 63(22.4) 61 (21.9) 124 (22.2)
Prior MM Cancer Surgeries, n (%) 17 (6.0) 22(7.9) 39 (7.0)
Prior Stem Cell Transplant, n (%) 161 (37.3) 163 (38.6) 324 (58.0)
Number of Prior Antimveloma Regimens

Mean (SD) 1.9(0.77) 1.9 (0.79) 1.9 (0.78)

Median (min. max) 2.0(1.5) 20(1.4) 2.0(1.3)
Stratification Factor 2: Distribution of Prior Antimyveloma Regimens, n (%)

1 98 (34.9) 95 (34.2) 193 (34.5)

2 118 (42.0) 107 (38.53) 225 (40.3)

3 64 (22.8) 75 (27.0) 139 (24.9)

=3 1(0.4) 1(0.4) 2(0.4)
Number of Prior Antimyeloma Lines :

Mean (SD) 1.8 (0.74) 1.8(0.77) 1.8 (0.76)

Median (min. max) 2.0(1.3) 20(1.4) 20(1.4
Distribution of Prior Antimyeloma Lines, n (%)

1 111 (39.5) 115 (41.4) 226 (40.4)

2 117 (41.6) 104 (37.4) 221 (39.5)

3 53 (18.9) 58 (20.9) 111 (19.9)

=3 0 1(0.4) 1(0.2)
International Staging System at Study Entry b, n (%)

Stage I 149 (33.0) 138 (49.6) 287 (51.3)

Stage II 85(30.2) 90 (32.4) 173 (31.3)

Stage III 47 (16.7) 50 (18.0) 97 (17.4)
ECOG Performance Status, n (%0)

0 149 (33.0) 137 (49.3) 286 (51.2)

1 121 (43.1) 119 (42.8) 240 (42.9)

2 11 (3.9) 22 (7.9) 33(5.9)
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POM+BTZ+

LD-DEX BTZ+LD-DEX All subjects
N=281 N=278 N=559

Cytogenetic Abnormality *, n (%)

High Risk 61(21.7) 49 (17.6) 110 (19.7)

Non-high Risk 137 (48.8) 132 (47.5) 269 (48.1)

Missing or Not Evaluable 83 (29.5) 97 (34.9) 180 (32.2)
Presence of Bone Lesions, n (%) 183 (65.1) 192 (69.1) 375 (67.1)
Presence of Plasmacytoma, n (%) 19 (6.8) 20 (7.2) 390 (7.0)
Stratification Factor 3: Baseline Beta-2-Microglobulin Distribution, n (%)

=3.5mgL 156 (55.5) 147 (52.9) 303 (54.2)

>35t0e=55mgL 78(27.8) 81(29.1) 139 (28 4)

=55mg/L 47(16.7) 30 (18.0) 97 (174)
Baseline Albumin Distribution, n (%)

=35 g/dL 49 (17.4) 51(18.3) 100 (17.9)

=35g/dL 232 (82.6) 227 (81.7) 459 (82.1)
Baseline Renal Function (Cockeroft Gault Creatinine Clearance) (mL/min), n (%)

=30 11 (3.9) 10 (3.6) 21(3.8)

30to =45 26 (9.3) 28(10.1) 34 (9.7)

45 to = 60 54(19.2) 38(13.7) 92 (16.5)

60 to = 80 71(25.3) 80(28.8) 131 (27.00

=80 119 (42.3) 122 (43.9) 241 (43.1)

BTZ = bortezonub; ECOG = Eastern Cooperative Oncology Group: ITT = mtent-to-treat; LD-DEX = low-dose dexamethasone;
max = maxmmum; nun = minsmnm; MM = multiple myeloma; POM = pomalidommde; SD = standard deviation.
s A therapeutic line 15 defined by subject’s progression status. Only a regimen after disease progression 1s counted as a new line.

b International Staging System 15 calculated using baseline values of albumin and p2-microglobulin.

< High-nisk 1s defined as presence of cytogenetic abnormality i at least one or more of the following cytogenetic abnormalities;
del(17p) (including monosomy 17), t(4:14) and/or t(14:16). Non-high nisk 15 absence of high risk cytogenetic abnormalities.
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Table 17 Exposure and refractoriness to selected prior antimyeloma drugs by treatment arm

(ITT Population-MM-007)

POM+BTZ+
LD-DEX BTZ+LD-DEX All subjects
N=281 N=278 N=559
n (%) n (%) n (%)

Subjects Exposed to:

< 2 Classes of Prior Anti-MM Drugs 15(5.3) 19 (6.8) 34(6.1)

3 Classes of Prior Anti-MM Drugs 43 (15.3) 33(11.9) 76 (13.6)
4 Classes of Prior Anti-MM Drugs 59 (21.0) 71(25.5) 130 (23.3
5 Classes of Prior Anti-MM Drugs 90 (32.0) 88(31.7) 178 (31.8)
= 6 Classes of Prior Anti-MM Drugs 74 (26.3) 67 (24.1) 141 (25.2)

Subjects Exposed to:

Thalidomide, LEN and Corticosteroids 72 (25.6) 68 (24.5) 140 (25.0)
Lenalidomide and Proteasome Inhibitor 212 (75.4) 213 (76.6) 425 (76.0)
Lenalidomide and Bortezomib 201 (71.5) 203 (73.0) 404 (72.3)
Bortezomib and Dexamethasone 197 (70.1) 200 (71.9) 397 (71.0)

Prior Refractory Status ’

Immunomodulatory Agents 202 (71.9) 193 (69.4) 395 (70.7)
Lenalidomide 200 (71.2) 191 (68.7) 391 (69.9)
Thalidomide 15(5.3) 9(3.2) 24(4.3)

Proteasome Inhibitors 37(13.2) 37(13.3) 74 (132
Borrezomibb 24 (8.5) 32(11.5) 56 (10.0)
Carfilzomib 5(1.8) 4(1.4) 9(1.6)
Ixazomib 8(2.8) 2(0.7) 10(1.8)

Numbers analysed
POM+BTZ+
LD-DEX BTZ+LD-DEX All subjects
N=281 N=278 N=559

Analysis Populations, n (%)

ITT Population 281 (100.0) 278 (100.0) 559 (100.0)

Safety Population 278 (98.9) 270 (97.1) 548 (98.0)

Efficacy Evaluable Population ‘ 276(98.2) 266 (95.7) 542 (97.0)
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Outcomes and estimation

e Primary endpoint —Progression free survival

(cut-off date of 26 Oct 2017)

Table 18 Progression-free Survival by IRAC Review Based on IMWG Criteria (Stratified
Analysis) Censoring Rule According to FDA Guideline (ITT Population-Study MM-007)

POM+BTZ+ BTZ+
LD-DEX LD-DEX All Subjects
N=1281 N=278 N=359
PFS. n (%) 281 (100.0) 278 (100.0) 559 (100.0)
Censored. n (%) 127 (45.2) 116 (41.7) 243 (43.5)
Progressed/Died. n (%) 154 (54.8) 162 (58.3) 316 (36.5)
PFS Time (months)
Median * 11.20 7.10 897
[Two-sided 93% CI "] [9.66. 13.73] [5.88.8.48] | [8.21.10.18]
6 Months Event-Free, % (SE) 7338 (2.72) 56.64 (327) | 63.55(2.13)
12 Months Event-Free, % (SE) 4947(326) | 3245(348) | 41.75(2.40)

Hazard Ratio (POM+BTZ+LD-DEX vs BTZ+LD-DEX) ©
[Two-sided 95% CI]

0.61 [0.49, 0.77]

d
p-value

= 0.0001

BTZ = bortezomib; CI = confidence mterval; FDA = Food and Drug Administration; IMWG = International
Myeloma Working Group; IRAC = Independent Response Adjudication Committee; ITT = intent-to-treat;
LD-DEX = low-dose dexamethasone; PFS = progression-free survival: POM = pomalidomide; SE = standard error

2 The median is based on the Kaplan-Meier estimate.

b 95% confidence interval about the median progression-free survival time.

K madianm 3

Tios from Randomizaticn (Mooths)

BTZ = bartezomib; CT = confidence inferval: FDA = Food and Drog Admmis raton; HE. = hazard ratie; DdWG = Intemational
Myeloma Working Group: IRAC = Independent Basponse Adjndicaton Commuittes; ITT = intent-fo-reat; KM = Kaplan-Maisr;
LD-DEX = low-dose dexamethasone; PFS = progression-free survival; POM = pomalidomide

Soarce: Fipme 1la
Data oot-off date: 26 Oct 2017

Figure 6 Progression-Free Survival based on IRAC review (IMWG criteria) censoring rule FDA
guideline (stratified) (ITT population-Study MM-007)

Multivariate Analysis for Progression-free Survival
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Table 19 PFS by IRAC Review IMWG Criteria by Multivariate Cox Proportional Hazards Final
Model (ITT Population-Study MM-007)

Hazard 95% CI 95% CI

Model Parameter Ratio Lower Bound | Upper Bound p-value *
g?;fi?;éé; POM+BTZ+LD-DEX versus 0.534 0.408 0.699 = 0.001
Age: = 65 versus = 65 years 0.655 0.493 0871 0.004
Baseline ECOG Performance Status: 0 versus = () 0.654 0.495 0.865 0.003
Cytogenetics: High Risk versus Non-high Risk 1.411 1.054 1.889 0.021
No. Prior Anti-Myeloma Lines: 1 versus = 1 0.493 0.369 0.660 = 0.001
Albumin: < 3.5 versus = 3.5 (g/dL) 2.045 1.473 2.838 < (.001
ISS Stage at Study Entry: I & II versus III 0.690 0.494 0.965 0.030

BTZ = bortezonub; CI= confidence mnterval; ECOG = Eastern Cooperative Oncology Group; IMWG = International Myeloma
Working Group; [IRAC = Independent Response Assessment Commmuttee; ISS = International Staging system; ITT = intent-to-
treat; POM = pomalidomide

* The p-value 1s based on the cox proportional hazard model comparing the hazard functions associated with the
model parameter.

Source: Table 14.2.11.1

Data cut-off date: 26 Oct 2017

Table 20 Reasons for Censoring for Progression-free Survival Based on IMWG Criteria
Censoring Rule According to FDA Guideline (ITT Population- Study MM-007)

POM+BTZ+ BTZ+
LD-DEX LD-DEX All subjects
N =181 N=21T8§ N =550
Reason for Censoring n (%@} n (%) (%)
Progression-free Survival (PEFS), n (%)
Censored 127 (43.2) 116 {41.7) 243 (43.5)
Progressed 133 {47.3) 147 ({3297 280 (50.1)
Died 21 ({7.53) 15 (3.4 36 (6.4)
Subjects Censored
Omgomg Without Event at Time of Cutoff 89 (31.71) 43 (15.5) 132 (23.68)
Taking New Anti-MMhI Therapy 5(1.8) 19 (6.8) 24 (4.3)
Progression After 2 or More Missed 4.(1.4) 2029 12 (2.1)
Azsessments
Death After 2 or More Missed Assessments 5(1.8) 1700.4) 6({1.1)
Discontinued Study Without Progression/Death 24 (8.5 45 (16.2) a9 (12.3)

BTZ = bortezomib:; FDA = Food and Dmg Admimistration; IMWG = Intermational Myelema Workmg Group: ITT =
mmtent-to-treat; LD-DEX = low-dose dexamethasone; MM = multiple myveloma; PFS = progression-free survival;
POM = pomalidomide

Source: Table 14.2.1.3

Data cutoff date: 26 Oct 2017

Table 21 Progression-free Survival by IRAC Review Based on IMWG Criteria (Stratified
Analysis) Censoring Rule According to the EMA Guideline (ITT Population- Study MM-007)
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POM+BTZE+ BTZ+ All Subjects
LD-DEX LD-DEX N =330
N =251 N=27
PFS 281 (100,00 278 (100.0) 359 (100.0)
Censored 121 (43.1) 104 (37.4) 225 (40.3)
Progressed/Died 160 (56.9) 174 (62.6) 334 (397
PFS time (months)
Median * 10.74 6.74 8.67
[Two-sided 95% CI 5] [9.53, 13.60] [5.62, B.21] [7.85, 9.92]
f-months Event-Free, % (SE) 72.50(2.73 3525 (3.21) 64.31 (2.12)
12-months Event-Free, % (SE) 47.91(3.23) 31.07 (3.31) 4009 (2.33)
e R GOMIBTZ LD DEX

BTZ = bortezomib; CI = confidence interval; EMA = European Medicines Agency; IMWG = International
Myeloma Working Group; IRAC = Independent Fesponse Adjudication Commuttee; ITT = intent-to-treat;
LD-DEX = low-dose dexamethasone; PFS = progression-free survival; POM = pomalidomide; SE = standard emror

3 The median 15 based on Kaplan-Meier estimate.

b 5% confidence interval about the median progression-free survival ime.

= Based on Cox proportional hazards mode]l companng the hazard functions associated with treatment groups.
stratified by age (= 73 versus = 75), prior mumber of antimryeloma regimens (1 versus = 1), and f-2 microglobulin
at Screening (= 3.5 mg/T versus = 3.5 mg/L to = 5.5 mg/L versus = 5.5 mgL).

Source: Table 14.2.16.1.1a

Data cutoff date: 26 Oct 2017

Progression-free Survival by Investigator Assessment

Table 22 Progression-free Survival by Investigator Assessment Based on IMWG Criteria
(Stratified Analysis) Censoring Rule According to FDA Guideline (ITT Population -Study
MM-007)

POM-+BTZ+ BTZ+ All Subjects
LD-DEX LD-DEX N=350
N=2181 N=278
Progression-free Survival 281 (100.0) 278 (100.0) 559 (10000
Censored 124 (44.1) 101 {36.3) 225 (40.3)
Progressed Died 157(33.9) 177 (63.7) 334 (38.T)
FFS time (months)
Median" 11.30 6.64 57
[Two-sided 95% CI'] [0.43,13.77] [5.62, 8.25] 7.75,9.86]
6-months Event-Free, % (SE) 73.24 (2.71) 54.84(3.24) 64.54 (2.13)
12-months Event-Free, % (SE) 4925 (3.24) 2945 (3.27) 4009 (2.34)
Hazard_Rat'm l(PrG}v{+BTZ+I_.D-DEX vs BTZ+HLD-DEX) *, 0.57 [0.46, 0.71]
[Two-sided 93% CI]

BTZ = bortezomib; CI = confidence interval; FDA = Food and Drug Administration; IMWG = International

Myeloma Working Group; ITT = intent-to-treat; LD-DEX = low-dose dexamethasone; PFS = progression-free

survival; POM = pomalidomide; SE = standard error
* The median is based on the Kaplan-Meier estimate
 95% CI about the median progression-free survival fime.

¢ Based on Cox proportional hazards model (stratified hazard ratio).

Source: Table 142 6
Data cut-off date: 26 Oct 2017

Progression-free Survival in Pre-specified Subgroups
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Subgroap Hazard Ratio (ER) and 5% CI POM:BTZ+LD-DEX* ETZ+ID-DEX® HR ({553 CI)
Eaglon: TS —_—l 254 53 33/ 69 0.81 0,36, 1.03]
Reglen: Eon-TS —— 1Z3/2ZE 125/105 a.s0 (0,47, 0.77]
Gardar: Male —_— aanss BE3S147 o.%8 iD.43. 0.791
Gender: Female —_— T0/1Z8 T3/131 a.84 (0,46, 0.30]
Age: <=75 —— 1ZE/23% 124,131 0.%% (0,46, 0.7&]
Rgar =73 —_—-— 28/ 48 ZB/S 47 0.TE 10,46, 1.32]
Agm: we=es — eo/123 67/120 03B (0,41, 0.33]
Age: >ES —_— 94158 55/158 0.54 (0,48, 0.88]
Raca: White —_— 131 /2327 13E,/134 o.8% (0,51, 0.83]
Race: Hon-White _— . 11/ 25 1ZS 24 0.2% (0,14, 0.30]
Baseline ECOG Ferformance Status: O —_— 697149 TLF13T 0.6Z 0.45% 0.87)
Bagalina ECOC Farformancs Status: >0 —_— a5/122 91,141 o.sn 00.4% 0.821
High Risk Cytogemetics [ — 37/ &1 34/ 49 0.%5 (0,35 0.30]
Mon-high Risk Cytogexetlcs —_— T3/1327 BD/S132 0.%6 (0,41, 0.77]
Ho. Frier Anti-Myelcma Ragimeng: 1 —_— 437 SB 4BS 55 0.54 0.3% 0.31)
Wo, Prior Anti-Mysloms Ragimsan: 1 —- 1115183 114/183 065 (0,50, 0.34]
Ho. Prisr Anti-Myaloms Fagimens: 2 — EESIIE £3/107 0.5 i0.43, 0.35]
Ho. Frier Anti-Myeloma Beglmeas: »>2 —_— 457 &5 51/ 76 .80 (0,40, 0.31)
¥o. Frior Anti-Mysloma Lines: 1 JE— | 457111 52/11% 0.%4 0,36, 0.82]
Mo, Prior Anti-Myaloma Lines: 1 —. I 109/70 1107163 0.2 |0.48, 0.E3]

|
r T T T 1
0,125 0,15 0.5 1 z ™ Mo of Events { No. of Subjecs

Subgrouap Hazard Ratio (ER) and 85% CI PCM:BTZ+LD-DEX* BIZ+ID-DEX* HR (8531 CI)
Fo. Frior Anti-Wyeloma Lines: I —_— T4/117 875104 .67 (0.48, 0.34]
Mo, Trior Anti-MWysloma Linss: »2 —_— EETE] 43/ 59 o.50 0,38, 0.33)
EZM at Screaning: <3.5 mg/L —a— T4/158 T5/147 0.% (0,42, 0.81]
BIM at Scresning: »=3.5 mgfl to <=5.5 mgfL —— 44/ TE 43/ 81 0.53 [0.42; 0.35]
EZM at Screaning: >5.5 mg/l —— 364 47 3B/ 50 0.7z 10,46, 1.15]
Mbusdn: =3 5 gidL . 37/ am 37/ 51 0.TZ (0,46, 1.14]
Albemin: »=3.% gfdl — - 117/232 1287527 0.%9 [0.4% 0.78]
133 Stage at 3tudy Bniry: I —— B7/14% 69/138 0.%& i0.40, 0.TE]
153 Stage at Study Bmtry: 11 —_— 514 BS 25/ 50 0.5E [0.46; 0.33]
IS8 Stege at Stady Smbry: IIT —a— a8 4T 8/ 30 9.7 0,48, 1.13]
Frior Stem Call Transplamtatiom: Yes —_— 827181 83/163 a0.57 0.43; 0.7E]
Prior Stem Cell Transplantatisn: Wo —_— T2/120 E9/115% a.67 (0.48, 0.34]
Basaling CrCl (Cockoroft Gaunlt)h: <45 nL/min —_— 28f 37 %/ 38 1.06 [0.El; 1.E3]
Caamline CrCl (Cockoroft Gaulb): =42 al/min —_— 1z 0244 137/240 O.3T 0,44 0973
Baseline Cril (Ceckeroft Gault): <60 ml/min —_— 55/ a1 a7/ 76 07T 0,52, 1.14]
Eageling CeCl (Cockoreft Cault): =560 nl/min R 9% /190 118/302 0.%4 i0.41, 0.7%]
Refractcry to LEN in the Last LEN-Cont. Raglman — 1Z0/Z00 11E/151 o.8% (0,50, 0.34]
HOB-T&CIACCOEY TO LEN 10 Thé Lasl LEO-CONT. Reglman —_— 34/ BL a4/ 87 O.4E 0,30, 0.73)
Refractory to Last Fricr Anti-Byelcoma Regiman — | 110/19&6 112/184 0.60 (0,46, 0.TE]
Prigr EXpofura to Frotaasoma Inhibitors —— I 118,212 132,113 0.5%T7 (0,44, 0.73]

r T T ! 1
0,125 D.15 0.5 1 z ™ Mo of Evenis f No. of Subjeas

B2M = p2-microglobulin; BTZ = bortezomuib: CI = confidence mterval; CrCl = creatinine clearance: ECOG = Eastem

Cooperative Oncology Group: FDA = Food and Drug Adnmistration; HR. = hazard ratio; INWG = International Myeloma

Working Group; IRAC = Independent Response Adjudication Commuittee; ISS = International Staging System; ITT = intent-to-

treat; LD-DEX = low-dose dexamethasone; LEN = lenalidomide; No. = number; POM = pomalidomude; US = United States
Figure 7 Forest Plot of PFS in Subgroups by IRAC Review IMWG Criteria and FDA Censoring
(ITT- Study MM-007)

e Secondary endpoint- Overall survival
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Table 23. Initial Interim and Updated OS Analyses (Stratified Log-rank Test; ITT Population

-Study MM-007)

Initial Interim Analysis Updated Analysis
(26 Oct 2017) (15 Sep 2018)
Pvd Vd Pvd Vd
N=151 N=178 N=151 N=178
Owerall Survival, n (%)
Censored 194 (69.0) 189 (68.0) 165 (38.7) 152 (54.7)
Died 87 (31.0) 89 (32.00 116 (41.3) 126 (45.3)
Owverall Survival Time (months)
Mediaqa . NE 31.24 40.54 3046
[Two-sided 95% CI] [28.48 NE] [27.01, NE] [29.83, NE] [24.61, 35.94]
12-Months event-free, % (SE) 7501 (2.71) 75.53 (2.75) 7590 (2.59) 75.19 (2.67)
24-Months event-free, % (SE) 59.47 (3.98) 60.91 (3.79) 60.76 (3.06) 57.69 (3.21)
36-Months event-free, % (SE) 50.53 (6.94) 30.67 (7.87) 52.21(3.73) 41.97 (4.16)
48-Months event-free, % (SE) 30.55 (6.94) 29.76 (10.42) 46.70 (5.05) 35.50 (4.96)
Hazard ratio (PVd vs Vd) 0.93 0.91
[Two-sided 93% CI] [0.75, 1.32] [0.70, 1.18]
p-value ° 0.894 0.476

CI= confidence mterval; ITT = mtent-to-treat; NE = not evaluable; OS = overall survival; PVd = pomalidonmde, bortezomib, and
low-dose dexamethasone; SE = standard error; Vid = bortezomub and low-dose dexamethasone.

* The median is based on Eaplan-Weiler estinuate.

£05% confidence nterval about the median overall survival time.

“Based on Cox proportional hazards model comparng the hazard fimctions associated with treatment groups, stratified by age
(= 75 versus = 75 years), prior mumber of antimyveloma regimens (1 versus = 1), and p2-microglobulin at screening (= 3.5 mg/T
versus = 3.3 mgl to = 5.5 mgT versus = 5.5 mg/L}.

¢ The p-value iz based on a stratified logrank test with stratification factors as m the above Cox model.

1: POM+BIZ+LD-DEX
2: BTZ+LD-DEX

Wi1W

ur

verall 3

e [ —

BTZ =bortezomib; CI = confidence interval; HE. = hazard ratio; ITT = intent-to-treat; KW = Kaplan-Meier; ID-DEX = low-dose
dexamethasone; NE = not estimable; 05 = overall survival; POM = pomalidomude.

Source: Annex 2, Response Figure 14.2.2.2.1

Data cutoff date: 15 Sep 2018

Figure 8: Kaplan-Meier curve for Overall Survival (data cut-off: 15 September 2018 -ITT
population- Study MM-007)
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Table 24 Interim Overall Survival: Final Multivariate Analysis by Cox Proportional Hazards

Model (1TT- Study MM-007)

95% CI 05%, CI

Hazard Lower Upper R
Model Parameter Ratio Bound Bound p-value
Treatment Atm: POM+BTZ+LD-DEX vs BTZ+LD-DEX 0.892 0.659 1.206 0.456
Age: = 75 versus =75 0.900 0.620 1.306 0.578
No. Prior Antimveloma Regimens: 1 versus =1 0.538 0.380 0.760 =<0.001
p2-microglobulin: << 3.5 vs = 3.5 mg/L 0417 0.305 0.570 <0.001
Subsequent Antimyeloma Therapy: Yes versus No 0.439 0.280 0.688 <0.001
(time-dependent)

BTZ = bortezomib; CI = confidence mterval; ITT = mntent-to-treat; LD-DEX = low-dose dexamethasone; NO = number; POM =

pomalidonude

a The p-value 1s based on the Cox proportional hazard model comparing the hazard functions associated with the model

parameter.
Source: Table 14.2.11.3
Data cut-off date: 26 Oct 2017

= Secondary endpoint- Response rate

Table 25 Overall Response Rate by IRAC using IMWG Criteria (Stratified Analysis) (ITT

Population- Study MM-007)

POM+BTZ+ BTZ+LD- All Subjects
LD-DEX DEX N=559
N=1281 N=278
Overall Response Category, (n %)
sCR 9(3.2) 2(0.7) 11 (2.0)
CR 35(12.5) 9(32) 44 (7.9)
VGPR 104 (37.0) 40 (14.4) 144 (25.8)
PR 83 (29.5) 88 (31.7) 171 (30.6)
sD 32(114) 106 (38.1) 138 (24.7)
PD 11(3.9) 16 (5.8) 27 (4.8)
NE / Not Done * T(2.5) 17 (6.1) 24 (4.3)
Dichotomized Response, n (%)
sCR or CR or VGPR or PR 231 (822) 139 (30.0) 370 (66.2)
SDor PD or NE = 50 (17.8) 139 (30.0) 189 (33.8)

0dds Ratio (POM+BTZ+LD-DEX vs
BTZ+LD-DEX) * [Two-sided 95% CI]

5.02[335,7.52]

<
p-value

=0.001

BTZ = bortezonub; CI = confidence mterval; CR = complete response; IMWG = International Myeloma Working Group; IRAC
= Independent Response Adjudication Committee; ITT = intent=to treat; LD-DEX = low-dose dexamethasone; NE = not
evaluable; PD = progressive disease; POM = pomalidonude; PR = partial response; sCR = stnngent complete response; SD =

stable disease; VGPR = very good partial response.

a Including subjects who did not have any response assessment data, or whose only assessment was response not evaluable.

v Odds ratio 1s for POM+BTZ+LD-DEX:BTZ+LD-DEX.

¢« P-value 1s based on a Cochran-Mantel-Haenszel test, stratified by age (< 75 versus = 75). prior number of antimyeloma
regimens (1 versus = 1), and beta-2 microglobulin at screening (< 3.5 mg/L versus = 3.5 mg/L. = 5.5 mg/L versus = 5.5 mg/L).

Source: Table 142 3.1.1a
Data cut-off date: 26 Oct 2017
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Subgroup Odd= Ratio (OR) and 953 CI POM+BTZ+LD-DEX* BIZ+LD-DEX* CR (553 CI)
Ragiom: TS —_— 47/ 83 3B/ &9 6.39 (2.41,16.91)
Reglon: Non-US —— 184/228 1017209 4.47 (2,92, 6.B5)
Gendar: Male —_— 128/15% T1/147 5.07 (3,00, 8.%9)
Gender: Famala —_— 103/126 68/131 4.15 [2.35, 7.32)
Age: <=7%5 —— 193/23% 116/231 4.%6 (2,99, 6.9%)
Age: >75 - — 38/ 46 23/ 47 4.96 (1.91,12.86)
Age: <=£5 —_— 100/123 59/120 4.50 (2,52, 8.01)
Age: »6% —_— 131/1%8 BD/158 4.73 (2.82, 7.9%)
Race: White — 191/237 115/234 4.30 (2,8%, 6.48)
Race: Non-White = 23/ 2% 14/ 24 8.21 (1.57,43.08)
Baseline ECOG Parformanca Status: 0 —_— 129/149 pfaty 5.02 (2.82, 8.97)
Baseline ECOG Parformance Status: >0 —_— 102/132 62/141 4.33 [2.%6, 7.33)
High Risk Cytogenatics —_— 47/ 81 23/ 45 3.B0 [1.67, 8.81)
Non-high Risk Cytogenstics —. 118/137 €7/132 5.07 (2.87, 8.96)
No. Prior Anti-Myeloma Regimens: 1 —— 88/ s 54/ 93 6.66 ([3.09,14.43)
No. Prior Anti-Myeloma Regimens: >1 —_— 143/163 ES/183 4.12 (2,61, 6.%0)
Ho. Prior Anti-Myeloma Regimens: 2 — 96/118 52/107 4.62 (2.%4, 8.40)
Ho. Pricr Anti-Myeloma Regimens: »2 —— 47/ &5 33/ e 3.40 (1.88, 6.90)
¥o. Pricr Anti-Myeloma Linas: 1 | e — 100/111 63/11% 7.50 [3.64,15.486)
No. Prior Anti-Myeloma Lines: >1 I —a 131/170 T6/163 3.B5 (2,40, 6.18)
¥o. Prior Anti-Myeloms Lines: 2 —_— 35/117 5D/104 4.66 (2,58, 8.32)
¥o. Frior Anti-Myeloma Lines: »2 —— 36/ 53 z6/ 59 2.69 (1.24, 5.82)
BIM at Screening: <3.5 mg/L —_— 135/156 B3/147 4.96 (2.82, 8.71)
BIM at Screening: >=3.5 mg/lL to <=5.5 mg/L —_— &7/ 18 42/ 81 5.86 (2,61,12.24)
BIM at Screening: 5.5 mg/L —_— 23/ 47 14/ so0 4.14 (1,77, 9.72)
Alpbumin: <3.5 g/dl B — 29/ 49 18/ 51 2.66 (1,18, 5.97)
Albumin: »=3.5 g/fdL —_— 2024232 /a2 5$.90 (3.71, 9.38)
138 Stage at Study Entry: I — 1347148 75/138 6.67 (3.55,12.%4)
IS8 Stage at Study Entry: II —_— &8/ BS 48/ 50 3.83 (1.95, 7.5D)
I55 Stage at Study Entry: III —_— 23/ 47 14/ 30 4.14 (1,77, 9.72)
Frior Stem Cell Transplantaticn: Yes —_— 133/181 B4/ 163 4.47 (2,88, 7.44)
Prior Stem Caell Transplantation: Mo —_— 98/120 55/115% 4.B6 (2,69, B.78)
Baseline CrCl (Cockeroft Gault): <45 ml/min —_—— 23/ 37 17/ 38 2.02 (0,81, 5.10)
Baseline Crcl (Cockoroft Gault): >=45 al/min —— 208/244 1z2/240 5.59 (3,82, 8.63)
Baseline CrCl (Cockeroft Gamlt): <é0 ml/min R 71/ 91 33/ e 4_63 (2,36, 3.06)
Basaling CrCl (Cockoraft Gault): >=60 ml/min . 160/190 106/202 4.83 (3,00, 7.79)
Refractory to LEN in the Last LEN-Cont. Regimen —a 156/200 BS5/191 4.42 (2.8%5, 6.B6)
Non-refractory to LEN in the Last LEN-Cont. Regimen | —_— T3/ E1 4/ 87 7.64 (2.99,19.51)
Rafractory to Last Frior Anti~-Myeloma Regimen | R — 153/196 BZ/184 4.43 (2.83, 6.91)
Prior Exposure to Proteascme Inhibitors I — 167/212 SB/213 4.3% (2,85, 6.88)
|
f T T T T T T 1
0.5 1 2 4 B 16 37 64 * No. of Responders / No. of Subjedts

Figure 9: Forest Plot for Overall Response Rates in Subgroups by IRAC (Best Response Using
IMWG Criteria) (ITT Population- Study MM-007)
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e Secondary endpoint- Duration of response (DoR)

Table 26 Duration of Response for Subjects with at Least Partial Response Based on IRAC

Assessment Using IMWG Criteria (Study MM-007)

POM-BTZ+
LD-DEX BTZ+LD-DEX All subjects
Ne2al N=130 N=31T0
Duranon of Response ¢
Censored, n (%) 117 (50.6) 68 (48.9) 185 (50.0)
Progressed Died, n (%) 114 (49.4) 71 (51.1) 185 (50.0)
Duration of Response (months) ¥
Median ¢ 13,70 1094 1245
Two-sided [10.94, 18.10] [£.11. 14.78] [10.61. 14.52]
(5% CT)¢
6- months Event-Free. % (SE) 77.81 (2.84) 70.38 (4.12) 75.11(2.35)
12- months Event-Free, % (SE) 34.16(3.63) 47.98 (4.98) 51.89(2.93)

Hazard Rano
(POM+BTZ+LD-DEX versus BTZ+LD-DEX)*
[Two-saded 95% CT)

0.76 [0.56, 1.02)

BTZ = bortezonub, C1 = conf:dence mierval, CR = complete tesponse, IMWG = Intermanional Myeloma ¥

Vorking Group, IRAC

= Independent Response Adpudication Comuuttee; ITT = intent-to treat; LD-DEX = low-dose dexamethasone; POM =
pomalidomide; PR. = partial response; sCR = stringent complete response; SE = standard error, VGPR = very good partial

response

i Oy subpects with a response (3CR. CR. VGPR of PR) are included in the analyias

¥ Response 15 defined as aclseving «CR. CR. VGPR or PR
¢ The median 15 based on the Kaplan-Meier estimate.

4 95% confidence meerval about the median duration of response
+ Based on Cox proportional hazards mode] companng the hazard functhions associated with treatment groups

Source: Table 14241 1a
Data cut-off date: 26 Oct 2017

e Exploratory endpoint- ORR based on EBMT criteria

Table 27 ORR by IRAC (Best Response Assessment Using EBMT Criteria) (Stratified Analysis)

(ITT Population- StudyMM-007)

POM+BTZ+ BTZ+
LD-DEX LD DEX All subjects
N=281 N =278 N =559
n (%) n (%) n (%)
Owverall response category
CR 44 (15.7) 11 (4.0) 55 (9.8)
PR 186 (66.2) 128 (46.0) 314 (56.2)
MR 16 (5.7) 48 (17.3) G4 (11.4)
sD 17 (6.0) 58 (20.9) T5(13.4)
PD 11 (3.9) 16 (5.8) 27 (4.8)
NE / Not Done * 7(2.5) 17 (6.1) 24 (4.3)
Dichotomized response
CR or PR 230 (81.9) 139 (50.0) 369 (66.0)
ME or SD or PD or NE/ Not Done 2 51 (18.1) 139 (50.0) 190 (34.0)
Odds Ratio (POM+BTZ+LD-DEX vs BTZ+LD- 4.93[ 3.29. 7.39]
DEX) " [Two-sided 95% CI]

BTZ = bortezomib: CI = confidence interval: CR = complete response: EBMT = European Group for Blood and Marrow

Transplantation: IRAC

Independent Eesponse Adjudication Conummittee: ITT

intent-to-treat: LD-DEX

low-dose

dexamethasone: ME = minimal response: NE = not evaluable: P13} = progressive disease: POM = pomalidomide: PR = partial

response:; S = stable disease: vs = versus

2 Including subjects who did not have any response assessment data. or whose only assessment was response not evaluable.
v Odds ratio 1s for POM+BTZ+LD-DEX: BT+ LID-DEXN.
< Based on a Cochran-Mantel-IHaenszel test, stratified by age (= 75 versus = 75). prior number of antimyeloma regzimens

(1 versus = 1). and 32 microglobulin at screening (= 3.5 mg/L versus = 3.5 mg/L. = 5.5 mg/L versus =~ 5.5 mg/L).

Source: Table 14.2.3.1. 11
Data cut-off date: 26 Oct 2017
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* Exploratory endpoint- Time to response

Table 28 Time-to-response for Subjects with at Least Partial Response by IRAC Using IMWG

Criteria (Study MM-007)

Min. Max

POM-+BTZ+ BTZ+
LD-DEX LD-DEX All subjects
N=231 N=139 N=370
Time-to-Response (months) ab

n 231 139 370
Mean 1.24 1.61 1.38
SD 0.752 1.134 0.931
Median 0.90 1.40 1.05

0.7.5.7 0.7. 6.8 0.7. 6.8

p-value

e Exploratory endpoint- Time to progression

Table 29 Time-to-progression by IRAC Based on IMWG Criteria (Stratified Analysis) (ITT

Population-Study MM-007)

6-months Event-Free. %o (SE)

PON-+-BTZ+ BTZ+
LD-DEX LD-DEX All subjects
N=281 N=278 N=559
Time to Progression
Censored. n (%) 145 (51.6) 128 (46.0) 273 (48.8)
Progressed. n (%0) 136 (48.4) 150 (54.0) 286 (51.2)
Time to Progression (months)
Median * 13.14 7.79 0,92
Two-sided [10.48. 16.62] [6.34. 8.71] [8.57. 11.63]
(95% CI) ®
77.14 (2.63) 59.61 (3.33) 69.03 (2.12)

12-months Event-Free. %o (SE)

53.01 (3.306)

34.16 (3.63)

44.51 (2.50)

Hazard Ratio
(POM+BTZ+LD-DEX versus

0.57 [0.45, 0.72]

BTZ+LD DEX) ° [Two-sided 95% CI]

e Exploratory endpoint- Time to treatment failure

Table 30 Time-to-Treatment Failure (Stratified Analysis) (1TT Population-Study MM-007)

POM+BTZ+ BTZ+
LD- DEX LD- DEX All subjects
N =281 N=278 N =559

Time to Treatment Failure #

Censored 84 (29.9) 39 (14.0) 123 (22.0)

Treatment Failed 197 (70.1) 239 (86.0) 436 (78.0)
Time to Treatment Failure® (Months)

Median® 8.54 4.67 6.28

Two-sided (95% CI)° [7.36. 10.12] [3.84. 5.49] [5.65.6.97]
6- months Event-Free. % (SE) 64.02 (2.86) 39.93 (2.94) 52.03 (2.11)
12- months Event-Free. % (SE) 39.69 (3.02) 18.87 (2.46) 29.36 (2.00)

Hazard Ratio (POM-+-BTZ+LD- DEX versus
BTZ+LD-DEX)! [Two-sided 95% CI)

0.54 [0.44, 0.65]
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e Exploratory endpoint- Time to subseguent antimyeloma therapy

Table 31 Time-to-Subsequent Antimyeloma Therapy (ITT Population-Study MM-007)

POM+BTZ+ BTZ+
LD-DEX LD-DEX All subjects
N=281 N=278 N=559
Time to Subsequent Antimyeloma Therapy”
Censored. 11 (%) 176 (62.6) 115 (41.4) 291 (52.1)
Used subsequent anti myeloma therapy. 105 (37.4) 163 (58.6) 268 (47.9)
n (%)
Time to Subsequent Antimyeloma Therapy (months) 2
Median ® 22.24 8.51 13.96
Two-sided (95% CI) © [17.18.29.50] [7.26. 10.02] [11.43. 15.70]
6- months Event-Free (SE) 86.22 (2.14) 65.34 (3.02) 76.03 (1.89)
12- months Event-Free (SE) 66.65 (3.16) 38.34(3.35) 52.93(2.38)
Hazard Ratio
(POM+BTZ+LD-DEX versus BTZ+LD-DEX)® 0.42[0.33. 0.54]
[Two-sided 95% CI]

Table 32 Subsequent Antimyeloma Therapy Used by > 5 Subjects by Class and Treatment Arm
(ITT Population-Study MM-007)

POM+BTZ+
LD-DEX BTZ+LD-DEX All Subjects
Class/Preferred Term N=281 N=1T78 N=559
Subjects with at Least 1 Subsequent Antimyeloma 105 (37.4) 163 (58.6) 268 (47.9)
Therapy
Corticosteroids 71 (25.6) 137 (49.3) 209 (37.4)
Dexamethasone 65(23.1) 127 (45.7) 192 (34.3)
Prednisone 7(2.5) 8(3.2) 16 (2.9)
Prednisolone 5(1.8) 6(2.2) 11(2.0)
Immunomodulatory Agents 45 (16.0) 129 (46.4) 174 (31.1)
Pomalidomide 21(7.5) 100 (39.2) 130 (23.3)
Lenalidomide 17 (6.0) 33(11.9) 50 (8.9)
Thalidomide 9(3.2) 8(3.2) 18 (3.2)
Proteasome Inhibitors 48 (17.1) 71 (25.5) 119 (21.3)
Carfilzomib 29(10.3) 30 (14.0) 68 (12.2)
Bortezomib 26(9.3) 37(13.3) 63 (11.3)
Ixazomib/ Ixazomib Citrate 2(0.7) 8(2.9) 10 (1.8)
Alkylating Agents 50 (17.8) 58 (20.9) 108 (19.3)
Cyclophosphamide 31(11.0) 42(15.1) 73(13.1)
Melphalan 15(5.3) 12 (4.3) 27(4.8)
Bendamustine 10 (3.6) 0(3.2) 19(3.4)
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Monoclonal Antibodies 51(18.1) 51(18.3) 102 (18.2)
Daratumumab 40 (14.2) 30 (10.8) 70 (12.5)
Elotuzumab 9(3.2) 9(3.2) 18 (3.2)
Isatuximab 3(1.1) 6(2.2) 9(1.6)
Pembrolizumab 1(0.4) 6(2.2) 7(1.3)

Anthracyelines 11 (3.9) 7(2.5) 18 (3.2)
Doxorubicin 10 (3.6) 5(1.8) 15(2.7)

Stem Cell Transplant 9(3.2) 8(2.9) 17 (3.0)
Autologous 7(2.5) 8(2.9 15(2.7)

Alkaloids 9(3.2) T7(2.5) 16 (2.9)
Etoposide 5(2.8) 6(2.2) 14 (2.5)

Other 8(2.8) 5(L.8) 13 (2.3)
Investigational Drug 3(1.1) 2(0.7) 5(0.9)

HDAC Inhibitors 2{(0.T) 9(3.2) 11 (2.0)
Panobinostat 1(0.4) 8(2.9) 9 (1.6)

Platinum 6(2.1) 4(1.4) 10 (1.8)
Cisplatin 6(2.1) 4(1.4) 10 (1.8)

Radiotherapy 1(0.4) 6(2.2) T(L3)
Radiotherapy 1(0.4) 6(2.2) 7(1.3)

Antimetabolites 4(1.4) 2(0.7) 6 (1.1)

e Exploratory endpoint- Progression-free survival after next-line therapy (PES;)

POM+BTZ+ BTZ+
LD-DEX LD-DEX All subjects
N=281 N=278 N=559

PFS2®

Censored 169 (60.1) 148 (53.2 317 (56.7)

Event 112 (39.9) 130 (46.8) 242 (43.3)
PFS2 (months) 2

Median ° 22.44 16.95 20.11

Two-sided (95% CI) € [18.96. NE] [14.69. 21.09] [17.35,22.83]
6- months Event-Free, % (SE) 84.80 (2.16) 83.90(2.25) 84.35 (1.56)
12- months Event-Free, % (SE) 70.42 (2.86) 63.66 (3.13) 67.12 (2.12)
24-months Event-Free, % (SE) 46.67 (4.17) 36.85 (4.19) 41.91(297)
Hazard Ratio
(POM+BTZ+LD-DEX vs BTZ+LD-DEX) d 0.76 [0.59. 0.99]
[Two-sided 95% CI]

e Exploratory endpoint- Quality of life

Of the ITT population (n = 559), 20% (n = 110) of subjects were not included in the primary HRQoL
analyses due to failure to meet the inclusion criteria. The HRQoL evaluable population consisted of 240
and 209 subjects from the POM and control arms, respectively, accounting for 85% and 75% of the ITT
population in each respective arm. Global Health Status/QoL of QLQ-C30 showed no clinically meaningful
differences between the treatment arms at any cycle. Time to first clinically meaningful worsening have
a median time of 3.0 and 3.4 months for the POM and control arms, respectively.
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e Exploratory endpoint- Healthcare Utilization

During the active treatment period 57.3% and 40.3% of the subjects in the POM + BTZ + LD-DEX and
BTZ + LD-DEX groups, respectively, experienced at least one hospitalization. After adjusting for the
duration of active treatment between treatment groups, the POM + BTZ + LD-DEX group was found to
have a somewhat lower rate of hospitalizations than the BTZ + LD-DEX group (0.149 versus 0.162
hospital admissions per month on treatment; rate ratio: 0.918; 95% Cl: 0.665, 1.267).

Summary of main study

The following tables summarise the efficacy results from the main studies supporting the present
application. These summaries should be read in conjunction with the discussion on clinical efficacy as well
as the benefit risk assessment (see later sections).

Table 33 Summary of Efficacy for trial MM-007

Title: A phase 3, multicentre, randomized, open-label study to compare the efficacy and
safety of pomalidomide, bortezomib and low-dose dexamethasone versus bortezomib and
low-dose dexamethasone in subjects with relapsed or refractory multiple myeloma

Study identifier CC-4047-MM-007, EUDRACT 2014-000268-17
Design Phase 3, randomised, open-label, multicentre
Duration of main phase: | Until disease progression
Hypothesis Superiority
Treatments groups Pom+BTZ+LD-DEX Pomalidomide (4 mg) on Days 1 — 14 of each

21-day treatment cycle.

Bortezomib (1.3 mg/m2/dose): Cycles 1 to 8:
Days 1, 4, 8, and 11, for Cycles 9 onwards;
Days 1 and 8

Low-dose dexamethasone (20 mg/day) (< 75
years old) or 10 mg/day (> 75 years old):
Cycles1to 8: Days 1, 2,4,5,8,9, 11 and 12,
and for Cycles 9 onwards; Days 1, 2, 8, and 9
281 patients randomized

BTZ+LD-DEX Bortezomib (1.3 mg/m2/dose): Cycles 1 to 8:
Days 1, 4, 8, and 11, for Cycles 9 onwards;
Days 1 and 8

Low-dose dexamethasone (20 mg/day) (£ 75
years old) or 10 mg/day (> 75 years old):
Cycles1to 8: Days 1, 2,4,5,8,9, 11 and 12,
and for Cycles 9 onwards; Days 1, 2, 8, and 9
278 patients randomized

Endpoints and Primary PFS Progression-Free Survival
definitions endpoint

Secondary ORR Overall Response Rate

endpoints DoR Duration of Response

os Overall Survival

Exploratory PFS2 Progression-Free Survival from randomization

endpoint to progression on next therapy or death
Database lock 26 Oct 2017

Results and Analysis

Analysis description | Primary Analysis

Analysis population Intent to treat (ITT) population

and time point At the time when the number of PFS events for final analysis was reached
description

Descriptive statistics Treatment group Pom+BTZ+LD-DEX | BTZ+LD-DEX

and estimate Number of subjects 281 278
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variability PFS n (%)
Censored, n(%o) 281 (100.0) 278 (100.0)
Progressed/Died, n(%0) 127 (45.2) 116 (41.7)
154 (54.8) 162 (58.3)
Median (months) 11.20 7.10
ORR n (%) 231 (82.2) 139 (50.0)
DoR
Censored, n (%) 117 (50.6) 68 (48.9)
Progressed/Died, n (%) 114 (49.4) 71 (51.1)
Median (months) 13.70 10.94
Two-sided 95% ClI 10.94, 18.10 8.11, 14.78
OS (Interim analysis)* 40.54 30.46
Median (months) (29.83, NE) (24.61,35.94)
Two-sided 95% ClI
PFS2 Median (months) 22.44 16.95
Two-sided 95% ClI 18.96, NE 14.69, 21.09
Effect estimate per Primary Comparison groups POM+BTZ+LD-DEX v BTZ+LD-DEX
comparison endpoint HR 0.61
PFS 95% CI 0.49, 0.77
P-value <0.0001
Secondary Comparison groups POM+BTZ+LD-DEX v BTZ+LD-DEX
endpoint Odds Ratio 5.02
ORR 95% CI 3.35, 7.52
P-value <0.001
Secondary Comparison groups POM+BTZ+LD-DEX v BTZ+LD-DEX
endpoint HR 0.76
DoR 95% CI 0.56, 1.02
P-value -
Secondary Comparison groups POM+BTZ+LD-DEX v BTZ+LD-DEX
endpoint HR 0.91
oS 95% CI 0.70, 1.18
Logrank 0.4755
p-value(2-sided)
Exploratory Comparison groups POM+BTZ+LD-DEX v BTZ+LD-DEX
endpoint PFS2 | HR 0.76
95% CI 0.59, 0.99
P-value -
Notes Subjects were stratified at randomization by age (< 75 years old versus > 75

years old), number of prior anti-MM regimens (1 or >1), and baseline 2
microglobulin(< 3.5 mg/L, = 3.5 to < 5.5 mg/L, and > 5.5 mg/L).

2.4.2. Discussion on clinical efficacy

Design and conduct of clinical studies

This application for a new indication of pomalidomide is supported by a single phase 3 trial (study MM-07)
that was designed considering the recommended dose from an adequate phase 1 dose finding study
MM-05.

The design of the pivotal study is considered acceptable and the eligibility criteria reflect the intended
patient population with RRMM who have received at least one prior regimen, including lenalidomide. The
combination of BTZ with DEX is approved in the EU for the treatment of adults with progressive MM who
have received at least 1 prior therapy and therefore it is an appropriate comparator. The choice of
endpoints with PFS as primary is satisfactory and the duration of study sufficient for assessment.

The methods, conduct, analysis and reporting of results from the pivotal study are appropriate and there
are currently no concerns to trigger a GCP inspection. The sample size was amended several times during
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this open label study; however these amendments were not based on internal data and are not
considered to bias results. It should also be noted that the DMC conducted an interim analysis after 190
events (blinded to the applicant) and the results are consistent with those of the final analysis at 323
events, which provides reassurance that the estimate of treatment effect is not dependent on the final
sample size used.

Efficacy data and additional analyses

The pivotal study met its primary endpoint and showed a statistically significant PFS advantage in favour
of POM+BTZ+LD-dex with a 39% reduction in risk of death or progression compared to the comparator
(HR 0.61(0.49, 0.77, p<0.0001) supported by sensitivity analysis. The PFS advantage was more
pronounced in patients with only one prior line of therapy (46% risk reduction) but this is expected as
patients tend to become more refractory to new treatments as they receive further lines.

It is clinically relevant that the PFS advantage was seen across subgroups of unfavourable prognosis (e.g.
unfavourable cytogenetics), in particular in LEN refractory patients as this drug is widely used in regimens
in front/earlier setting. In addition, the PFS2 data showed a 24% risk reduction with POM combination
indicating the POM combination does not increase resistance to further treatments.

Results from response rate and other exploratory analysis are also favourable to POM combination.

The interim OS analysis did not show any differences between arms, HR 0.98 (0.73, 1.32) but at the time
of cut off 26 October 2017 data was not mature. An updated OS analysis based on event rate of 43.3%
and after a median follow-up period of 26.2 months has shown a positive trend favouring

POM+BTZ+LD-dex supportive of primary analysis. Overall survival data are still immature and the MAH
will provide the final OS analysis in Q3 of 2021 tin order to confirm the benefit in terms of OS (see Annex

.

2.4.3. Conclusions on the clinical efficacy

The results of the pivotal trial MM-007 trial are considered of clinical relevance. The statistically significant
and clinically relevant improvement in PFS support a clinical benefit associated with the addition of
pomalidomide to standard of care regimen BTZ + LD-DEX in relapsed and refractory multiple myeloma
patients who have received LEN-based treatments earlier in their treatment pathway, including those
who have become LEN-refractory.

The CHMP considers the following measures necessary to address issues related to efficacy in the elderly:

Post-authorisation efficacy study (PAES) MM-007: In order to further investigate the efficacy of
pomalidomide in combination with bortezomib and dexamethasone for the treatment of adult patients
with multiple myeloma who have received at least one prior treatment regimen including lenalidomide,
the MAH should submit the final analysis of OS from the phase 3, randomized, open label study MM-007.
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2.5. Clinical safety

Introduction

Safety analyses were based on the safety population, which was defined as all randomized subjects who
receive at least 1 dose of study drug (POM, BTZ, or LD-DEX). This safety evaluation included all safety
data for the 548 subjects in the safety population as of the data cut-off date of 26 October 2017, including
278 subjects in the POM + BTZ + LD-DEX arm and 270 in the BTZ + LD-DEX.

Patient exposure

Table 34 Dosing Information (Study CC-4047-MM-007) (Safety Population)

POM +~ BTZ +~ LD-DEX BTZ + LD-DEX
N=278 N=2T70
POM BTE LD-DEX BTZE LD-DEX
N=2T78 N=277 N=2T77 N=270 N=270
Treatment Duration (weels) =
Median 38.00 33.00 34.00 21.40 21.20
Min, Max 1.1, 187.3 0.4, 147.0 0.4, 1440 0.4, 1644 0.3 1644
Cumulative Dose (1mg) E
Median 521.00 37.20 1088.00 20 45 714.00
Min, Max 4.0, 3164.0 1.3, 1339 30.0, 3900.0 1.3, 156.0 10.0, 4800.0
Dose Exposure (dn}'s)c
Median 154.0 33.0 70.0 24.0 480
Min, Max 1. 791 1. 103 2, 205 1. 120 1. 240
Average Daily Dose (l.llg.-'da:r)c=
Median 4 00 130 17.80 1.30 20.00
Min. Max 1.2, 43 08 13 59 200 0.8 1.3 4.9 200
Dose Intensicy (mg."dn}')e
Median 2.30 020 4.60 0.20 5.50
Min, Max 0.5 3.1 0.1, 0.4 1.1.133 0.1. 0.4 10,133
Relative Dose Intensit}'f
Median 0.85 0_80 0.80 0.90 090
Min, Max 0.2 1.2 03,18 02 1.8 0.4 1.8 03 1.8
Subjects with at Least 1 Dose 118 (42.4) 148 (532 126 (45.3) 114 (42.2) 890 (33.0)
Reducriom (m, o)
Number of Dose Reducrions — 1.0¢1. 3) 1.0(1.2) 1.0 (1. 3) 1.0 (1. 2) 1.0 (1.4
median (min. max)
Time to First Dose Reducrion {days)=
Median 71.0 67.0 64.0 71.0 490
Min, Max 22, 879 4. 554 1. 759 21. 264 1. 779
Subjects with ar Least 1 Dvose 112 (40 3) 144 (51.8) 114 (41.0) 113 (41.9) T8 (28 9)
Reduction due to AFE (m. %o
Number of Diose Reductions 1.0¢1. 3) 1.0(1.2) 1.0 (1. 3) 1.0 (1. 2) 1.0 ¢1.3)
due to AF — median (min-max)
POM + BTZ + LD-DEX BTZ + LD-DEX
N=2T8 N=2T0
POM BTZ LD-DEX BTZ LD-DEX
N=2T78 N=2T77 N=2TT N=2T0 N=2T0D
Time to First Dose Reducrion due to AE (dawvs)s
Median 64.5 645 740 F1.0 58.5
Min. MMax 22 879 4. 554 3. 750 21. 264 7. 77O
Subjects with at Least 1 Dose 205 (737 154 (55 4) 132 (47.5) 146 (54.1) 95 (35.2)
Inrerruption due to AE (n, %)
Number of Dose Inrerruprtions 201,27 2.0 (1. 14 1.0 (1. 8) 201, 12) 1.0¢1.10)
due to AFE — median (min. max)
Time to First Dose Interruption due to AFE (davs)h
Median 32.0 345 500 46.5 560
Min. hMax 3. 561 4. 519 4. 582 4. 946 4. 1065

BTZ = bortezomib: LD-DEX = low-dose dexamethasone: max = maxinuim: 1min = Ininisrein:
POM = pomalidomide

2 Treatment Duration = (({(last cvcle end date of the study drug) — (the first cycle start date of the study drug) + 13 7 7.

Cumulative Dose is defined as the sum of all doses taken across the treatment period.

Dose exposure is defined as the total number of actual davs on drug durnng the treatment perniod.

Average Daily Dose 1s the cumulanive dose davided by dose exposure.

Dose intensity is defined as the cumulative dose divided by treatment duration

Relative dose intensity 1s defined as dose intensity divided by planned dose intensity.

E Time to the first dose reduction and/or interruption is defined as the time from the first dose date of the study
medication to the start date of the first observed dose reduction and/or intermuption. respectively.

mopon o

"
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Adverse events

Table 35. Overview of TEAE (Study CC-4047-MM-007) (Safety Population)

POM+BTZ+LD-DEX BTZ+LD-DEX
N=178 N=270
n (%) n (%)

Subjects with at Least 1 TEAE 277 (99.6) 264 (97.8)

Subjects with at Least 1 TEAE Related to Any Study

Drug 267 (96.0) 226 (83.7)
Related to POM 229 (82.4) N/A
Related to BTZ 242 (87.1) 219 (81.1)
Related to DEX 219 (78.8) 175 (64.8)

Subjects with at Least 1 NCI CTCAE Grade 3-4 TEAE 251 (90.3) 190 (70.4)

Subjects with at Least 1 NCI CTCAE Grade 3-4 TEAE

Related to Any Study Drug 215(77.3) 126 (46.7)
Related to POM 167 (60.1) N/A
Related to BTZ 159 (57.2) 112 (41.5)
Related to DEX 105 (37.8) 69 (25.6)

Subjects with at least 1 NCI CTCAE Grade 5 TEAE 27(9.7) 12 (4.4)

Subjects with at Least 1 Serious TEAE 159 (57.2) 114 (42.2)

Subjects with at Least 1 Serious TEAE Related to any

Study Drug 83 (29.9) 41 (15.2)
Related to POM 67 (24.1) N/A
Related to BTZ 51(18.3) 33(12.2)
Related to DEX 46 (16.3) 32(11.9)

Subjects with at Least 1 TEAE Leading to

Discontinuation of Any Study Drug 80 (28.8) 51(18.9)
TEAE Leading to Discontinuation of POM 31(11.2) N/A
TEAE Leading to Discontinuation of BTZ 67 (24.1) 50 (18.5)
TEAE Leading to Discontinuation of DEX 47 (16.9) 51(18.9)

Subjects with at Least 1 TEAE leading to Dase

Reduction of POM, BTZ or DEX 200 (71.9) 139 (51.5)
TEAE Leading to Dose Reduction of POM 113 (40.6) N/A
TEAE Leading to Dose Reduction of BTZ 145(522) 112 (41.5)
TEAE Leading to Dose Reduction of DEX 118 (42.4) 78 (28.9)

Subjects with at Least 1 TEAE Leading to Daose

Interruption of Any Drug 244 (87.8) 181 (67.0)
TEAE Leading to Interruption of POM 223 (80.2) N/A
TEAE Leading to Interruption of BTZ 223 (80.2) 175 (64.8)
TEAE Leadng to Interruption of DEX 209 (75.2) 160 (59.3)

BTZ = bortezonub; LD-DEX = low-dose dexamethasone; N/A = not applicable; NCI CTCAE = National Cancer Institute
Common Terminology Criteria Version 4.0 for Adverse Events; POM = pomalidomide; TEAE = treatment-emergent adverse

event.

A TEAE 15 defined as any AE occurning or worsenung on or after the first treatment of study medication and within 28 days after

the latest of the last dose date of any study drug
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Table 36 TEAE Reported in = 5% of Subjects in Either Treatment Arm by System Organ Class
and Preferred Term (Study MM-007) (Safety Population)

POM+BTZ
+LD-DEX BTZ+LD-DEX
N=278 N=270
System Organ Class/Preferred Term® n (%) n (%)
Subjects with at Least 1 TEAE 277 (99.6) 264 (97.8)
Infections and Infestations 223 (80.2) 175 (64.8)
Upper respiratory tract infection 58 (20.9) 48 (17.8)
Pneumonia 53 (19.1) 37(13.7)
Bronchitis 39(14.0) 19 (7.0)
Viral upper respiratory tract infection 31(11.2) 14 (5.2)
Urinary tract infection 27(9.7) 25(9.3)
Influenza 27(9.7) 15 (5.6)
Respiratory tract infection 23 (8.3) 12 (4.4)
Conjunctivitis 21(7.6) 16 (5.9)
Lower respiratory tract infection 22(7.9) 7(2.6)
General Disorders and Administration Site 213 (76.6) 172 (63.7)
Conditions
Fatigue 103 (37.1) 71(26.3)
Edema peripheral 94 (33.8) 54 (20.0)
Pyrexia 64 (23.0) 32(11.9)
Asthenia 48 (17.3) 48 (17.8)
Non-cardiac chest pain 14 (5.0) 13 (4.8)
Nervous System Disorders 205 (73.7) 163 (60.4)
Peripheral sensory neuropathy 133 (47.8) 100 (37.0)
Dizziness 48 (17.3) 28 (10.4)
Headache 31(11.2) 25(9.3)
Tremor 30(10.8) 8(3.0)
Syncope 17 (6.1) 11 (4.1)
Peripheral sensorimotor neuropathy 16 (5.8) 12 (4.4)
Hypoaesthesia 7(2.5) 15 (5.6)
Dysgeusia 18 (6.5) 8(3.0)
Paraesthesia 16 (5.8) 5(1.9)
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POM+BTZ

+LD-DEX BTZ+LD-DEX
N=278 N=270
System Organ Class/Preferred Terms n (%) n (%o)
Gastrointestinal Disorders 195 (70.1) 168 (62.2)
Diarrhoea 04 (33.8) 81 (30.0)
Constipation 102 (36.7) 65 (24.1)
Nausea 49 (17.6) 54 (20.0)
Vomiting 32(11.5) 27 (10.0)
Abdominal pain 27(9.7) 18 (6.7)
Abdominal pain upper 22(7.9) 15 (5.6)
Stomatitis 17(6.1) 1(0.4)
Dry mouth 16 (5.8) 10(3.7)
Abdominal distension 15(5.4) 6(2.2)
Dyspepsia 14 (5.0) 25(9.3)
Blood and Lymphatic System Disorders 187 (67.3) 143 (53.0)
Neutropenia 130 (46.8) 29 (10.7)
Thromboeytopenia 102 (36.7) 103 (38.1)
Anaemia 79 (28.4) 73 (27.0)
Leukopenia 32(11.5) 9(3.3)
Musculoskeletal and Connective Tissue Disorders 171 (61.5) 119 (44.1)
Back pain 52(18.7) 36(13.3)
Muscular weakness 38(13.7) 13(4.8)
Pain in extremity 33(11.9) 36(13.3)
Arthralgia 32(1L.5) 31(11.5)
Muscle spasms 26 (9.4) 14 (5.2)
Bone pain 22(7.9) 15(5.6)
Musculoskeletal pain 17(6.1) 14(5.2)
Myalgia 14 (5.0) 10 (3.7)
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POM+BTZ
+LD-DEX BTZ+LD-DEX
N=278 N=270
System Organ Class/Preferred Terms n (%) n (%)
Metabolism and Nutrition Disorders 144 (51.8) 113 (41.9)
Hypokalaemia 43 (15.5) 30(11.1)
Hyperglycaemia 40 (14.4) 30(11.1)
Decreased appetite 23 (8.3) 26 (9.6)
Hypomagnesaemia 19 (6.8) 7(2.6)
Hypocaleemia 18(6.5) 9(3.3)
Hypophosphatasmia 16 (5.8) 8(3.0)
Respiratory, Thoracic and Mediastinal Disorders 141 (50.7) 107 (39.6)
Cough 57(20.5) 40 (14.8)
Dyspnoea 56 (20.1) 33(12.2)
Psvchiatric Disorders 95 (34.2) 86 (31.9)
Insommnia 45(16.2) 53(19.6)
Depression 15(5.4) 7(2.6)
Anxiety 13(4.7) 16 (5.9)
Skin and Subcutaneous Tissue Disorders 91 (32.7) 59 (21.9)
Rash 26 (9.4) 8(3.0)
Injury, Poisoning and Procedural Complications 85 (30.6) 56 (20.7)
Accidental overdose 23(8.3) 5(1.9)
Fall 17 (6.1) 10(3.7)
Vascular Disorders 79 (28.4) 52 (19.3)
Hypotension 24 (8.6) 14 (5.2)
Hypertension 18 (6.5) 17 (6.3)
Deep vein thrombosis 14 (5.0 5(1.9)
Investigations 70 (25.2) 67 (24.8)
Weight decreased 16 (5.8) 17(6.3)
Weight increased 14 (5.0 17 (6.3)
Cardiac Disorders 63 (22.7) 37(13.7)
Atrial fibrillation 26 (9.4) 5(1.9)
Renal and Urinary Disorders 52 (18.7) 28 (10.4)
Acute kidney injury 15(5.4) 10(3.7)

BTZ =bortezomib: LD-DEX = low-dose dexamethasone: MedDRA = Medical Dictionary for Regulatory Activities:
POM = pomalidomide: TEAE = treatment-emergent adverse event

2 System organ classes and preferred terms are coded using the MedDRA dictionary Version 20.0, and are listed in
decreasing order of frequency for the POM+BTZFLD-DEX column. A subject with multiple oceurrences of the
same preferred term is counted only once in that preferred term.
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TEAE related to study drug

Pomalidomide

A total of 229 (82.4%) subjects experienced at least 1 TEAE considered related to pomalidomide and the
most frequently reported (at least 10% of the subjects) TEAEs included neutropenia (37.8%),
thrombocytopenia (28.1%), fatigue (21.9%), constipation (18.0%), diarrhea (14.4%), and anemia and
peripheral sensory neuropathy (13.3% each).

Table 37 Treatment-emergent Adverse Events (All Grades) Considered Related to

Pomalidomide by the Investigator that Occurred in = 5% of Subjects by System Organ Class
and Preferred Term (Study CC-4047-MM-007) (Safety Population)

POM+BTZ+LD-DEX
N=278
Swystem Organ Class/Preferred Term® n (%o)
Subjects with at Least 1 TEAFE Related to POM 2290 (82.4)
Blood and Lymphatic Syvstem Disorders 138 (49.6)
Neutropenia 105 (37.8)
Thrombocytopenia 78 (28.1)
Amnaemia 37(13.3)
Leukopenia 22(7.9)
General Disorders and Administration Site Conditions 100 (36.0)
Fatigue 61 (21.9)
Asthenia 17 (6.1)
Pyrexia 16 (5.8)
Gastrointestinal Disorders 04 (33.8)
Constipation S0 (18.0)
Diarrhoea 40 (14.4)
Nausea 20(7.2)
Infections and Infestations TT(27.7)
Pneumonia 22(7.9)
Nervous System Disorders 71 (25.5)
Peripheral sensory neuropathy 37(13.3)
Dizziness 16 (5.8)

BTZ = bortezomib: LD-DEX = low-dose dexamethasone: MedDRA = Medical Dictionary for Regulatory Activities:
POM = pomalidomide: TEAE = treatment-cmergent adverse event

a Swystem organ classes and preferred terms are coded using the MedDRA dictionary version 20.0. and are listed in
decreasing order of frequency. A subject with multiple occurrences of the same preferred term is counted only
once in that preferred term. in the highest grade category.

The following Grade 3 or 4 TEAEs were reported more frequently (a difference of at least 2% points) in the
POM + BTZ + LD-DEX arm than in the BTZ + LD-DEX arm:

e Blood and lymphatic system disorders: neutropenia (41.7% versus 8.5%), leukopenia (5.4% versus
1.9%), and febrile neutropenia (3.2% versus none),

¢ Infections and infestations: pneumonia (11.5% versus 6.3%),

e Metabolism and nutrition disorders: hyperglycemia (9.0% versus 5.2%), hypokalaemia (6.1% versus
4.1%), and hypophosphatemia (4.0% versus 1.9%),

¢ Nervous system disorders: peripheral sensory neuropathy (8.3% versus 4.4%) and syncope (5.0%
versus 2.2%),

e General disorders and administration site conditions: fatigue (8.3% versus 3.7%),

e Gastrointestinal disorders: diarrhea (7.2% versus 3.3%) and constipation (2.5% versus 0.4%o),
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e Respiratory, thoracic and mediastinal disorders: pulmonary embolism (4.0% versus 0.4%o),
e Cardiac disorders: atrial fibrillation (3.2% versus 0.7%),

e Renal and urinary disorders: vascular disorders (6.1% versus 3.0%)

e Skin and subcutaneous disorders: rash (2.2% versus none).

Bortezomib

A total of 242 (87.1%) subjects in the POM arm and 219 (81.1%) subjects in the control experienced at
least 1 TEAE considered related to bortezomib. The most frequently reported (at least 10% of the
subjects) in the POM arm were peripheral sensory neuropathy (43.5%), neutropenia (25.5%),
thrombocytopenia (25.2%), fatigue (20.9%), constipation (19.8%), and diarrhea (16.2%); In the
control, were peripheral sensory neuropathy (34.1%), thrombocytopenia (30.0%), fatigue (15.6%),
constipation (13.0%), and diarrhea (12.6%).

Dexamethasone

A total of 219 (78.8%) subjects in the POM arm and 175 (64.8%) subjects in control experienced at least
1 TEAE considered related to dexamethasone. The most frequently reported (at least 10% of the
subjects) in the POM arm were peripheral edema (20.9%), insomnia (13.3%), and hyperglycemia
(12.6%). In the control, the most frequently reported was insomnia (17.8%).
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Table 38 TEAE of Common Terminology Criteria Grade 3 or 4 Severity Reported in = 2% in
Either Treatment Arm (Study CC-4047-MM-007) (Safety Population)

POM+BTZ+LD-DEX BTZ+LD-DEX
. N=278 N=270
Svstem Organ Class/Preferred Term n (%) n (%)
jl}b]_!:f:g with at Least 1 NCI CTCAE Grade 3 or 251 (90.3) 190 (70.4)
Blood and Lymphatic System Disorders 154 (55.4) 112 (41.5)
Neutropenia 116 (41.7) 23 (8.5)
Thrombocytopenia 76 (27.3) 79 (29.3)
Anaemia 39 (14.0) 38(14.1)
Leukopema 15(5.4) 5(1.9)
Lymphopenia 12 (4.3) 8(3.00
Febrile neutropenia 92(3.2) 0 (0.0
Infections and Infestations 86 (30.9) 48 (17.8)
Pneumeonia 32(11.5) 17 (6.3)
Influenza 7(2.5) 4(1.5)
Sepsis 6(2.2) 1(0.4)
Metabolism and Nutrition Disorders 71 (25.5) 49 (18.1)
Hyperglyvcaemia 25(9.0) 14 (5.2)
Hypokalasmia 17 (6.1) 11 (4.1)
Hypophosphataemia 11 (4.0) 5(1.9)
Hyponatremia 7(2.3) g8(3.00
Hyperkalaemia 7(2.5) 2(0.7)
Hyperricaemia 2(0.7) 7(2.6)
Nervous System Disorders 57 (20.5) 32(11.9)
Pernipheral sensory neuropathy 23 (8.3) 12 (4.4)
Syncope 14 (5.0) 6(2.2
General Disorders and Administration Site
Conditions 50 (18.0) 31 (11.5)
Fatigue 23 (8.3) 10 (3.7)
Asthenia 8 (2.9) 8(3.0)
Pyrexia 6 (2.2 2 (0.7)
General physical health deterioration 3(1.1) 7 (2.6)
Gastrointestinal Disorders 36 (12.9) 19 (7.0}
Diarrhoea 20 (7.2) 9(3.3)
Constipation 7(2.5) 1(0.4)
Respiratory, Thoracic and Mediastinal Disorders 24 (8.6) 13 (4.8)
Pulmonary embolism 11 (4.0) 1(04)
Dyspnoea 8 (2.9) 3(1.1)
Cardiac Disorders 22 (7.9) 12 (4.4)
Atrial fibrillation 9(3.2) 2 (0.7
Cardiac failure 3(1.1) 2 (0.7)
Renal and Urinary Disorders 19 (6.8) 6(2.2)
Acute kndney mjury 9(3.2) 4 (1.5)
Vascular disorders 17 (6.1) 8 (3.0)
Hypertension 8(2.9) 4 (1.5)
Skin and Subcutaneous Tissue Disorders 9 (3.2) 0 (0.0)
Rash 6 (2.2 0 (0.0)
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Serious adverse event/deaths/other significant events

Deaths

Table 39 Summary of Deaths (Study CC-4047-MM-007) (Safety Population)

PVd vd

n (%) N=278 N=270
All deaths 86 (30.9) 86(31.9)
‘Within 60 days of first dose 10 (3.6) 13 (4.8)
Within 100 days of first dose 20(7.2) 22(8.1)
Deaths during treatment (within 28 days of last dose) 27(9.7) 12 (4.4)
Within 60 days of first dose §(2.9) 10 (3.7)
Within 100 days of first dose 15(5.4) 12 (4.4)
Deaths during follow-up (> 28 days of last dose) 59 (21.2) 74 (27.4)

Table 40 Cause of Death Over Entire Study Period (Study CC-4047-MM-007) (Safety

Population)
POM+BTZ+LD-DEX BTZ+LD-DEX
. N=278 N=270
System Organ Class/Preferred Term n (%o) n (%o)
Number of Subjects Died 86 (30.9) 86(319)
Neoplasms Benign, Malignant and 53 (19.1) 59 (21.9)
Unspecified (Incl Cysts and Polvps)
Plasma cell myeloma 50 (18.0) 39(21.9)
Metastases to meninges 1(0.4) 0(0.0)
Plasma cell leukaemia 1(0.4) 0(0.0)
Scrotal cancer 1{(0.4) 0{0.0)
Infections and Infestations 15 (5.4) 13 (4.8)
Pneumonia 3(1.1) 4(1.5)
Septic shock 3(1.1) 0(0.0)
Escherichia sepsis 1(0.4) 2(0.7)
Sepsis 1(0.4) 2(0.7)
Clostridium difficile colitis 1(0.4) 0(0.0)
H1IN1 influenza 1(0.4) 0 (0.0)
Infection 1(0.4) 0(0.0)
Influenza 1(0.4) 0(0.0)
Pneumonia cytomegaloviral 1(0.4) 0(0.0)
Staphylococcal sepsis 1(0.4) 0(0.0)
Streptococcal sepsis 1(0.4) 0(0.0)
Lower respiratory tract infection 0(0.0) 2(0.7)
Bronchopulmonary aspergillosis 0(0.0) 1(0.4)
Lung infection 0(0.0) 1(04)
Staphylococcal bacteraenua 0(0.0) 1(04)
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POM+BTZ+LD-DEX

BTZ+LD-DEX

N=278 N=270
System Organ Class/Preferred Term® n (%) n (%0)
General Disorders and Administration Site 9(3.2) 5(1.9)
Conditions
Death 9(3.2) 4(1.5)
General physical health deterioration 0(0.0) 1(04)
Cardiac Disorders 4(1.4) 3(1.1)
Cardiac arrest 3(1.D 1(04)
Cardio-respiratory arrest 1(04) 0(0.m
Myocardial infarction 0(0.0) 1{(0.4)
Pericardial effusion 0(0.0) 1{(0.4)
Respiratory, Thoracic and Mediastinal 2(0.7) 0 (0.0)
Disorders
Acute pulmonary oedema 1(04) 0(0.0)
Respiratory failure 1(04) 0(0.0)
Nervous System Disorders 1(0.4) 1(0.4)
Cerebral haemorrhage 1(0.4) 0(0.)
Encephalopathy 0(0.M 1(0.4)
Immune Svstem Disorders 1(0.4) 0(0.0)
Graft versus host disease 1(04) 0(0.0)
Injury, Poisoning and Procedural 1(0.4) 0(0.0)
Complications
Subdural haematoma 1(04) 0(0.0)
Investigations 0 (0.0) 1(0.4)
Morganella test positive 0(0.0) 1(04)
Metabolism and Nutrition Disorders 0 (0.0) 1(0.4)
Hypernatraenua 0(0.0) 1{(04)
Musculoskeletal and Connective Tissue 0 (0.0) 1(0.4)
Disorders
Osteorrhagia 0(0.0) 1(04)
Renal and Urinary Disorders 0(0.0) 1(0.4)
Chronic kidney disease 0(0.0) 1(04)
Vascular Disorders 0(0.0) 1{(0.4)
Shock haemorrhagic

1(0.4)

Assessment report
EMA/CHMP/674052/2018

Page 68/86



Serious adverse events (SAESs)

Table 41 TE SAE in = 1% of Subjects in Either Arm (Study CC-4047-MM-007) (Safety

Population)
POM+BTZ+LD-DEX BTZ+LD-DEX
N=278 N=270
System Organ Class/Preferred Term * n (%) n (%)
Subjects with at Least One Treatment Emergent 159 (57.2) 114 (42.2)
Serious Adverse Events
Infections and Infestations 90 (32.4) 48 (17.8)
Pneumonia 32(11.5) 17 (6.3)
Influenza 8(2.9) 4 (1.5)
Lower respiratory tract infection 8(2.9) 2(0.7
Reespiratory tract infection 61(2.2) 0 (0.0)
Septic shock 6(2.2) 0 (0.0
Sepsis 5(1.8) 1(0.4)
Clostridinm difficile colitis 4(1.4) 0(0.0)
Bronchitis 3(1.1) 2(0.7)
Infection 3(1.1) 1(0.4)
Lung infection 3(l.1) 1(0.4)
Upper respiratory tract infection 2(0.7) 3(1.1)
Cardiac Disorders 25(9.0) 9(3.3)
Atnial fibrillation T(2.3) 2{(0.7
Cardiac failure 3(1.1) 2(0.7)
General Disorders and Administration Site Conditions 24 (8.6) 20 (7.4)
Pyrexia 11 (4.0 5(1.9)
General physical health deterioration 5(1.8) 9(3.3)
Non-cardiac chest pain 3(1.1) 2(0.7)
Death 3(1.1) 0(0.00)
Nervous System Disarders 20(7.2) 17 (6.3)
Syncope 61(2.2) 5(1.9)
Respiratory, Thoracic and Mediastinal Disorders 18 (6.5) 12 (4.4)
Pulmonary embolism 829 1(0.4)
Dvspnoea 4(1.4) 1(0.4)
Pleural effusion 2(0.7) 3(1.1)
POM+BTZ+LD-DEX BTZ+LD-DEX
N=278 N=270
System Organ Class/Preferred Term * n (%) n (%a)
Gastrointestinal Disorders 17 (6.1) 14 (5.2)
Diarthoea 5(1.8) 6 (2.2)
Renal and Urinary Disorders 14 (5.0) 6 (2.2)
Acute kidney injury g (2.9) 6(2.2)
Blood and Lymphatic System Disorders 11 (4.0) 10 (3.7)
Anaemia 3(1.1) 5(1.9)
Febrile neutropenia 5(1.8) 0 ¢0.0)
Thrombocytopenia 1(0.4) 3(1.1)
Hyperviscosity syndrome 0 (0.0) EXERS)
Neoplasms benign, Malignant and Unspecified (Incl 10 (3.6) 6 (2.2)
Cysts and Polyps)
Basal cell carcinoma 4(1.4) 1 (0.4)
Metabolism and Nutrition Disorders 10 (3.6) T (2.6)
Hyperglycaemia 3(1.1) 1 (0.4)
Musculoskeletal and Connective Tissue Disorders 10 (3.6) 6 (2.2)
Back pain 3(1.1) 1 (0.4)
Vascular Disorders 8 (2.9) 7 (2.6)
Deep vein thrombosis 4(1.4) 401.5)
Hypotension 3(1.1) 1(0.4)
Injury, Poisoning and Procedural Complications 6(2.2) 9 (3.3)
Femur fracture 1¢0.4) 3¢1.1)
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Other significant events

Table 42 TEAE of interest category (Study CC-4047-MM-007) (Safety Population)

ALL TEAE=: Grade 3 or 4 TEAES® Serions TEAEs
POM~+ POM+ POM+
BTZ+ ETZ+ BTZ+ BTZ+ BTZ+ BTZ+
LD-DEX LD-DEX LD-DEX LD-DEX LD-DEX LD-DEX
Event of Interest _
Category/ N=17% N=1TD N=1T8 N=1T0 N=178 N=1T0
Preferred Term® m (%) m (%) n (% n (%4) o (%) m (%)
Subjects with at Least 1 ITH(RED) | M3 (0.0 | 208 (T48) | 137(50.7) | 114 (41.0) 71 (26.3)
TEAE of Interest
Infections and Infestations | 223 (80.2) | 175 (64.8) 86 (30.9) 42 {17.8) a0 (32.4) 48(17.8)
Peripheral Meuropathy 154354 | 117(43.3) 32 (11.5) 14 (5.2) 2(0.T) 1(04)
Wentropenia 142 (51.1) 36(13.3) 121 (43.5) 28 (104) T(2.5) 0
Thrombocytopenia 102 (36.7) | 106 (39.3) T6(27.3) B0 (29.8) 1 (04 3(1.1)
Sommolence inchiding 5T (20.5) 34(12.8) i) 2{0.T) 104 200.7)
dizziness and confusion
Eleading 48(17.3) 43 (15.9) i) 7 ERUmY] 6(22
Cardiac arthythmiz 44(15.8) 16 (5.5 14 (5.0 4(15 13{4.T) 4(1.3)
Venous thromboembaolic 32(11.5) T(2.6) 15 (5.4 2{0.T) 12(4.3) 4(1.5)
event
Hepatic disorders 2797 156 (3.5 B2 10 (3.7 1 (04 3(1.1)
Anzipadema 18 (6.5) 10 (3.7) 0 ] 0 0
Arute renal failure 17(6.1) 14(53.1) 10 (3.6) 6{22) 9(3.I) 6 (2.2)
Cardiac fajhre 12{43) 4(1.5) 5(1.8) 4(15 6(2.2) 4(1.5)
Cataract 10 {3.6) 000.0) 3(1L1) o{o.m 0 (0.0 0 (0.0)
Herpes zoster vims B2 4(1.5) 0(0.0) oo 1(04) 0 (0.0)
infiection
Acure diffuse infilirative T(235) 3(1.1) 3(1L.1) 2{0.T) 104 2(0.7)
pulmomary
dizease Interstitial lung
diseass
Cerebrovasoular accident 4(1.4) 1(0.4) (0.7 1{04) ERUmY] 1(04)
Arerial thrombosmbalic 311} 4 (1.5 1{0.4) 3(1.1) 2(0.7) 3(1.1)
event
Myocardial infarction 3(1.1) 3(1.1) 2{0.T) 3(1.1) 3(1.1) 2(0.7)
Thyroid disorders 200.7) 4(1.5) 1{0.4) 0 (0.0) 0 (0. 1(04)
Severs skin reactions 200.7) 0 (0.0} 1{0.4) 0 (0.0) 0 (0. 0 (0.0)
Gasmointestinal perforation 1(04) 0 (0.0} 0{0.0) 0 (0.0) 0 (0. 0 (0.0)
Guillain-Bame syndrome 1(04) 0 (0.0 1(0.4) 0 (0.0) 1{24 0 000y
Hypersensitivity 1(04) 0 (0.0) 0{0.0) 0 (0.0) 0 (0.0) 0 (0.0)
Tumour lysis syndrome 1(0.4) 0 (0.0) 1{0.4) 0 (0.0} 1024 0 (0.0)
Pericardial dizeaze 000y 200.7) 0{0.0) (0T 0 (0. 1(04)
Teratogenicity 000y 1(0.4) 0{0.0) 1(04) 0 (0. 1(04)

BTZ = bortezomib; LO-DEX = low-dose dexamethasone; MadDPA = Medical Dictionary for Fegulatory Activities;

POM = pomalidomide; TEAE = treamment-smergent advarse event

i Preferred terms are coded using the MedDF_A dictionary Version 20.0. Catepories are listed in decreasing order of

frequency for the first POM+BTZ+LD-DEX column A subject was counted enly once for multiple events within
preferred term/system organ class.
¥ Graded using Mationsl Cancer Institute Common Terminology Criteria Version 4.0 for Adverse Events.
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e Neutropenia and thrombocytopaenia

Table 43 TEAE of Interest — Neutropenia (Study CC-4047-MM-007) (Safety Population)

ALL TEAEs Grade 3 or 4 TEAEsb Serious TEAEs
POM+ POM+ POM+
BTIZ+ BTZ+ BTZ+ BTZ+ BTZ+ BTZ+
TEAE of Inferest L]Z"l-DEX LI')-DE); LI?-DER LI?-DEA LI_)-DEX LD-DEX
Category/ N=278 N=270 N=278 N=270 N=278 N=270
Preferred Term n (%) n (%) n (% n (%) n (%) n (%)
Neutropenia 142 (51.1) 36 (13.3) 121 (43.5) 28 (10.4) 7(2.5) 0 (0.0)
Neuftropenia 130 (46.8) 29 (10.7) 116 (41.7) 23 (8.5) 1(0.4) 0(0.0)
Leukopenia 32(11.5) 9(3.3) 15(5.4) 5(1.9) 0(0.0) 0(0.0)
Febrile neutropenia 9(3.2) 0(0.0) 9(3.2) 0(0.0) 5(1.8) 0(0.0)
Neutrophil count - } n ’ ‘ .
decreased 2(0.7) 1(0.4) 2(0.7) 1(0.4) 1(0.4) 0(0.0)

In patients receiving combination therapy with pomalidomide in clinical studies, thrombocytopenia
occurred in 27.0-36.7% of patients. Thrombocytopenia was Grade 3 or 4 in 20.7-27.3% of patients, led
to pomalidomide discontinuation in 0.7% of patients and was serious in 0.4-1.7% of patients.

e Infection

In patients receiving combination therapy with pomalidomide in clinical studies, infection occurred in
55.0-80.2% of patients (24.0-30.9% Grade 3 or 4). Upper respiratory tract infection and pneumonia
were the most frequently occurring infections. Fatal infections (Grade 5) occurred in 2.7-4.0% of
patients. Infections led to pomalidomide discontinuation in 2.0-2.9% of patients.

e Bleeding

Haemorrhagic disorders have been reported with pomalidomide, especially in patients with risk factors
such as concomitant medicinal products that increase susceptibility to bleeding. Haemorrhagic events
have included epistaxis, intracranial haemorrhage and gastrointestinal haemorrhage.

e Venous Thromboembolic Events

In patients receiving combination therapy with pomalidomide in clinical studies, venous thromboembolic
events (VTE) occurred in 3.3-11.5% of patients (1.3-5.4% Grade 3 or 4). VTE was reported as serious in
1.7-4.3% of patients, no fatal reactions were reported, and VTE was associated with pomalidomide
discontinuation in up to 1.8% of patients.

e Peripheral Neuropathy

In study CC-4047-MM-007, peripheral neuropathy occurred in 55.4 % of patients who received
pomalidomide in combination with bortezomib and low-dose dexamethasone (Pom+Btz+LD-Dex) and
43.3% of patients receiving bortezomib and low-dose dexamethasone (Btz + LD-Dex). Peripheral
neuropathy was reported as Grade 3 in 10.8% of patients in the Pom + Btz + LD-Dex arm and 5.2% in the
Btz + LD-Dex arm. Grade 4 was reported infrequently; 0.7% of patients in Pom + Btz + LD-Dex arm and
none in Btz + LD-Dex arm. Exposure-adjusted rates were comparable across treatment arms.
Approximately 30% of the patients experiencing peripheral neuropathy had a history of neuropathy at
baseline. Peripheral neuropathy led to discontinuation of bortezomib in approximately 12.9% of patients,
pomalidomide in 1.8% and dexamethasone in 2.2 - 8.9% of patients, respectively.
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Table 44 Permanent study drug discontinuation, dose reduction, and dose interruption due to
TEAEs in the events of interest category of peripheral neuropathy (Study CC-4047-MM-007)
(Safety Population)

Fvd vd All subjects
N=178 N=1T0 N==548
n (%) n (%) n (%)
Permanent discontinuation
Pomalidomide 5(1L.8) LA
Dexamethasons 6(2.2) 2488 30(5.5)
Bortezomib 36(12.9) 26 (9.5) 62 (11.3)
Dose reduction(s)
Pomalidomide 5(L.8) HA
Dexamethasons 311y 5(1.9) B(l.5)
Bortezomib TTEL.T 70 (25.9) 147 (26.8)
Dose interruption(s)
Pomalidomide 16 (5.8) HA
Dexamethasone 14 (5.0) 23 (8.5) 37(6.8)
Bortezomib H(15.8) 34124 TE(14.2)

A = not available: PVd = pomalidomide, hortezomi®, and low-dose dexamethasons; TEAE = treaiment-emergent adverse
event; Vid = borfezomdb and low-dose dexamethasons.

Source: CSE MM-007 Table 143 2.16.9; Annex, |, Fesponse Table 14.1 and Response Table 142

Data outoff date: 26 Oct 2017

e Second Primary Malignancies (SPM)

Table 45 Summary of Frequencies and Incidence Rates of Second Primary Malignancies
(Study CC-4047-MM-007) (Safety Population)

POM + BTZ + LD-DEX BTZ + LD-DEX
(N =278) (N=270)
IR IR
per 100 per 100
SPM Category n (%) PY* (95% CI) n (%) PY? (95% CI)
Hematologic Malignancies 1(0.4) 0.29 (0.04-2.07) 0(0.0) - -
AML 0(0.0) - - 0(0.0) - -
MDS to AML 0 (0.0 -- - 0(0.0) - -
MDS 1(0.4) 0.29 (0.04-2.07) 0(0.0) - -
B-cell malignancies 0(0.0) -- - 0(0.0) - -
Solid Tumors 1(0.4) 0.29 (0.04-2.07) 1(0.4) 0.30 (0.04-2.14)
Invasive SPMs 2(0.7) 0.58 (0.15 -2.33) 1(0.4) 0.30 (0.04 -2.14)
TOTAL SPMs 9@3.2) 2.70 (1.41 -5.20) 4(1.5) 1.22 (0.46 - 3.25)

Laboratory findings
Hematology

The percentages of subjects with Grade 3 or 4 hemoglobin, lymphocyte, and platelet values were similar
in the POM + BTZ + LD-DEX and BTZ + LD-DEX treatment arms. Substantially higher percentages of
subjects in the POM + BTZ + LD-DEX arm than in the BTZ + LD-DEX arm experienced Grade 3 leukocyte
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and Grade 3 and Grade 4 neutrophil values. Neutropenia (PT) was reported as a TEAE in 130 (46.8%)
subjects in the POM + BTZ + LD-DEX arm and 29 (10.7%) subjects in the BTZ + LD-DEX arm.

Clinical Chemistry

For most tests, the percentages of subjects with Grade 3 or 4 values were relatively low and similar in the
2 treatment arms. Test with the largest differences in subjects with Grade 3 values between the POM +
BTZ + LD-DEX and BTZ + LD-DEX treatment arms was calcium (14 subjects [5.1%] versus 4 subjects
[1.590]).

One subject in the POM + BTZ + LD-DEX arm was reported with Grade 4 calcium at baseline; the value
shifted to Grade 3 postbaseline. Two subjects in the POM + BTZ + LD-DEX arm were reported with Grade
4 calcium corrected for albumin at baseline. The value shifted to Grade 3 postbaseline for 1 subject and
the other subject had additional Grade 4 values postbaseline. One subject in the POM + BTZ + LD-DEX
arm was reported with Grade 4 magnesium at baseline; the subject had additional Grade 4 readings

postbaseline. Seven subjects in the POM + BTZ + LD-DEX arm and 2 subjects in the BTZ + LD-DEX were
reported with Grade 4 urate at baseline. In the POM + BTZ + LD-DEX arm, the values shifted to normal
postbaseline for 1 subject and Grade 1 postbaseline for 3 subjects. Three other subjects in the POM + BTZ
+ LD-DEX arm and the 2 subjects in the BTZ + LD-DEX arm had additional Grade 4 values postbaseline.

Safety in special populations

No clinically meaningful differences were noted in the safety profile of POM + BTZ + LD-DEX when
analyzed by age (< 75 years, > 75 years; < 65 years, > 65 years).

Safety related to drug-drug interactions and other interactions

Not applicable.

Discontinuation due to adverse events

Table 46. Overview of discontinuation due to adverse events (Study CC-4047-MM-007)
(Safety Population)

POAR+BTZ+LD-DVEX BTZF+-LD-DEX
N=1T8 =170
o {a) n {9
Subjects with at Least 1 TEAE ILeading to
Discontinuation of Any Study Drug 80 (28.8) 51(18.9)
TEAE Leading to Discontinuation of POM 31(11.2) NA
TEAE Leading to Discontinuation of BTZ 67 (24.1) 50 (18.5)
TEAE Leading to Discontinuation of DEX 47(16.9) 51(18.9)
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Table 47 TEAE Leading to Discontinuation of Pomalidomide in =21% of the Subjects by System
Organ Class and Preferred Term (Study CC-4047-MM-007) (Safety Population)

POM+BTZ+LD-DEX
N=178
System Organ Class/Preferred 'l'\t:'rmrI n (%)
Subjects with at Least 1 TEAE Leading to Discontinuation of POM 31(11.2)
Nervous System Disorders 7(2.3)
Penpheral sensory neuropathy 3(L.1)
General Disorders and Administration Site Conditions 6(22
Fatigue 4(14)
Respiratory, Thoracic and Mediastinal Disorders 4(1.4)
Pulmonary embolism 3(L.1)

Post marketing experience

Since the initial marketing authorization, 77,428 patients have been exposed to pomalidomide. The
safety profile has been well defined in the RRMM population and is discussed in the most recent periodic
safety update report (PSUR) (version 8) for the reporting period 8 February 2017 to 7 February 2018.

2.5.1. Discussion on clinical safety

Safety data from a total of 548 subjects were included in this report in order to evaluate the safety profile
of POM together with standard background therapy, 278 subjects received POM in combination with
standard background therapy (POM+BTZ+LD-DEZ) and 270 subjects received background therapy alone
(BTZ+LD-DEX). The number of exposed subjects and degree of exposure is considered sufficient to
evaluate the safety of POM in combination with the background therapies.

Treatment was generally well tolerated and the median relative dose intensity was high for POM (0.8),
and was comparable for both BTZ (0.8 versus 0.9) and DEX (0.8 vs 0.9) in the POM + BTZ + LD-DEX vs
the BTZ + LD-DEX arm, respectively. Treatment duration of BTZ (33.0 versus 21.4 weeks) and DEX (34.0
versus 21.2 weeks) was substantially longer in the POM + BTZ + LD-DEX arm compared to the BTZ +
LD-DEX arm, indicating that triplet therapy allowed for longer usage and higher cumulative doses of BTZ
and DEX.

Overall, the most frequently reported ADRs (all grades) by preferred term in the POM + BTZ + LD-DEX
arm were peripheral sensory neuropathy (47.8%), neutropenia (46.8%), fatigue (37.1%),
thrombocytopenia and constipation (36.7% each), peripheral edema and diarrhea (33.8%). In the BTZ +
LD-DEX arm, the 5 most frequently reported TEAEs were thrombocytopenia (38.1%), peripheral sensory
neuropathy (37.0%), diarrhea (30.0%), anemia (27.0%), and fatigue (26.3%).

Infections occurred frequently in both arms; 80.2% all grades and 30.9% Grade 3 or 4 in the POM + BTZ
+ LD-DEX arm compared with 64.8% all grades and 17.8% Grade 3 or 4 in the BTZ + LD-DEX arm;
however, exposure-adjusted rates were similar between the 2 treatment arms. Most subjects in both
treatment arms who developed infections did not have a concurrent Grade 3 or 4 neutropenia. Infections
seldom led to treatment discontinuation or death during the treatment period.

Neutropenia occurred more frequently in the POM + BTZ + LD-DEX arm; Grade 3 or 4 neutropenia
occurring in 41.7% of subjects in the POM + BTZ + LD-DEX arm compared to the 8.5% in the BTZ +
LD-DEX arm. The frequency of febrile neutropenia was low; 3.2% in the POM + BTZ + LD-DEX arm and
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no recorded events in the BTZ + LD-DEX arm. Most subjects who developed a Grade 3 or 4 neutropenia
did not develop concurrent infections in either arm. The frequency of thrombocytopenia was similar
(36.7% in the POM + BTZ + LD-DEX arm compared with 39.3% in the BTZ + LD-DEX arm); and bleeding
events occurred at similar rates between treatment arms (17.3% versus 15.9%, respectively).
Neutropenia and thrombocytopenia occurred most frequently in the first 2 cycles of treatment with
pomalidomide.

Peripheral neuropathy occurred more frequently in the POM + BTZ + LD-DEX arm (55.4%) compared to
the BTZ + LD-DEX arm (43.3%); however, exposure-adjusted rates were comparable across treatment
arms. Approximately 30% of the subjects experiencing PN already had a history of neuropathy at
baseline. Peripheral neuropathy was reported as Grade 3 or 4 in relatively few subjects (11.5% and 5.2%,
respectively).

Venous thromboembolic events, including deep venous thrombosis and pulmonary embolus, occurred
more frequently in the POM + BTZ + LD-DEX arm than in the BTZ + LD-DEX arm (11.5% versus 2.6%).
None of these events in either arm resulted in death.

Cardiac arrhythmias occurred more frequently in the POM + BTZ + LD-DEX arm (15.8%) compared to the
BTZ + LD-DEX arm (5.9%), driven primarily by atrial fibrillation (9.4% versus 1.9%, respectively). Grade
3 or 4 atrial fibrillation occurred infrequently in both treatment arms (3.2% versus 0.7%). Most subjects
who developed atrial fibrillation had a history of cardiac disorders, and/or other comorbidities that could
increase the risk of developing atrial fibrillation.

Ventricular arrhythmias were infrequently (< 1.0%) reported and at similar rates between treatment
arms.

In summary, 172 (31.4%) deaths occurred in the safety population over the entire study period, at a
comparable rate across treatment arms (30.9% and 31.9%, respectively). The most common cause of
death in both treatment arms was progression of MM; particularly plasma cell myeloma (18.0% and
21.9% of subjects in the POM + BTZ + LD-DEX and BTZ + LD-DEX arms, respectively), and plasma cell
leukemia and metastases to the meninges (due to MM) in 1 subject each for the POM + BTZ + LD-DEX
arm. Death due to infections and infestations occurred in 5.4% and 4.8%, of subjects respectively, not
unexpectedly as infection is the leading cause of death in patients with myeloma (Nucci, 2009).

More deaths were reported during the treatment period in the POM + BTZ + LD-DEX arm compared with
the BTZ + LD-DEX arm (9.7% versus 4.4%). This observation likely reflects the substantially longer
treatment duration in the POM + BTZ + LD-DEX arm compared with the BTZ + LD-DEX arm (median
treatment duration 38 weeks versus 21 weeks, respectively). In support of this observation, the incidence
of all deaths and on-treatment deaths during the first 60 and 100 days of treatment were comparable
across treatment arms. More deaths occurred during the follow-up phase in the BTZ + LD-DEX arm
compared with the POM + BTZ + LD-DEX arm (74 [27.4%]) versus 59 [21.2%]), again potentially
reflecting the difference in study treatment duration between arms. Most of these deaths were due to
plasma cell myeloma.

2.5.2. Conclusions on clinical safety

The safety profile of POM + BTZ + LD-DEX was consistent with the well-established safety profiles of each
drug in the triplet therapy. There is no new safety concern arising from the data in the new population of
RRMM patients after at least one prior treatment. Toxicities were generally manageable with dose
reductions and interruptions, and study drug discontinuations due to AEs were infrequently reported.
Data from POM + BTZ + LD-DEX define a manageable safety profile with no clinically relevant differences
from the current product information for POM + DEX and BTZ.
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2.5.3. PSUR cycle

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 under Article 107c(7) of Directive 2001/83/EC
and any subsequent updates published on the European medicines web-portal.

2.6. Risk management plan

The MAH submitted an updated RMP (version 15.0 and 15.1) with this application.

The CHMP received the following PRAC Advice on the submitted Risk Management Plan:

The PRAC considered that the risk management plan version 15.1 is acceptable.

The CHMP endorsed the Risk Management Plan version 15.1 with the following content:

2.6.1. Safety Specification

Table 48 Summary of safety concerns

Important Identified Risks

Teratogenicity

Severe infection due to neutropenia and pancytopenia
Thrombocytopenia and bleeding

Cardiac failure

Non-melanoma skin cancer

Important Potential Risks

Other second primary malignancies
Cardiac arrhythmia

Missing Information

None

The safety concerns are unchanged from those relating to the current indication, which is in line with the
CHMP assessment that the safety profile of the triplet combination of pomalidomide + bortezomib +
dexamethasone is in line with the safety profile of each drug.
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2.6.2. Pharmacovigilance Plan

Table 49 On-going and planned additional PhV studies/activities in the Pharmacovigilance

Plan
Study Summary of Objectives Safety Concerns Addressed | Milestones Due Dates
Status
Category 1 — Imposed Mandatory Additional Pharmacovigilance Activities which are Conditions of the Marketing
Authorisation
Study CC-4047- — Monitor incidence of Teratogenicity, severe Started 31 Aug 2023
MM-015 ADREs in “real world infection due to neutropenia patient (Final report)
Started situation” and pancytopenia, recruitment Updates with

thrombocytopenia and 26 Jun 2014 | pgURs

— Monitor implementation
and compliance of
Celgene PPP

bleeding, cardiac failure,
NMSC. other SPM, cardiac
arthythmia.

Category 2 — Imposed Mandatory Additional Pharmacovigilance Activities which are Specific Obligations in the
Context of a Conditional Marketing Authorisation or a Marketing Authorisation under Exceptional Circumstances

None Not available Not available Not available | Not available
Category 3 — Required Additional Pharmacovigilance Activities
Solicited reporting | — Monitor incidence of NMSC, other SPM Please note: | PSUR/DSUR
of SPM in all SPM in the clinical trial Ongomng. cycle
Celgene sponsored setting Safety
clinical studies updates to be
Started submitted

with future

PSURs
Study Summary of Objectives Safety Concerns Addressed | Milestones Due Dates
Status
Long-term — Long-term follow-up of | NMSC. other SPM Please note: | PSUR/DSUR
follow-up of SPM in SPM 1n all Ongoing. cycle
all Celgene-sponsored Safety
Celgene-sponsored climical studies updates to be
clinical studies submitted
Started with future

PSURs

There are no new studies in the Pharmacovigilance Plan which is agreed.
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2.6.3. Risk Minimisation measures

Table 50 Summary of risk minimisation measures

Safety
Concern

Risk Minimisation Measures

Pharmacovigilance Activities

Important Identified Risks

Teratogenicity

Routine Risk Minimisation Activities:
SmPC

— Contramndicated m pregnant women and 1n women
of childbearing potential, unless all the conditions
of the PPP are met. Pomalidomide is also
contraindicated in male patients unable to follow
or comply with the required contraceptive
measures (Section 4.3).

— Warnings: criteria for women of non-childbearing
potential, counselling, contraception, pregnancy
testing, precautions for men. additional
precautions, prescription duration (Section 4.4).

— Stringent controls are required to ensure exposure
of an unborn child to pomalidomide does not occur
(Section 4.4). These include: counselling,
contraception, pregnancy testing, precautions for
men, additional precautions and prescription
duration.

PL

— The PL warmns of the potential teratogenic effects
of pomalidomide and the need to avoid pregnancy.

Additional Risk Minimisation Activities:
Celgene PPP
— Educational Programme
o DHPC prior to launch (*Dear HCP” Letter).
o HCP kit to mnclude booklet.

o Treatment algonthm, pregnancy reporting form_
Patient Card and/or equivalent tool, and Patient
Brochure.

— Therapy management

o Criteria for determining women of childbearing
potential, contraceptive measures and
pregnancy testing for women of childbeaning
potential.

o Advice m SmPC. DHPC and educational
materials.

— System to ensure appropriate measures have been
completed

o Patient Card to document childbearing status,
counselling and pregnancy testing.

Routine Pharmacovigilance Activities
Bevond Adverse Reactions Reporting
and Signal Detection:

— Expedited reporting of all pregnancies
and abnormal pregnancy test results

— Optimise data collection and reporting
of pregnancies by use of pregnancy
report forms in HCP Kits

— Follow-up of abnormal pregnancy test
results

— Follow-up of all pregnancies untl
outcome 1s known.

— Follow-up of infant until one year
after delivery

— Root cause analysis of failed Celgene
PPP as part of standard follow-up

— Review of PSURs (peniodic and
cumulative).

Additional Pharmacovigilance:

Study CC-4047-MM-015:

Noninterventional postauthorisation

registry of patients treated with

pomalidomide for RRMM to monitor

incidence of ADRs in “teal world

situation” and to menitor

implementation and compliance of the

Celgene PPP on a country basis 1n

agreement with the relevant NCA (ie,

monitoring of Patient Card completion).
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Safety Concern

Risk Minimisation Measures

Pharmacovigilance Activities

Severe Infection
due to
Neutropenia and

Routine Risk Minimisation Activities:
SmPC

— Dose modification advice for neutropenia

Routine Pharmacovigilance Bevond
Adverse Reactions Reporting and
Signal Detection:

Pancytopenia (Section 4.2). — If there 1s a change in nature or
) . _ frequency observed or significant
— Warnmg of neutropemia, and advice for blood c]JTical ﬁ};]dmgs emerge gt?:ese events
e s e e Y for e st S weeks and | will be analysed ia the PSURs.
_ . .| - Additional information fr '
— Warning regarding HBV reactivation and advice cljuilca.cl’r:fiq?: ormation tom ongoig
that HBV status should be established before o ] ]
treatment (Section 4.4). — Event specific questionnaire for the
. . : . llection of the AE and follow-up.
— Neutropenia, pancytopenia and infections and co. lec ron ot e :fln_ orowp
infestations are listed as ADRs and neutropenia Additional Pharmacovigilance:
and mfection are discussed in Section 4.8, Study CC-4047-MM-015:
PL Noninterventional postauthorisation
) ) i ) o registry of patients treated with
_ Admce_ro pa_l_:lents mcludm_g a warning that th_& pomalidomide for RRMM to monitor
doctor 15 gd_\-l%d to cl_leck 1_f the pahﬂ:ﬂ has ever incidence of ADRs in “real world”
had hepatitis B infection prior to starting situation.
pomalidomide treatment.
— A warning that pomalidomide may cause a
reduction 1 the number of RBCs, WBCs. and
platelets at the same time (pancytopenia). and
describes possible symptoms.
Additional Risk Minimisation Activities:
— None proposed.
Thrombocytopenia | Routine Risk Minimisation Activities: Routine Pharmacovigilance Bevond
and Bleeding SmPC Adverse Reactions Reporting and

— Dose modification advice for thrombocytopenia
(Section 4.2).

— Warning of thrombocytopenia. and advice for
blood tests at baseline, weekly for the first
8 weeks and monthly thereafter. Advice to
monitor for signs of bleeding (Section 4.4)

— Thrombocytopenia. intracranial haemorrhage and
gastrointestinal haemorrhage are listed as ADRs
and discussed 1 Section 4 8.

PL

— The PL warns that pomalidomide may cause a
fall in the number of cells that help to stop
bleeding, and lists bleeding within the skull,
nosebleeds and bleeding from the bowels or
stomach as possible side effects.

Additional Risk Minimisation Activities:

— HCP additional educational matenals.

— Patient brochure.

Signal Detection:

— If there 1s a change m nature or
frequency observed or significant
clinical findings emerge. these events
will be analysed i the PSURs

— Additional information from ongoing
clinical trials

— Event specific questionnaire for the

collection of the AE and follow-up.
Additional Pharmacovigilance:
Study CC-4047-MM-015:
Noninterventional postanthorisation
registry of patients treated with
pomalidomide for RRMM to monitor
incidence of ADRs 1n “real world”
situation.
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Safety
Concern

Risk Minimisation Measures

Pharmacovigilance Activities

Cardiac Failure

Routine Risk Minimisation Activities:

SmPC

— Section 4.4 of the SmPC provides
warnings and precautions regarding
treating patients with cardiac risk factors,

and advice regarding periodic monitoring
for signs or symptoms of cardiac failure.

— Listed as an ADE. in Section 4.8.

PL

— A waming regarding heart failure 1s
mcluded in the PL.

Additional Risk Minimisation Activities:

— HCP additional educational materials.

Routine Pharmacovigilance Beyond Adverse

Reactions Reporting and Signal Detection:

— If there 1s a change 1n nature or frequency
observed or sigmificant clinical findings
emerge, these events will be analysed in the
PSURs

— Additional information from ongoing clinical
trials

— Ewvent specific questionnaire for the collection
of the AE and follow-up.

Additional Pharmacovigilance:

Study CC-4047-MM-015: Noninterventional

postauthorisation registry of patients treated with

pomahdomide for ERMM to momitor incidence
of ADRs in “real world™ situation.

Non-melanoma
Skin Cancer

Routine Risk Minimisation Activities:
SmPC

— Section 4.4 contains a warning that SPM,
such as WMSC. have been reported in
patients receiving pomalidomide:
physicians should carefully evaluate
patients before and during treatment using
standard cancer screening for occurrence
of SPM and institute treatment as
mdicated.

— BCC of the skin and SCC of the skin are
lhisted as ADRSs in Section 4.8.

PL

— A waming regarding BCC and SCC 1s
inchided in the PL.

Additional Risk Minimisation Activities:

— None proposed.

Routine Pharmacovigilance Bevond Adverse
Reactions Reporting and Signal Detection:

— Ifthere i1s a change in nature or frequency
observed or significant clinical findings
emerge. these events will be analysed in the
PSURs

— Ewent specific questionnaire for the collection
of the AE and follow-up._

Additional Pharmacovigilance:

— Study CC-4047-WMM-015: Noninterventional
postauthorisation registry of patients treated
with pomalidomide for REMM to monitor
mcidence in “real world™ situation

— Solicited reporting in all Celgene-sponsored
clinical studies (status of studies will be
updated with each PSUR cycle)

— Long-term (at least 5 years from the date of the
randomisation of the last patient in the study)
follow-up in all Celgene-sponsored clinical
studies

Important Poten

tial Risks

Other Second

Routine Risk Minimisation Activities:

Routine Pharmacovigilance Beyvond Adverse

Concern

Primary SmPC Reactions Reporting and Signal Detection:

Malignancies — Section 4.4 states that SPM have been — Ifthere is a change in nature or frequency
reported in patients receiving observed or significant clinical findings
pomalidomide. and warms that physicians emerge. these events will be analysed in the
should carefully evaluate patients before PSURs
and during treatment using standard — Event specific questionnaire for the collection
cancer screening for occurrence of SPM of the AFE and follow-up.

Safety Risk MMinimisation Measures Pharmacowvigilannce Activities

Other Second

and institute treatment as indicated.

Additional Pharmacovigilance:

Prumary — Preclinical safety data discussed in — Study CC-4047-MM-015: Noninterventional
I\IVahg,_uanc1es Section 5.3 postauthorisation registry of patients treated
(Continued) PL. with pomalidomide for RRMM to monitor
: R incidence in “real world™” situwation
— A waming regarding BCC and SCC 1s o ~ )
included in the PL._ — Solicited reporting in all Celgene-sponsored
. . P . o clinical studies (status of studies will be

Additional Risk Minimisation Activities: updated with each PSUR cycle)

None proposed. — Long-term (at least 5 years from the date of the
randomisation of the last patient in the study)
follow-up 1n all Celgene-sponsored clinacal
studies

Invasive SPM will be considered important
medical events.
Cardiac Routine Risk MNMinimisation Activities: Routine Pharmacovigilance Beyvond Adverse
Arrhythmaia SmPC Reactions Reporting and Signal Detection:

— AT listed as an ADR 1n Section 4.8

PL

— Listed in PL._

Additional Risk Minimisation Activities:

— MNone proposed.

— If there i1s a change 1in nature or frequency
observed or significant clinical findings
emerge. these events will be analysed mn the
PSURs

— Additional information from ongoing clinical
trials

— Ewvent specific questionnaire for the collection
of the AE and follow-up._

Additional Pharmacovigilance:

Study CC-4047-MMM-015: Neninterventional

postauthorisation registry of patients treated with

pomalidomide for RRMM to monitor incidence
of ADRSs in “real world™ situation.

Alissing Inform

ation

Mot applicable.
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The risk minimisation measures are unchanged from those that are in place for the current indication and
the MAH is not proposing any additional risk minimisation measures for the new indication, which is
agreed.

2.7. Update of the Product information

As a consequence of this new indication, sections 4.1, 4.2, 4.3, 4.4, 4.5, 4.8 and 5.1 of the SmPC have
been updated. The Package Leaflet is updated in accordance.

As a result the MAH submitted a request to add 14-capsule pack sizes for the 1 mg, 2 mg, 3 mg and 4 mg
Imnovid strengths to support the new proposed posology and pomalidomide dose modification which was
accepted by the CHMP. The SmPC, Labelling and Package leaflet are updated in accordance. The RMP
version 15.1 has also been updated.

Update on Annex Il to include post-authorisation efficacy study.

In addition, changes related to section 5.1 of the SmPC have been made with regard to pomalidomide
mechanism of action based on literature data.

2.7.1. User consultation

The results of the user consultation with target patient groups on the package leaflet submitted by the
MAH show that the package leaflet meets the criteria for readability as set out in the Guideline on the
readability of the label and package leaflet of medicinal products for human use.

3. Benefit-Risk Balance

3.1. Therapeutic Context

3.1.1. Disease or condition

Pomalidomide is currently approved in combination with dexamethasone for the treatment of RRMM after
at least two prior regimens, including both lenalidomide and bortezomib, and with disease progression on
last therapy.

The proposed new indication of pomalidomide is in combination with bortezomib and dexamethasone for
the treatment of adults with MM who have received at least one prior treatment regimen, including
lenalidomide.

3.1.2. Available therapies and unmet medical need

Lenalidomide-based therapy is a major current standard of care in MM, and it is expected that the vast
majority of patients will receive LEN for the treatment of newly diagnosed and/or early relapsed refractory
MM. Consequently, the treatment where LEN is no longer an option, including refractory patients,
represent a clinically relevant population. Currently, although there are no treatments that were
developed to specifically address this patient population there are some therapy regimens available for
lenalidomide refractory patients (e.g. daratumumab or carfilzomib based regimens).

The combination of lenalidomide and dexamethasone is approved as second line treatment in the EU.
There are several regimens approved in EU as second line treatment in RRMM that include the

Assessment report
EMA/CHMP/674052/2018 Page 81/86



combination of LEN + Dex + a third agent (daratumumab, elotuzumab, carfilzomib, ixazomib).
Bortezomib (monotherapy or in combination with dexamethasone or doxorubicin) is also authorised as
second line therapy. However, none of these regimens are specifically indicated in lenalidomide refractory
patients.

3.1.3. Main clinical studies

The clinical package of Imnovid for the proposed indication was primarily supported by data from a single
phase 3 randomized clinical study MM-007 that compared the efficacy and safety of the triplet
pomalidomide +bortezomib + dexamethasone to the doublet of bortezomib + dexamethasone in patients
who had received at least 1 prior regimen that included lenalidomide.

3.2. Favourable effects

e Statistically significant improvement in PFS with the POM combination with a reduction of the risk
of progression or death by 39% in ITT population compared to BTZ+DEX (median 11.2 months
versus 7.10 months, HR 0.61 (0.49 to 0.77), p< 0.0001) supported by positive results in
sensitivity analysis.

e The PFS favourable effect with POM combination is maintained in key subgroups of high
prognostic risk (> 65 years, refractory to LEN, refractory to last prior antimyeloma therapy,
unfavourable cytogenetics).

e Statistically significant improvement in overall response rate (sCR+CR+VGPR+PR) with the POM
combination (ORR 82.2% versus 50.0 %, OR 5.02 (3.35 to 7.52), p<0.001). Consistent results in
all subgroups analysis.

e For subjects with at least PR the duration of response was longer for POM combination (median
13.7 months versus 10.94 months, HR 0.76 (0.56 to 1.02) and the time to response was shorter
for POM combination (median 0.9 months versus 1.4 months; p<0.001).

e Time to progression was longer for POM combination (median 13.14 months versus 7.79 months,
HR 0.57 (0.45 to 0.72)).

e Time to treatment failure was longer for POM combination (median 8.54 months versus 4.67
months, HR 0.54 (0.44 to 0.65)).

e Treatment with POM combination prolongs the time to next anti-myeloma therapy by 58%
(median 22.24 months versus 8.51 months; HR 0.42 (0.33 to 0.54)).

e PFS after next line therapy (PFS2) showed an advantage for POM combination (median 22.44
months versus 16.95 months, HR 0.76 (0.59 to 0.99)).

3.3. Uncertainties and limitations about favourable effects

The interim of OS analysis (176 events) did not cross the pre-specified boundary for superiority of the
POM combination (HR 0.98; 95% CI: 0.73 to 1.32). An updated analysis based on data cut off 15
September 2018 showed a positive trend in favour of PVd with median OS 40.5 months for the PVd arm
and 30.5 months for the Vd arm (HR 0.91; 95% CI: 0.70 to 1.18). Overall survival data are still immature
and the MAH will provide the final OS analysis (expected after 379 events) in Q3 of 2021 (see Annex II).
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3.4. Unfavourable effects

The most frequently reported (at least 10% of the subjects) pomalidomide-related TEAEs included
neutropenia (37.8%), thrombocytopenia (28.1%), fatigue (21.9%), constipation (18.0%), diarrhea
(14.4%), and anemia and peripheral sensory neuropathy (13.3% each).

The following Grade 3 or 4 ADRs were reported more frequently in the POM + BTZ + LD-DEX arm than in
the BTZ + LD-DEX arm: peripheral sensory neuropathy (8.3% vs 4.4%), neutropenia (41.7% vs 8.5%),
fatigue (8.3% vs 3.7%), constipation(2.5% vs 0.4%), diarrhoea (7.2% vs 3.3%) and peripheral oedema
(1.8% vs 0.7%).

The most frequent serious ADR reported was pneumonia. Other reported adverse reactions were in line
with the safety profile of each drug (e.g. venous thromboembolism, cataract, secondary primary
malignancies).

3.5. Uncertainties and limitations about unfavourable effects

There are no uncertainties and limitations about unfavourable effects.

3.6. Effects Table

Table 51. Effects Table for Imnovid for the treatment of patients with MM who have received
at least one prior regimen including lenalidomide (Study MM-007 -data cut-off:26 October
Uncertainties References
/ Strength of

evidence

Bortezomib
+Dexamethasone

Short
Description

Effect Pomalidomide+
Bortezomib
+Dexamethasone

N=270 N=278

Favourable Effects
PFS Median time Months 7.10 11.2 HR= 0.61 See
from (5.88, 8.48) (9.66, 13.73) [0.49 to ‘clinical
randomizatio 0.77]; efficacy’
n to P<0.0001 section
progression Results
or death supported by
sensitivity
and
exploratory
analysis
(OS] Median time Months 30.46 40.54 HR=0.91
from (24.61,35.94) (29.83, NE) (0.70 to
randomizatio 1.18);
n to death of Logrank
any cause p-value(2-si
ded) =
0.4755
The OS data
are not
mature
Unfavourable Effects
Peripheral Incidence of % 4.4 8.3 See
sensory grade 3 or 4 ‘clinical
neuropathy ADRs safety’
section
Neutropaenia Incidence of % 8.5 41.7
grade 3 or 4
ADRs
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Fatigue Incidence of % 3.7 8.3
grade 3 or 4
ADRs

Constipation Incidence of % 0.4 2.5
grade 3 or 4
ADRs

Diarrhoea Incidence of % 3.3 7.2
grade 3 or 4
ADRs

Peripheral Incidence of % 0.7 1.8
oedema grade 3 or 4
ADRs

Abbreviations: NE: not estimable; OS: overall survival; PFS: progression-free survival data

Cut-off dates: efficacy: PFS and safety: 26 Oct 2017, OS: 15 Sep 2018.

3.7. Benefit-risk assessment and discussion

3.7.1. Importance of favourable and unfavourable effects

The addition of POM to BTZ + DEX results in an improvement in PFS, including patients refractory to LEN.
As LEN based regimens are used earlier in the treatment of MM and many patients become refractory to
LEN the proposed POM combination is an option of interest in this patient population. The positive PFS
results are supported by sensitivity and exploratory analysis and other secondary endpoints.

The unfavourable effects of the POM combination are in line with the known safety profile of each drug.
The higher frequency of reported AEs should be viewed in the context of larger treatment duration
compared to BTZ+ DEX. The toxicity is well managed with supportive care and dose interruptions and to
a lower extent dose reductions. No new safety concerns have been reported.

3.7.2. Balance of benefits and risks

The benefit-risk balance of pomalidomide in combination with bortezomib and dexamethasone for the
treatment of adult patients with multiple myeloma who have received at least one prior treatment
regimen including lenalidomide is considered positive.

3.7.3. Additional considerations on the benefit-risk balance

Not applicable.

3.8. Conclusions

The overall B/R of Imnovid is positive.
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4. Recommendations

Outcome

Based on the review of the submitted data, the CHMP considers the following group of variations
acceptable and therefore recommends by consensus the variations to the terms of the Marketing
Authorisation, concerning the following changes:

Variations accepted Type Annexes
affected

B.ll.e.5.a.2 B.ll.e.5.a.2 - Change in pack size of the finished product - | Type IB | I, IlIA,
Change in the number of units (e.g. tablets, ampoules, 1IB and A
etc.) in a pack - Change outside the range of the currently
approved pack sizes

B.ll.e.5.a.2 B.ll.e.5.a.2 - Change in pack size of the finished product - | Type IB | I, IlIA,
Change in the number of units (e.g. tablets, ampoules, 1IB and A
etc.) in a pack - Change outside the range of the currently
approved pack sizes

B.ll.e.5.a.2 B.ll.e.5.a.2 - Change in pack size of the finished product - | Type IB | I, IlIA,
Change in the number of units (e.g. tablets, ampoules, I1IB and A
etc.) in a pack - Change outside the range of the currently
approved pack sizes

C.l.4 C.1.4 - Change(s) in the SPC, Labelling or PL due to new Type Il |
quality, preclinical, clinical or pharmacovigilance data

C.1.6.a C.1.6.a - Change(s) to therapeutic indication(s) - Addition | Type Il I, 11, 111B
of a new therapeutic indication or modification of an and A
approved one

Extension of indication for Imnovid to include a new indication: treatment in combination with bortezomib
and dexamethasone of adult patients with multiple myeloma who have received at least one prior
treatment regimen including lenalidomide; as a consequence, sections 4.1, 4.2, 4.3,4.4,4.5,4.8and 5.1
of the SmPC are updated. The Annex Il is also updated to include a new post-authorisation efficacy study
(PAES) as an obligation of the marketing authorisation. As a further consequence, new 14-capsule pack
sizes for the 1 mg, 2 mg, 3 mg and 4 mg Imnovid strengths were included to support the new proposed
posology and pomalidomide dose modification. The SmPC, Labelling and Package leaflet are updated in
accordance. Finally, section 5.1 of the SmPC is updated in order to update the information on
pomalidomide mechanism of action based on literature data. The RMP version 15.1 has also been

updated.

The group of variations leads to amendments to the Summary of Product Characteristics, Annex Il,

Labelling, Package Leaflet and Annex A and to the Risk Management Plan (RMP).

This CHMP recommendation is subject to the following new condition:
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Conditions or restrictions with regard to the safe and effective use of the
medicinal product

Obligation to conduct post-authorisation measures

The MAH shall complete, within the stated timeframe, the below measures:

Description Due date

e Post-authorisation efficacy study (PAES) MM-007: In order to further 30 September 2021
investigate the efficacy of pomalidomide in combination with bortezomib
and dexamethasone for the treatment of adult patients with multiple
myeloma who have received at least one prior treatment regimen
including lenalidomide, the MAH should submit the final analysis of OS
from the phase 3, randomized, open label study MM-007.

Similarity with authorised orphan medicinal products

The CHMP is of the opinion that Imnovid is not similar to Farydak, Kyprolis, Darzalex and Ninlaro
within the meaning of Article 3 of Commission Regulation (EC) No. 847/200.

Additional market protection

Furthermore, the CHMP reviewed the data submitted by the MAH, taking into account the provisions of
Article 14(11) of Regulation (EC) No 726/2004, and considers, by consensus, that the new therapeutic
indication brings significant clinical benefit in comparison with existing therapies.

5. EPAR changes

The EPAR will be updated following Commission Decision for this group of variations. In particular the
EPAR module 8 "steps after the authorisation"” will be updated as follows:

Scope

Extension of indication for Imnovid to include a new indication: treatment in combination with bortezomib
and dexamethasone of adult patients with multiple myeloma who have received at least one prior
treatment regimen including lenalidomide; as a consequence, sections 4.1, 4.2,4.3,4.4,4.5,4.8and 5.1
of the SmPC are updated. The Annex Il is also updated to include a new post-authorisation efficacy study
(PAES) as an obligation of the marketing authorisation. As a further consequence, new 14-capsule pack
sizes for the 1 mg, 2 mg, 3 mg and 4 mg Imnovid strengths were included to support the new proposed
posology and pomalidomide dose modification. The SmPC, Labelling and Package leaflet are updated in
accordance. Finally, section 5.1 of the SmPC is updated in order to update the information on
pomalidomide mechanism of action based on literature data. The RMP version 15.1 has also been
updated.

Summary

Please refer to the published Assessment Report Imnovid-H-2682-11-31/G.

Assessment report
EMA/CHMP/674052/2018 Page 86/86



	1.   Background information on the procedure
	1.1.  Type II group of variations
	1.2.  Steps taken for the assessment of the product

	2.  Scientific discussion
	2.1.  Introduction
	2.2.  Non-clinical aspects
	2.2.1.  Introduction
	2.2.2.  Pharmacology
	2.2.3.  Pharmacokinetics
	2.2.4.  Toxicology
	2.2.5.  Ecotoxicity/environmental risk assessment
	2.2.6.  Discussion on non-clinical aspects
	2.2.7.  Conclusion on the non-clinical aspects

	2.3.  Clinical aspects
	2.3.1.  Introduction
	2.3.2.  Pharmacokinetics
	2.3.3.  Pharmacodynamics
	2.3.4.  PK/PD modelling
	2.3.5.  Discussion on clinical pharmacology
	2.3.6.  Conclusions on clinical pharmacology

	2.4.  Clinical efficacy
	2.4.1.  Dose response study (MM-005)
	2.4.1.  Main study MM-007
	2.4.2.  Discussion on clinical efficacy
	2.4.3.  Conclusions on the clinical efficacy

	2.5.  Clinical safety
	2.5.1.  Discussion on clinical safety
	2.5.2.  Conclusions on clinical safety
	2.5.3.  PSUR cycle

	2.6.  Risk management plan
	2.6.1.  Safety Specification
	2.6.2.  Pharmacovigilance Plan
	2.6.3.  Risk Minimisation measures

	2.7.  Update of the Product information
	2.7.1.  User consultation


	3.  Benefit-Risk Balance
	3.1.  Therapeutic Context
	3.1.1.  Disease or condition
	3.1.2.  Available therapies and unmet medical need
	3.1.3.  Main clinical studies

	3.2.  Favourable effects
	3.3.  Uncertainties and limitations about favourable effects
	3.4.  Unfavourable effects
	3.5.  Uncertainties and limitations about unfavourable effects
	3.6.  Effects Table
	3.7.  Benefit-risk assessment and discussion
	3.7.1.  Importance of favourable and unfavourable effects
	3.7.2.  Balance of benefits and risks
	3.7.3.  Additional considerations on the benefit-risk balance

	3.8.  Conclusions

	4.  Recommendations
	5.  EPAR changes

