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NINLARO is indicated, in combination with lenalidomide and dexamethasone, for the treatment of

patients with multiple myeloma who have received at least one prior therapy.
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5 WARNINGS AND PRECAUTIONS
5.1 Thrombocytopenia

Thrombocytopenia has been reported with NINLARO with platelet nadirs typically occurring between Days
14-21 of each 28-day cycle and recovery to baseline by the start of the next cycle [see Adverse Reactions

(6.1)]. Grade 3 thrombocytopenia was reported Fhree-percent-efpatients-in the NINEAROregimen-and-17%
of patlents in the NINLARO reglmen and Grade 4 thrombocytopema was reported pl-aeebe—fegimeﬂ—h&d—a—

paﬂen%sw% in the NINLARO regimen-as - ats-a-th cimen atin . :
the-three-drugs): The rate of platelet transfusions was 610% in the NINLARO regimen and 57% in the placebo
regimen.

5.3 Peripheral Neuropathy

Peripheral neuropathy resulted in discontinuation of one or more of the three drugs in 4% of patients in the
NINLARO regimen and <1% of patients in the placebo beth-regimens-

5.4 Peripheral Edema

Peripheral edema resulted in discontinuation of one or more of the three drugs in <1% of patients in both
regimens.

5.5 Cutaneous Reactions

Fherewere-no-Graded4-erserieus-Serious adverse reactions of rash were reported in <1% of patients in the
NINLARO regimen.

Stevens-Johnson syndrome, including a fatal case, has been reported with NINLARO [see Adverse Reactions
(6.1)]. If Stevens-Johnson syndrome occurs, discontinue NINLARO and manage as clinically indicated.

5.9 Increased Mortality in Patients Treated with NINLARO in the Maintenance Setting
In two prospective randomized clinical trials in multiple myeloma in the maintenance setting, treatment with
NINLARO resulted in increased deaths. Treatment of patients with NINLARO for multiple myeloma in the
maintenance setting is not recommended outside of controlled trials [see Clinical Studies (13.2)].

6.1 Clinical Trials Experience

The most frequently reported adverse reactions... were thrombocytopenia, neutropenia, diarrhea, constipation,
thrembeeytopenta; peripheral neuropathy, nausea, peripheral edema, rash, vomiting, and bronchitis back-pain.
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Serious adverse reactions reported in > 2% of patients in the NINLARO regimen included diarrhea (3%),
thrombocytopenia (2%) and bronchitis diarrhea-(2%).

Table 4: Non-Hematologic Adverse Reactions Occurring in > 5% of Patients with a > 5% Difference
Between the NINLARO Regimen and the Placebo Regimen (All Grades, Grade 3 and Grade 4)

NINLARO + Placebo +
Lenalidomide and Lenalidomide and
System Organ Class / Dexam_ethasone Dexam_ethasone
Preferred Term N=361 N=359
% %
All Grade 3 | Grade4 All Grade 3 | Grade4
Grades Grades

Gastrointestinal disorders

Diarrhea 52 10 0 43 3 0

Constipation 35 <1 0 28 <1 0

Nausea 32 2 0 23 0 0

Vomiting 26 1 0 13 <1 0
Nervous system disorders

Peripheral neuropathies’ | 32 | 2 ‘ 0 | 24 | 2 ‘ 0
Musculoskeletal and connective tissue disorders

Back pain* | 27 | <« | 0 | 24 | 3 | 0
Infections and infestations

Upper respiratory tract 27 1 0 23 1 0

infection*

Bronchitis 22 2 0 17 2 <1
Skin and subcutaneous tissue disorders

Rash' | 27 | 3 | o | 16 | 2 | o0
General disorders and administration site conditions

Edema peripheral | 27 | 2 | 0 | 21 | 1 | 0

Note: Adverse reactions included as preferred terms are based on MedDRA version 23.0.
* At the time of the final analysis, these adverse reactions no longer met the criterion for a > 5% difference
Represents a pooling of preferred terms

Eye Disorders

The most common adverse reactions of the eyes were cataract (15%), conjunctivitis (9%), blurred vision (7%)
and dry eye (6%).

13 CLINICAL STUDIES

13.2 Increased Mortality in Patients Treated with NINLARO in the Maintenance Setting

In C16019 (NCT02181413), newly diagnosed multiple myeloma patients who underwent autologous stem cell
transplantation, continued on maintenance therapy for 24 months. There were 27% (105/395) deaths in the
NINLARO arm compared with 26% (69/261) in the placebo arm. The hazard ratio for overall survival was 1.008
(95% CI: 0.744 - 1.367).

In C16021 (NCT02312258), newly diagnosed multiple myeloma patients, not treated with a stem cell transplant
who achieved a partial response or better, continued on maintenance therapy for 24 months. There were 30%
(127/425) deaths in the NINLARO arm compared with 27% (76/281) in the placebo arm. The hazard ratio for
overall survival was 1.136 (95% CI: 0.853 - 1.514).
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NINLARO is not recommended for use in the maintenance setting for multiple myeloma outside of controlled
clinical trials /see Indications and Usage (1) and Warnings and Precautions (5.9)].

13.3 Lack of Efficacy in Patients with Newly Diagnosed Multiple Myeloma

Lack of efficacy in patients with newly diagnosed multiple myeloma was determined in a prospective randomized
clinical trial.

In C16014 (NCT01850524), in newly diagnosed multiple myeloma patients, the study did not meet the
prespecified primary endpoint for PFS. There were 136 (39%) deaths in the NINLARO, lenalidomide, and
dexamethasone arm compared to 148 (42%) in the lenalidomide and dexamethasone arm. The hazard ratio for
overall survival was 0.998 (95% CI: 0.79 - 1.261).

NINLARO is not recommended for use in combination with lenalidomide and dexamethasone in newly diagnosed
multiple myeloma outside of controlled clinical trials [see Indications and Usage (1)].
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