Lidamid (Lenalidomide Capsules 5 mg, 10 mg, 15 mg & 25 mg), for oral use

FULL PRESCRIBING INFORMATION
WARNING: EMBRYO-FETAL TOXICITY, HEMATOLOGIC TOXICITY, and VENOUS and ARTERIAL THROMBOEMBOLISM
Embryc-Fetal Toxicity
Da not use lenalidomide capsules during pregnancy. Lenalidomide, a thalidomide analogue, caused limb abnormalities in a developmental monkey study. Thalidomide is a known human
teratagen that causes severe life-threataning human birth defects. If lenalidemide Is used during pregnancy, It may cause birth defects or embryo-fetal death. In females of repraductive
patentla, obtaln 2 negative pregnancy tests before starting lenalidemide treatment, Females of reproductive patential must use 2 forms of conlraception or continuously abstain frem

heterosexual sex during and for 4 weaeks after lenali de capsules tr [5ee Wi gs and Precautions (5.1, and Medication Guide [17)].
Hemato ogic Toxicity (Neutrapenia and Thrembecytopenia)

Lenalidemide capsules can cause significant neutropenia and thrombocytopenia. Eighty percent of patients with del Sg myelodysplastic syndromes had to have a dose delay/reduction during
the majer stucy. Thirty-four percent of patients had to have a second dose delay/reduction. Grade 3 or 4 hematelogic toxicity was seen In 80% of patients enrolled in the study. Patients on
therapy ‘or del 5 myelodysplastic syndromes should have their complete blood counts monitared weekly for the first B weeks of therapy and at least monthly thereafter. Patients may require
| dase interruption andfer reduction. Patients may require use of blood product suppart andior growth factors [see Dosage and Administration (2.2

Venous and Arterial Thromboembolism

Lenalidamice capsules have demonstrated a significantly increased risk of deep vein thrombesis (DVT) and puimonary embolism (PE), as well as risk of myocardial infarction and stroke In
patients with multiple myeloma who were treated with lenalidomide « and dh therapy. Monitor for and advise patients about signs and symptoms of thremboembelism,
Advise patlerts 1o seek immediate medical care if they develop symptoms such as shortness of breath, chest pain, ar arm or leg sweiling. Th boprophylaxis is rec d and the choice
of regiman should be based on an assessment of the patient's underlying risks [see Warnings ond Frecoutions (541

Newly Diag MM —Lenalidomide Cay C Therapy

Data were evaluated from 1613 patlents In a large phase 3 study who recelved at least cne dose of lenalidomide with low dose dexameth
untll progressive disease [Arm Rd Continuous; N=532] or for up to eighteen 2B-day cycles [72 weeks, Arm Rd18; N=540] or who recaive
N=541) for a maximum of twelve 42-day cycles (72 weeks). The median treatment duration in the Rd Continuous arm was 80.2 weeks (ra

In general, the most frequently reported adh were comparable in Arm Rd Contl and Arm Rd18, and Included diarrhes, .
fatigue, back paln, nausea, asthenla, and insomnia. The most frequently reperted Grade 3 or 4 reactions Included neutropenis, anemia, t
pain, hyp rash, b dyspnea, DVT, hyperglycemia, and leukopenia. The highest frequency of infections occ

MPT (56%). There were more grade 3 and 4 and serious adverse reactions of Infection In Arm Rd Cantinuous than either Arm MPT or Rd

In the Rd Continuous arm, the most common adverse raactions leading to dose Interruption of lenalidemide were infection events (28.8%)
of lenalidomide was 7 weeks. The most comman adverse reactlons leading to dose reduction of lenalidomide in the Rd Continuous arm
time to the first dose reduction of lenalidomide was 16 weeks, In the Rd Continuous arm, the mast comman adverse reactions leading 1o 1
3.4%).

In both Rd arms, the frequencies of onset of adverse reactions were generally highest in the first & manths of treatment and then the |
hi i it, except for cataracts. The frequency of onset of cataracts increased over time with 07% during the first 6 months

Continuous.
Tabie 4 summarizes the adverse reactions reported fo- the Rd Continuous, Rd18, and MPT treatment arms.

Table 4: All Adverse Reactions In 25.0% and Grade 3/4 Adverse Reactions in 2 1.0% of Patients in the Rd Contlnuous or Rd18 Arms”

1INDICATIONS AND USAGE
11 Multiple Myeloma Body System All Adverse Reactions®
Lenalidomide capsules in eambination with dexamethasone are indicated for the treatment ef patlents with multiple myeloma (MM). Aaverse Reaction
1.2 Myeladysplastic Syndromes Rd Continuous Rd18 (N = 540) MPT (N =541) Rd Contini
Lenalidomide capsules are indicated for the 1 it of patl with fusion-dependent anemia due to lew-ar intermediate-1-isk myelodysplastic syndromes (MDS) assoclated with a (N=532) [N =532)
deletion 5q cytogenetic abnormality with or withaut additional cytogenetic abnormalites,
G | disorders and admini st
1.3 Mantle Cell Lymphoma
Lenaiidomide capsules are indicated for the treatment of patients with mantle cell lymphoma [MCL) whose dizease has relapsed or progressed after two prior therapies, cne of which included Fatigtin® 173 (32.5) 177 (32.8) 154 (28.5) 39(23)
bortezamis. Asthenia 150 {28.2) 123 (22.8) 124 (22.9) 4170
1.4 Limitations of Use Pyrexias 114 (21.4) 102 (18.9) 76 (14.0) 13{24)
Lenalidomide capsules are not indicated and are not rec for the of patients with CLL outside of controlled clinical t-lals [see Warnings and Precautlons (5.4)] Nor-cardisc chiast sal 23(55) 357 183.3) a%
2 DOSAGE AND ADMINISTRATION Gastrointestinal disorders
Lenalido nide capsules should be taken orally at ahout the same time each day, either with or without food. Lenall les should be Il i whole with water, The capsules shauld
not be opened, broken, or chewed. Diarrhea 242 {45.5) 208 (38.5) 89 (16.5) 21(3.9)
21 Multisle Myeloma Abdeminal pain®' 108 (20.5) 78 (14.4) BO (M7 703
Lenalldomide Capsules Combination Therapy Dyspepsia' 57 (107) 28(5.2) 36 (67) <%
The reccmmended siarting dose of lenalidomide capsules s 25 mg orally once dally on Days 1-21 of repeated 28-day cycles In t with d ne. Refer to Section 141 for = e = —
specific dexamethasone dosing. For patents » 75 years oid, the starting dose of dexamethasene may be reduced [see Clinical Studies (14.0)]. Treatment should be continued untll disease and tissue
progress-on or unacceptable toxicity. Back pain® 170(32) 145 (26.9) 16 {214) 370
Dose Ad ustments for Hematologic Toxicities During MM Treatment Muscie spasms’ 109 (20.5) 102 (18.9) 61(11.3) <1%
Dose mocification guidelines, as summarized in Table 1 below, are recommended to manage Grade 3 or 4 = or thrembocylepenia or other Grade 3 or 4 toxicity jJudged to be related "
to lenalicomice capsules, Arthralgla 101 (12.0) By 66 (12.2) a0
3
e e A Hie i T Fe My Bone pain 87 (16.4) 77 (14.3) 62 {11.5) 16 (3.0)
Platelet couns Pain in extremity’ 73488 66 (12.2) B1(11.3) B8(1.5)
Thrombeeytopenia in MM Musculoskeletal pain® 67 (12.6) 59 (10.9) 36 (6.7) <1%
A and ctive tissue disorders
‘Nhen Platelets Recommended Course Days 1to 21 of repeated 2B8-day cycle
Musculoskeletal chest pain' B0 (11.3) 51(9.4) /EI B
“all 10 <30,000/mel interrupt lenalidemide treatment, follow CBC weekly
i ki i .S .
[ 2eturn to 230,000/meL. Resume lenalidomide at next lower dose. Do not dose below 2.5 mg dally Nuscinarizaigiess b 3565 2359 sth
Neck pain' 40 (7.5) 19 (3.5) 10(L8) <1%
For each subsequent drop <30.000/melL Interrupt lenalidomide treatment
Return 1o 230,000/mel Resume lenalidamide at next lower dose. Do not dose below 2.5 mg dally Infections and infestations
Bronchitis® 90 (16.9) 53 (10.9) 43[7.9) 9017
Absclute Neutrophil Counts (ANC)
Neutropenia in MM Nasopharyngitis’ BO (1.0} 54 (10.0) 33 (6 0 (0.0)
When Neutrophils Recommended Course Days 1 to 21 of repeated 28-day cycle Urinary tract infection’ 76 (14.3) 63(n7) 40786 215
T tract Infection® 4 g
Fall to <1000/mcl Interrupt lenalidom|ide treztment, follow CBC weekly Upper resphatory — 76 (14.3) €37 178} {1.5)
Return to 21,000/mcl and neutropenia is the only toxicity Resume lenalidomide at 25 mg dally or initial starting dose Preumoniac® 93 (17.5) 87 (167} 56 (10.4) 60 (N3
'Y
Return te 21.000/mel and if othe- toxicity Resume lenalidamide at next lower dose, Do nol dose below 2.5 mg daily Respitatonteactinfoction e U 25{46) ) 23
Influenza' 33(6.2) 23(4.3) 15 (2.8) 1%
Fer each subsequent drop <1.000/mel Interrupt lenalidomide treatment Ga '
troent ; . ;
: Retur to 21,000/mel Resume lenalidom|de at next lower dose. De not dose below 2.5 mg daily bk i i e 73y B2 ]
Dose Adjustments for Hematologic Toxicities During MM Treatment Lower respiratory tract infection 29(55) 14 (2.6) 16 3.0) 10{19)
Dose medification guidelines, as summarized in Table 2 below, are recommended to manage Grade 3 or 4 neutropenia or thrombocytopenia or other Grade 3 or 4 toxicity Rhinitis' 29(5.5) 24(44) 14 (2.6) 0 (0.0)
Judged te be related to lenalidomide capsules.
Celluiitis* < 5% <5% <5% a(i.5)
Table 2: Dose Adjust for Her gic Toxicities for MM :
Platelet zounts Sepsisc® 33(6.2) 26 (4.8) 1843.3) | 26ws
Thrombecytapenia in MM Nervous system disorders
When Platelets Recommended Course Headache' l 75 (141) [ s 15.5) 56 (10.4) l <%
ial
| Interrupt lenalidomide treatment, foliow CEC weekly Bysgeusia l ] S8 #2183 ] o
Fall te <30,000/mcL Resume lenalidomide at next lower dose, continuously for Days 1 to 28 of repeated Blood and lymphatic system disorders?
Feturn to 230,000/mcL 28-day cycle.
Anemia 233(438) 183 (35.7) 229(423) 97 (182
I atthe § mg dally dose, Interrupt lenalidomide treatment. Do net dose below S mg dallyfor Day 1to 21 of 28
For a subsequent drop <30,000/mel. day cycle. Neutropenia 186 (35.0) 178 (33.0) 328 (BO.6) 148 (27,
I
Return to 230,000/meclL Resume lenalldomide treatment at 5 mg daily for Days 1to 21 of 2B-day cycle. Do not ‘PhrobiozyiSpein W) i) Loienl) sy
dose below 5 mg daily for Day 110 21 of 28-da: le. Febrile neutropenia 7(13) 73 15(2.8) 6 (L1
¥ CyC
Absolute Neutrophil Counts (ANC) Pancytopenia 5(0.9) 611 7(.3) l 1(0.2)
Neutropenia in MM 8 V. th ic and medlastinal di
When Neutrophils Recommended Course Cough' 121(227) 84 (17.4) 68 (12.6} P
Fall to <800/mel Interrupt lenalidomide treatment, follow CBC weekly Dyspnea* 17 (22.0) 89 (16.5) 13 (209) 30 (5.6
Return to 2500/mel ne lenall psule at next lower dose continuously for Days 110 28 of T Y
repeaind 26:cay ycie Epistaxis 32 (6.0) 357 17 (31 <%
Oropharyngeal pain' 30 (5.6] 22 (4 (25 000
If at the 5 mg dally dose, Interrupt lenalidemide treatment. Do not dose below 5 mg daily for Day 11e 21 of 28 i o) il @6 o)
For a subsequent drop <500/meL day cycle. Dyspnea exertional® 27151) 29(5.4) <5% 6(11)
Return to 2500vmel. Resume tenalidomide al 5 mg daily for Days 1to 21 of 28-day cycle. Do not dose below Metabolism and disord
5 mg daily for Days 110 21 of 28-day cycle Decreased appetite 123 (239) 15 (21.3) 72 133) 14 (2.6)
Other Tox cities In MM_ Hypokalemia® 91 (171) 62 (1.5) 38(7) 35 (68
For other Srade 3/4 toxicities judged to be relsted teo lenalidomide capsules, hold reatment and restart at the physician's discretion at L lower d level when texiclty h hved to £
Grade2, =3 . A e b InERYe ST el M reativse o Hyperglycemia 62 (17 52 (86) 13(35) 28(53)
Hypocalcemla 7 (10 56 (10.4 31 (52
Starting Dase Adjustment for Renal Impairment in MM: i 2] o4 o) 283
[See Dasoge and Administration (2,4)], Dehydration™ 2547 29(5.4) 17 (31 8(15)
S
2.2 Myelodysplastic Syndrames Gout* <5% <5% <5% 8(15)
The recom mended starting dose of lenalidomide capsules Is 10 mg dally. Treatment is eantinued or modified based upan clinical and laboratory findings. Diabetes mellitus™ <5% <5% <5% B(1.5)
Daose Adjustments for Hematologic Toxicitles During MDS Treatment Hypaphosphatemia® <5% <5% <5% 7.3
Patlents wio are dosed initially a1 10 mg and who experience thrombocytopenia should have their dosage adjusted as follows: Hyponatremia®* <5% <5% < 5% 7013
Platelet counts Skin and tissue disord
If thrombecytopenia develops WITHIN 4 weeks of starting treatment at 10 mg dally in MDS
Rash 139 (261) 151(28.0) 105 (19.4) 3973
i baseline >100,000/mclL
Pruritus’ 47 (8.8) 43(31) 24 (4.4) <%
When Platelets Recommended Course
Psychiatric disorders
Fall ta <50,000/mecL Interrupt lenalidemide treatment
Return to »50,000/meL Resume lenalidomide at 5 mg daily Ingomns 1471226} 127 {23.5) 53(8) 4105
If baseline <100,000/mcL Depression 5B (10.8) 46 (8.5) 30155 01.9)
When Platelets Recommended Course NERCUINTIPOrdary
Fall to 50% of baseline value Interrupt lenalidomide treatment Doep vein thrombosle™ 551103) 39072 2241 30(58)
If 3aseine 250,000/mcl and returns to 250,000/meL Resume lenalidomide at 5 mg dally Hypotension™ 51(9.6) 35 (6.5) 36 (67 nz2y
If 3ase ine <50,000/mel and returns to 230,000/mel Resume lenalidemide at 5 mg dally = 5
Injury, P g, and Compll
i ytopeni lops AFTER 4 weeks of starting treatment at 10 mg dally in MDS Fall 43 (81) 25 146) 25 (4.6) <1%
When Platelets Recommended Course Contusion’ )] 24 (4.4) 15 (2.8) < 1%
<30.000/melL. or <50,000/meL with platelst transfusicns I ! tr Eye disorders
Return 1o 230,000/melL Resume lenalidomide at 5 mg dally
Cat
| IwithoLt hemastatic fallure) skl 73030 3167 503 sk
Patlents who experience thrombocytopenia at § mg dally should have thelr dosage adjusted as follows: Cataract subcspsular® *5% 5% e 703
If thrombaocytopenia develops during treatment at 5 mg daily in MDS Investigations
When Platelets Recommended Course Weight decreased 720135 78(14.4) | 48 (8.9 | {2
<30,000/mcL or <50,000/mcl witk platelet transfusions Interrupt lenalidomide treatment e flardecs
Return to 230,000/meL Resume lenalidomide at 2.5 mg daily Atrlal fibrillaticn® 37 (70 25 (45) 25 (4.6} 1324)
{without hemaostatic failure)
Myccardial Infarction (including acute)™ <5% < 5% < 5% 10 {1.9)
Patients wi o are dosed Inltially 2110 mg and experience neutropenia should have their dosage adjusted as follows:
Absclute heutraphil Counts [ANC) Renal and Urinary disorders
If neutropenia develaps WITHIN 4 weeks of starting treatment at 10 mg dally in MDS Renal failure {including acute}=* | 49(9.2) | 54 (10.0) i 37(5.8) | 28(53)
If baseline ANC =1,000/meL benign, malig: and unspecified (Inci cysts and polyps)
Woen Neutrophils Recommanded Course Squamous cell carcinoma®™ I < 5% ] <5% l <5% J 8(1.5)
Fall to <750/mcl. Interrupt lenalidomide treatment Basal cell carcinoma® J <5% [ <5% I 5% [ o
Return to 21,000/mcl Resume lenalidemide at & mg dally x
Note; A subject with multiple of an ad\ reaction is d enly ence under the applicable Body System/Adverse Reac
i baseline <1,000/mecL *All treatment-emergent adverse reactions In at lezst 5.0% of subjects in the Rd Continuous or Rd18 Arms and at least 3 2.0% high
Wnen Neutrophils Recommended Co Continuous or RA18 Arms compared to the MPT Arm.
“all grade 3 or 4 treatment-emergent adverse reactions In at least 1.0% of subjects in the Rd Continuous or Rd18 Arms and at least
Fall tc <500/mclL Interrupt lenalidomide treatment the Rd Continuous or RA1B Arms compared to the MPT Arm,
Return lo 2500/mel Resume lenalidomide at 5 mg daily “Serlous tr gent adverse ions in at least 1.0% of subjects in the Rd Continuous or RA18 Arms and at least & 1.0% |

If neutropania develops AFTER 4 weeks of starting treatment at 10 mg dally in MDS

When Neutrophils Recommended Course

Continuous or RO18 Arms compared to the MPT Arm.

“Preferred terms for the blood and lymphatic system disorders body system were Included by medical judgment as known advers
and have also been reported as serious.

*Footnote “a® not apolicable



i N . s e L v i —
When Platelets Recommended Course Contusion’ 33(6.2) 24(4.4) 15 {2.8) I <1%
<30,000/mel. or <50,000/mel with platelet transfuslons Interrupt lenaildomide treatment Eve disorders
Return to 230,000/mel Resume lenalidomide a1 5 mg daily Cata
{withaut hemestatic fallure) 2= gelily AbH 20 l wd e
Patlents wha experience thrombocytopenia at 5 mg dally should have thelr dosage adjustad as follows: Cataract subcapsulart <5% <5% <5% l 703
If thr ytlop d ps during tr at 5 mg daily in MDS Investigations.
When Platelets Recommended Course Weight decreased 72(35) [ 7B (14.4) 48(8.9) ' nzn
<30,000/mel or <50,000/meL with platalet transfusions Interrupt lenalidomide treatment Cardiac disorders
Return to 230,000/mel Resume lenalidomide at 2.5 mg daily Atrial fibrillaten® 3770 25 (4.6) 25 (4.8) | 13(24)
[without hemaostatic fallure)
Myocardial | ction Tudi i
Patlents wno are dosed Inltially at 10 mg and experience neutropenia should have their dosage adjusted as follows: kel SRS Ao = i = [ Lo
Absclute Neutrophil Counts (ANC) Renal and Urinary disorders
f - d
If neutropenia develops WITHIN 4 weeks of starting treatment at 10 mg dally in MDS Renal fallure including acute)e! 49(9.2) 54(10.0) 37 (6.8 ] 28(5.3
i baseline ANC =1,000/mel N benign, mali and fied {Incl cysts and polyps)
P ' g P
When Neutrophils Recommended Course Squamous cell carcinoma™ <5% <5% <5% 805
Fall te <750/mcl Interrupt lenalidom|ide treatment Basal cell carcinoma™ < 5% <5% <5% <1%
Return to 21,000/melL Resume lenalidomide at 5 mg dally

i baseline <1,000/mcl

‘When Neutrophils Recommended Course

Fall to <500/meL Int lenalidomide tr
| Return to 2500/meL R'Jesurne lenalidomide at 5 mg daily

If neutropenia develops AFTER 4 weeks of starting treatment at 10 mg dally in MDS

When Neutrophils Recommended Course

Note; A subject with multiple occurrences of an adverse reaction is counted only once under the applicable Body System/Adverse Rea
*All treatment-emergent adverse reactions In at least 5.0% of subjects in the Rd Continuous or RA18 Arms and at least & 2.0% hig!
Cantinuous or Rd18 Arms compared to the MPT Arm.

All grade 3 or 4 treatment-emergent adverse reactions In at least 1.0% of subjects in the Rd Continuous or Rd18 Arms and &t leas
the Rd Continuous or Rd18 Arms compared to the MPT Arm,

“Serious treatment-emergent adverse reactions In at least 1.0% of subjects in the Rd Continuous or RA18 Arms and at least a 1.0%
Continuous or RG1B Arms compared to the MPT Arm.

“Preferred terms for the bload and lymphatic system disorders body system were Included by medical juggment as known adver
and have also been reported as serious.

<500/mcL for 27 days or <500/mzL Interrupt lenalidomide treatment
associated with fever (238.5°C)
Return to 2500/mel R 1 ide at 5 mg daily

Fatients whe experience neutropeniz at 5 mg daily should have their dosage adjusted as follows:

If neutropenia develops during treatment at 5 mg daily in MDS

Footnote “a” not applicable
Footnote "b® not applicable.
© -adverse reactions In which a1 least one resulted in a fatal cutcome
*.adverse reactions |n which at least ane was co 1o be life t
of the reaction was death, It s included with death cases)
* Adh cticns include in ¢ i adverse reaction lerms:
Abdominal Pain: Abdominal pain, abdominal pain upper, abdominal pain lower, gastrointestinal pain

g (If the outcome

Pneumonias: Fneumania, lﬁhar preumonia, p af occal, bronche i3, pneumnccystis jiraveci pneumonia, pneum:
When Neutrophils Recommended Course klebslel , P bacterial, f la escherichia, la streptococcal, pneumonia viral
Il
<500/meL for 27 days or <500/meL A igﬁi_s_ Sspsls sepll: fhock, urosepsls, escherichla sepsls. neLtropenic sepsls, pneumococcal sepsis, staphylococos! sepsis, bacter
associated with fever (238.5°C) Rash: Rash fﬂsh n:n:-ﬂ.k:. h ::fuils tous, rash maculo-papular, rash generalizec, rash papular, exfoliative rash, rash follicular, ra:
Return 1o 2500/meL Resume lenalldomide at 2.5 mg daily == (S0 BTUTNG, LY ey R fEnES RERTEE e s s
ymp erythema mi rash pustular

Other Grade 3 / 4 Toxiclties in MDS

For ather Grade 3/4 taxicities judged o be related 1o lenalidemide capsules, hold treatment and restart at the physician's discretion at next lower dose level when taxicity has resclved to <
Grade 2.

Starting Dose Adj for Renal |
[5ee Dosuge ond Administration (2.4)

in MDS

2.3 Mantle Cell Lymphoma
The recommended staring dese of lenalidomide capsules is 25 mg/day orally on Days 121 of repeated 28-day cycles for relapsed or refractory mantle cell lymphoma,

Deep Vein Thrombesis; Deep veln thrombosls, venous thrombesls imb, venous thrombosis

After At Least One Prior Therapy for MM:

Data were evaluated from 703 patients In two studies wha recelved at least cne dose of | J ne (353 p 1o
Inthe lenalidomide/d h e tr group, 269 patients (76%) had at least one dose Interruption with or without a dose redut
the plac /d asone 1t group. Of these patients who had one dose Interruption with or without a dose reduction, 50%
had &t least one additional dose Interruption with or without a dose reduction compared to 21% in the placeb 1r
reactions were more frequent in patients who recelved the combination of Ienaﬁdumlde Jdexamethasone compa.r!d to placebo/dexam:

Tables 6, 7, snd B summarize the adverse reactions reported for h and pl groups.
Tr should be conti until di prag 1 or Unaccepiable toxicity,
Treatment Is continued, modified or discontinued based upen clinical and labaratary findings. Table 6: Adverse Reactions Reported in 25% of Patients and with a 22% Diffs in P jon of Patients B the Lenalid:
9
Groups
Dose Adj for H ic Toxicities During MCL Treatment
Dase modification guidelines as summanzed below are recommended to manage Grade 3 or 4 neutropania or thrambecytopenia or other Grade 3 or 4 toxicities considered to be related to Body System Lenalidomide/Dex*
lenalidamide capsules. Adverse Raaction (N=353)
Platelet counts n (%}
T, 1o dirinia treat
i e mMG Blood and lymphatic system disorders
When Platelets Recommended Course Neutropenia® 143 (42.2)
Fall to <50,000/melL interrupt len-alld-cmlde capsules treatment and follow CBC weekly Anemia® ™ (31.4)
Return to 250,000/mcL lenalid: [ 2t 5 mg less than the previous dose. Do not dose below 5 mg dally Trrambac ia® 76 (215)
Absolute Neutrophil counts (ANC)
N penia during & inMeL Leukopenia 28(78)
Lymphapenia 19 (5.4]
When Neutrephils Recommended Course e 64
General disarders and site conditi
Fall to <1000/meL for at least 7 days Interrupt lenalidomide treatment and fallow CBC weekly
oR Fatigue 155 (43.9)
Falls to <1,000/mel with an associated temperature  38.5°C Pyrexia 97 (27.5)
ORr
Ealls 1o < S00 /mcl Perlpheral edema 93 (26.3)
Return 1o 21,000/mel Resume lenalidomide capsules at 5 mg less than the previous dose. Do not dose below Chest Pain 25(8.2)
5 mg daily Lethargy 24(6.8)
Other Grade 2 / 4 Toxicities in MCL
For other Grade 3/4 1oxicities judged te be related to lenali Id les, hold and restart at the physician's discretion at next lower dose level when toxicity has resolved to £ Gastrointestinal disorders
Grade 2. Constipation 143 {40.5)
Starting Dose Adjustment for Renal Impairment In MCL Diarrhea® 136 (38.5)
[see Dosage and Administration (2.4)]. T 92 261)
2.4 Starting Dose for Renal Impairment Vomiting® 43012.2)
The recommendations for starling doses “or patiens with renal impairment are shown In the following tabie [see Clinical Pharmaccilogy (12.3)L
Pain® 3
Table 3: Starting Dose Adjustments for Patients with Renal Impairment Adomine Rair 35(9.9)
Dry Mouth 25(71
Renal Function Dose in Lenalidomide Capsules Dose in Lenalidomide Capsules for MDS " i T
(Cockeroft-Gault) Combination Therapy for MM and for MCL i ' ki
CLer 30 1o 60 mUmin 10 mg once daily 5 mg once dally BALSCIK i 118 (33.4)
Back pain 51(25.8)
Cler < 30 ml/min 15 mg every other day 2.5 mg once dally
(not requiring dialysis) Bane Pain 48 (13.6)
Paln In LUmb 42(1.9)
Cler < 30 mU/min 5 mg ance dally. On diatysis days, 2.5 mg once dally, On dialysls days.
{requiring clalysis) administer the dose following dialysis. administer the dese following dialysis Nervous system disorders
Lenalidomide Capsules C Therapy for MM: For Cler of 30 to 50 mUimin, censider escalating the dose ta 15 mg after 2 eycles If the patient tolerates the 10 mg dose of lenalidemide Dizziness 82(232)
without dose-limiting toxicity. Tremor 75 (21.2)
Lenalidomide Capsules for MCL and MOS: Base subsequent lenalidemide capsules dose increase or decrease an Individual patient treatment tolerance [see Dosage and Administration (2.1 Dysgeusia 54 15.3)
102,31 Hypoesthesia 36 [10.2)
3 DDSAGE FORMS AND STRENGTHS Neuropathy® 23(6.5)
Lenalid e ¢ are lable in the following strengths:
Respiratory, Theracic and Mediastinal Disorders
5 mq white opaque capsules printed with NAT on cap and 5 mg on bedy of the capsule,
10 mg white opague capsules printed with NAT on cap and 10 mg on body of the capsule. Dyspnea 83 (23.5)
15 mg white opague capsules printed with NAT on cap and 15 mg on body of the capsule, Nasopharynglts 62(176)
25 mg white opague capsules printed with NAT on cap and 25 mg on body of the capsule.
Pharyngitis 48 [13.6)
4 CONTRAINDICATIONS
4.1 Pregnancy EBronchitls 40 (1.3
Lenalidomide capsules can cause fetal harm when administered to a pregnant female, Limb abnormalities were seen in the offspring of monkeys that were dosed with lenalidomide during Infections® and Infestations
organogenesis. This effect was seen at all doses tested. Due to the results of this developmental monkey study, and lenalidomide's structural similarities to thalidomide, a known human
teratogen, lenalidomice is contraindicatec in females wha are pregnant [see Boxed Warning]. If this drug Is used during pregnancy or If the patient becames pregnant while taking this drug, Upper respiratory tract infection 87(246)
the patient snould be apprised of the potertial risk ta & fetus [see Warnings and Precautions (5.1), Use in Special Populations (8.1), (8.3)). Preumonla® 48 13.6)
4.2 Severe Hypersensitivity Reactions Urinary Tract Infection 30(8.5)
Lenalidomide capsules are contraindicatad In patients who have demonstrated severe hypersensiivity (e.g., sngloedema, Stevens-Johnsan syndrome, toxdc epidermal necrolysis) to Sinusitis 26 (7.4)
lenalidomide [see Warnings and Precautions (5.7)]. i
Skin and sut system di
5 WARNINGS AND PRECAUTIONS
5.1 Embryo-Fetal Toxicity Rach® 75(21.3)
Lenalidomide Is & thalldamide analague and Is contralndicated for use during pregnancy. Thalldemide Is a known human teratogen that causes Iife-threatening human birth defects or Sweating Increased 35(99)
embrye-fetal death fsee Use in Specific Populations (8.1 An embryo-fetal d 1t study in keys Indi that lenalidomide produced malfermations in the offspring of female
monkeys who recelved the drug during pregnancy, simliar to birth defects obsenved in humans following exposure to thalidomide during pregnancy. Dry Skin 3 E3
Females of Reproductive Potential Pruritus 27 (78}
Females of reproductive polential must avold pregnancy for at least 4 weeks before beginning Lenalidomide capsules therapy, during therapy, during dose Interruptions and for at least 4 Metabelism and nutrition disord
weeks after completing therapy. o = 55(156)
Females must commit gither to abstain ceinuously from heterosexual sexual Intercourse or 1o use two methods of reliable birth centrol, beginning 4 weeks prior to Initiating treatment with Hypokalemia 48 (13.6]
lenalidomide eapsules, during therapy, during dose interruptions and continuing for 4 weeks fallawing discontinuation of lenalidemide therapy, :
Hypocalcemia 31(8.8)
Twe negative pregnancy tests must be abtained prior 1o initiating therapy. The first test should be perfarmed within 10 to 14 days and the second test within 24 hours prior 1o prescribing
lenalicamice therapy and then weekly dur rg the first month, then monthly thereafter In females with regular menstrual cycles or every 2 weeks |n females with Iregular menstrual cycles [see Appetite Decreased 2458
Use in Specific Populations (8.3)] Dehydration 23(6.5)
Males Hypomagnesemia 24 (5.8)
Lenslidomide Is present in the semen of patients receiving the drug. Tnerefore, males must always use a latex or synthetic condom during any sexual contact with females of repraductive igations
potential while taking lenalldomide capsues and for up 10 4 weeks after disc g c les, even if they have undergone a successful vasectomy. Male patients taking
leralidamide capsules must not donate sperm (see Use in Specific Populations (8.3)] Weight Decreased | 69(19.5) i
Blood Donation Eye disorders
Patients must not donate blood during treaiment with lenalidomide capsules and for 4 weeks followling discontinuation of the drug because the blood might be given to a pregnant female Blurred visian 1 51(17.3) ]
patient whose fetus must not be exposed to lenalidomide,
Vascular disorders
5.2 Hematologlc Toxlcity -
Lenalidomide capsules can cause significant neutropenia and thrombecytapenia. Maniter patients with neutroperia for signs of infection. Advise patients to observe for bleeding or b ing, Diap vin thrombosls e
especially with use of concomitant medication that may Increase risk of bleeding. Patients taking lenalidomide capsules should have thelr complete blood counts assessed perlodically as Hypertension 28(79)
cescribed below (see Dosuge and Admin/sirotion (2.4, 2.2 Hypotenslon 2501
Patients taking lenalidomide capsules In combination with dexamethascne for MM should have thelr complets blood counts (CBC) assessed every 7 days (weekly) for the first 2 cycles, on
s rted in 22% Pa Differ in P n Betw the Le
Days 1 and 15 of Cycle 3, and every 28 days (4 weeks) thereafter. A dese Interruption and/or dase reduction may be required [see Dosage and Agmimistration (2.1 ::::n:;:“ S/# Advaisa Renctlons Papo 0 arits el WIN A 2% wrice I Fioporion of Petienty ke
Patients taking lenalidomide capsules for MOS should have their complete blood counts monitored weekdy for the first B weeks and at least manthly thereafter. Grade 3 or 4 hematologic Body System Lenalidomide/Dex*
toxicity was seen in 80% of patients enrolled in the MOS study. In the 48% of patients who developed Grade 3 or 4 neutropenia, the median time to onset was 42 days (range, 14 to 411 days), Adverse Reaction {N=353)
and the median time to documented recovery was 17 days range, 2 10 170 days). In the 54% of patlents who developed Grade 3 or 4 thrombocytopenia, the median time to onset was 28 days n (%)
{range. 8 to 280 days). and the median time o documented recovery was 22 days [range, 5 1o 224 days) [see Bowed Wamning and Desoge and Administration (2.2)] Blood and lymphatic system disorders
Patients taking ienalidomide capsules for MCL should have their complete blood counts monitored weekly for the first cytle {28 days), every 2 weeks during cycles 2 to 4, and then manthly Neutropenia® 1B (33.4)
thereafter, Patients may require dose interruption andfor dose reduction. In the MCL trial, Grade 3 or 4 neutropenia was reported In 43% of the patients, Grade 3 or 4 thrombecylopenis was Thrombacytapenia® 43(122)
reported In 28% of the patients. ;
Anemia® 35(3.9)
5.3 Venous and Arterial Thromboembolism
Venaus thremboembolic events (VTE 'DVT and PED and arterial thromboembolic events (ATE. mvacardial Infarction and stroke! are increased in treated with lenalidemid Leukopenia 14 {400




Lenalidemide s present in the semen of patients receiving the drug, Therefore, males must always use a latex or synthetic condom during any sexual contact with females of reproductive : ==
potental while taking lenalicomide capsules and for up to 4 weeks after discontinuing lenalidemide capsules, even if they have undergone a successful vasectomy. Male patients taking
lenalidomide capsuies must not donate saerm [see Use in Specific Populatians (8.3)]. Welght Decreased i B8 (19.5) |
Blood Donation Evedisortian
Patients must not donate blood during treatment with lenslidomide capsules and for 4 weeks following discontinuaticn of the drug because the blood might be glven to a pregnant female Blurred vision I 61(173) |
patient whose fetus must not be exsosec to lenalidomide,
Vascular disorders
5.2 Hematologlc Toxicl
Lenalidomic::an sules ?;n cause significant neutropenia and thrombocytepenia, Monitor patients with neutropenia for signs of infection. Advise patients to abserve for bleeding or bruising, Ukepyein tRombosts? B3B3
especially with use of concomitant medication that may Increase risk of bleeding. Patients taking lenalidomide capsules should have their camplete blood counts assessed perledically as Hypertension 28 (79}
descriced below [see ODosoge and Administration (2.1, 2.2)1 Rypotension 2500
Patlents taking lenalidomide capsues in combination with dexamethasone for MM should have their complete blood counts (CBC) assessed every 7 days (weekly) for the first 2 cycles, on =
Days1and 15 of Cycle 3, and every 28 days (4 weeks] thereafter, A dose interuption and/er dose reduction may be required [see Dosoge ond Administration 2.1)] :‘;‘::::‘::E B Adhvert Clo RN portad T 2% Pt teicl Wity 1% Diffasance i Prdp o Patioms :
Fatiers 1aking lenalidemide cepsules for MOS should have their complete blood counts monitored weekly for the first 8 weeks and at least manthly thereafter. Grade 3 or 4 hematologic Body System Lenalidomide/Dex*
toxicity was seen in 80% of patlents enrolled In the MDS study, In the 48% of patients who developed Grade 3 or 4 neutropenla, the medlan time to onset was 42 days {range, 14 to 411 cays), Adverse Reaction (N=353)
and the median tme to documented recovery was 17 days (range, 2 to 170 days). In the 54% of patlents who developed Grade 3 or 4 thrombocytopenla, the med|an time to onset was 28 days n (%)
\range, B to 290 days), and the median time to documented recovery was 22 days (range, 5 10 224 days) {see Boxed Warning and Desage ond Administration (2.2)] Blood and lymphatic system disorders
Patients taking lenalldomide capsules for MCL should have their complete blood counts monitared weekly for the first cycle (28 days), every 2 weeks during cycles 2 to 4, and then monthly Neutropenie® 118 (33.4)
thereafier. Patlents may require dose interruption and/or dose reduction. In the MCL trial, Grade 3 or 4 neutropenia was reponed In 43% of the patients. Grade 3 or 4 thrembocylopenia was Thisiibocytepenia® 43 (12.2)
reported in 2B% of the patients,
Anemia® 35(9.9)
5.3 Venous and Arterlal Thromboembalism
Venous thromboemboelic events (VTE [DVT and PE]) and arterial thromboembolic events (ATE, myocardial Infarction and stroke) are Increased in p treated with Leukapenis 144.0)
mphi 10 (2.
A significantly increased risk of DVT (7.4%) and of PE (37%) occurred in patients with MM after at ieast one prior therapy who were treated with lenaiidomide and therapy Lymphopenis = 28)
compared to patients treated in the placebo and dexamethasane group (3% and 0.5%) in clinical trials with varying use of anticoagulant theraples. In the newly diagnosed multiple myeloma Fatdie Nattopama £33
(NOMM] study In which nearty all patients recelved antthrombotic prephylaxis, DVT was reported as a serlous adverse reaction (3.6%, 2.0%, ard 17%) in the Rd Continuous, Rd18, and MPT e | disorders and site
Arms, respectively. The fr y of seriaus ad reactions of PE was similar between the Rd Continuous, Rd18, and MPT Arms (3.8%, 2 8%, and 37%, respectively) [see Saxed W g
and Adverse Reactions (G Fatigue ’ 23(6.5) ]
Myocardial infarction {17%) and stroke (CVA] (2.3%] are increased in patients with MM after a1 least one prior therapy who were treated with lenalidomid les and hasone therapy Vascular disorders
compared 1o patients treated with placeba and dexamethasone (0.6%, and 0.9%) in clinical triais. In the NOMM study, myocardial infarction (iIncluding acute) was reported as a serious acverse Deep vein thrombosis® | 29(832) |
reaction (2.3%, 0.6%, and 171%) in the Rd Continuous, Rd18, and MPT Arms, respectively. The frequency of serious adverse reactions of CVA was similar between the Rd Continuous, RA18, and
MPT Arms (0.8%, 0.5 %, and 0.6%, respeciively) [see Adverse Reactians (6.1)] Infections and infestations
Patients with known risk facters, including prior thromboesls, may be at greater risk and actions should be taken to try to minimize all modifiable factors (e.g. hyperlipidemia, hypertensian, Prieumonia® 30(8.5)
smokin
In conlri]'led clinical trials that dig not use concomitant U‘\rombopraphylaxis 21.5% overall tl'lmmbo’dc events (Standardized MedDRA Query Embolic and Thrombotlc events) occurred In Urinary Tract Infection 5(1.4)
patients with refractory and relapsed MM who were treated with lenalid les and R to 8.3% thrambosis in pat[en.s treated with placebo and dexametha- and Lo e
song, The median time to first thrombesis event was 2.8 months. in the NDOMM study In which nearly all p i ved prophylaxis, the overall frequency of thrombotic events
was 17.4% In patients in the combinec Rd Continuous and Rd18 Arms, and was 11.6% in the MPT Arm, The median time to first thromEosis event wes 4.3 montns in the combined Rd Continuous Hypokalemia 17 (4.8}
and Rd1B Arms, Hypocalcemia 1337
Thromboprophylaxis is recommended. The regimen of thromboprophylaxis should be based en an assessment of the patient's underlying risks. Instruct patients to report Immediately any Hypophosphatemia 9(25)
signs and symproms suggestive of thrombotic events. ESAs and estrogens may further incraase the risk of thrombosis and thelr use should be based on a benefit-risk decision In
receiving lenalidomide capsules [see Drug Interactions (7.2)] Resp y, th ic and disord
5.4 Increased Mortality In Patients with CLL Pulmonary embolism® 14 (4.0
In & prospective randomized (11 clinical trial In the first line treatment of patients with chronic lymphocytic leukemia, single agent lenalidom|de capsules therapy Increased the risk of death as Resplratory Distress® &
compared ta single agent chlerambucil. In an interim analysis, there were 34 deatns amang 210 patients on the | domide capsules ta'm cempared to 18 deaths ameng 211 patients
in the chiorambucl treatment arm, and hazard ratlo for overall survival was 1,92 [$5% CI: 1.08 - 3.41], consistent with a 92% Increase In the risk of death. The trial was halted for safety in July M loskeletal and jve tissue disord
a0, Muscle weakness 2070
Serious adverse cardiovasculer reactions, including atrial fibriliation, myecardial infarction, and cardiac fallure occurred more frequently Ir the lenall [ arnm. Gastrointestinal disorders
Lenalidomide is notindicated and nat recommended for use In CLL outside of controlled clinical trials.
Diarrhea® nEa
5.5 Second Primary Malignancies o
In clinical trials in patients witr MM receving lenalidomide capsules an increase of hematologic plus solld tumor second primary malignancies (SPM) netably AML and MDS have been Constipaticn 7{2.0)
observed. Anincrease In hematologic SPM including AML and MOS oceurred in 5.3% of patients with NDMM lving lenalid C les in combination with oral melphalan compared MNausea® 6117
with 1.3% of patients receiving melphalan without lenalidomide capsules. Tne frequency of AML and MDS cases in patients with NDMM treated with lenalidomide capsules in combination with
dexamethasone without melphalan was 0.4%, Cardiac disorders
In patients with relapsed or refractay MM treated with lenalidomide capsules /dexametnasone, the Incidence of hematologic plus solid tumor (excluding squamous cell carcinoma and basal Atrial fibetiiation® Ben
cell carcinoma) SPM was 2.3% versus 0.6% In the dexamethasone alone arm. Non-melanoma skin cancer SPM, Inclucding squamous cell carclnoma and basal cell carcinoma, occured In 34% Tachycardia 6(17)
of patients receiving idomide capsules/di h comp, to 0.6% In the dexamethazane alone arm,
Cardiac Failure Congestive® 5(14)
Patients who received lenalidomide-cantaining therapy untll disease progressian did not show a higher incidence of Invasive SPM than patients treated In the fixed duration lenalidemide-con- Nervous System disorders
taining arms. Manltor patlents for the development of second primary malignancies. Take Into account both the potential benefit of lenalidom de capsules and the risk of second primary
g ies when censidering treatment with lenalidomide capsules, Syncope 1028 J
5.6 Increased Mortality in Patients with MM When Pembrolizumab Is Added to a Thalldomide Analogue and Dy th Dizziness 7(2.0) I
In twe randemized clinical tria’s in patients with MM, the addition of p to a thall Ide analogue plus dexamethasone, a use for which na PC-1 or PD-L1 blocking antibody Is Eye disorders
Indicated, resulted in increased manality. Treatment of patients with MM with a PD-1 or PD-L1 blocking antibody In combination with a analogue plus dexamethasone is not
recommended outside of controlied clinical trials. Cetaract 607
; Cataract Unilateral 5(1.4)
5.7 Hepatotoxicity
Hepatie failure, including fatal cases, nas occurred [n patients trested with lenalidemide in combination with dexamethasone. In clinlcal trials, 15% of p. ed {with Psychiatric Disorder
nepatacelluiar, cholestatic and mixec enaracteristics); 2% of patients with MM and 1% of patlents with myelodysplasia had serious hepatotoxicity events. The mechanism of drug-induced Drrwssin oRe
hepatotoxicity |5 unkngwn, Pre-mexisting viral liver disease, elevated baseline liver enzy . and concomitant medications may be risk faciors. Monhor [iver enzymes perlodically. Stop
lenalidomide ugon elevation of liver enzymes, After return to baseline values, treatment at a lower dose may be considered. Tabie 8: Serl React] Rep d in 21% Patients and With a 21% Difference In Proportion of Pat
Pimwdmmﬁwane Groups
5.8 Severe Ci Reactions Including Hyp itivity R |
Angioedema and severe cutanesous reactions Including 51evens-mhnsun syndrome (5J3), toxic epidermal nem:-lysas [TEN) and drug reaction with eosincpnilia and systemic symptoms Body System Lenalidomide/Dex*
(DRESS) have been reported. DRESS may present with a cutaneous reaction (such as rash or exft hilia, fever, andfor lymphadencpathy with systemic complications Adverse Reaction (N=353)
such as hepatits, nephritis, pneumaoitls, myocarditis, and/or pericarditis. These events can be fatal, Patients with a prilm' nistary of Grade 4 rash assoclated with thalldomide treatment should n (%)
not recelve capsules, L | capsules interruptian or discontinuation should be considered for Grade 2-3 skin rash, Lenalidomide capsules must be discontinued for
angivedema, Grade 4 rash, exfoliative or builous rash, or If S5, TEN or DRESS is suspected and should not be resumed followlng discontinuation for these reactions, Biood and ly le system
5.9 Tumor Lysis Syndrome Febrile Neutropenia® [ &(17) |
Fatal instances of tumer lysis syndrome have been reported during treatment with lenalidomide. The patients at risk of tumer lysis syndrome are those with high tumor burden priar ta Vascular disorders
treatment, These patlents should be monitared closely and appropriate pracautions taken.
Deep vein thrombosis® | 26 (7.4) |
540 Tumor Fiare Reaction
Tumor flare reaction has occurred curing fet use of | ide for CLL and lymphoma, and is characterized by tender lymph node swelling, low grade fever, pain and rash. Wtfic i St Infaiation
L Is not Indi i and not ded for use in CLL eutside of contralled clinlcal trials. Preumonia® | 33(93) I
Manitoring and evaluatien for tumer flare reacticn (TFR) Is recommended In patlents with MCL. Tumor flare reactien may mimic progression of disease (PDY]. In the MCL Wrial, 13134 110‘%} of Respl Y and disard:
subjects experienced TFR; all reparts were Grade 1 or 2 in severity, All of the events occurred in cycle 1 and one patient developea TFR again in cycle 11. Lenali ide may be conti iin Puim. mbalism® ‘ 3 |
patients with Grade 1 and 2 TFR without interruption or modification, at the physiclan's discretion, Patients with Grade 1 and 2 TFR may also be treated with corti Ical sliigghi} 13(37)
ant-inflammatory drugs {NSAIDs) and/or narcotic analgesics for management of TFR symptoms. In patients with Grade 3 or 4 TER, it is recommended to withhald treatment with lenalidomide Cardiac disorders
until TFR resclves to £ Grade 1. Patlents with Grade 3 or 4 TER may be treated for management of symptoms per the guidance for treatment of Grade 1and 2 TFR. YT E— ! prye |
E:11 impaired Stem Cell A Cardiaz Failure Congestive® S(14)
A decrease in the number of CC34+ cells collected after treatment {> & cycles) with lenalidom|de has been reported, In patients who are auto-HSCT condldates, referral to a transplant center
should accur early in treatment o opt mize the tming of the stem cell coll In who ived more than 4 cycles of a ler ting 1t of for whom Inadeq Nervous System disorders
numbers of CO 34+ cells have been coliected with G-CSF alone, G-CSF with cyclophosp or the combination of G-CSF with 8 CXCR4 inhibitor may be considered. Cerebravascuiar accidant® J @20) |
542 Thyroid Discrders Gastrointestinal disorders
Both hypothyroidism and hyperthyroidism have been reported [see Adverse Reactions (6.2)] Measure thyreid function before start of lenalidomide capsules treatment and during therapy. Diarrhes® | 507 l
5.13 Early Mortality in Patients with MCL A and ive tissue di
In another MCL stuay, there was an increase in early desths (within 20 weeks), 12.8% In the lenalidom|ide arm versus 71% in the control arm. On exploratory multivariale analysis, risk facters for
early deaths include high tumer burden, MIF| score &t diagnosls, and high WBC at baseline (210 x 10%L). Bone Pain [ 41 |
5 ADVERSE REACTIONS For Tabies 6, 7 and B above;
The following adverse reactions are described in detail in other sections of the prescribing information: @ - adverse reactions in which at least one resulted in a fatal outcome
o Embryo-Fetal Toxicity (see SBaxed Worming, Warnings and Precautions (5.1)] % - edverse reactions in which at least one was idered to be life ing (i the outcome of the reaction was death, itis Inc

o Hematelogic Taxicity (see Boxed Warning, Warnings and Precoutions (5.2)]

o Venous end Anerlal Thromboembalism jsee Boxed Worning, Wamnings and Precautians (5.3)]

o Increased Mortality in Patients with CLL [see Warnings ond Precautions (5.4))

o Second Primary Malignancles [see VWarnings ond Precautions (5.5)]

@ Increased Mortality in Patients with MM When Pembrolizumab ls Added 1o a Thalldomide Analogue and Dexamethasone [see Wamnings and Precoutions (5.6)]
@ Increased Maortallty in Patients with MM when Pembrolizumab Is Added 1o a Thalidomide Analogue and Dexamethasone [see Warnings and Precaoutions (5.6)]
0 Hepatotoxlcity [see Warnings and Frecoutions (5.7)]

a Severe Cutaneous Reactlons Including Hypersensitivity Reactions [see Warnings and Precoutions (5.8)]

o Tumer Lysis Syndrome fsee Warnings and Precoutions 5.9)]

o Tumer Flare Reactions [see Waornings ond Precautions (5.10)]

a Impaired Stem Cell Mabllizatien [see Wornings and Precautions (5.17)]

© Thyroid Disorders (see Warnings end Precoutions (5.12)]

a Early Mortality In Patlents with MCL [see Warmings and Precautions (5.13)]

6.1 Clinical Trials Experience
Because clinical trials are conducted under widely varying conditions, adverse reaction rates observed in the clinical trials of a drug cannot be dicectly compared to rates in the clinical trials
of another drug and may not reflect te rates observed in practice.

Median duration of exposure among patients treated with Ienalldnmfde{ﬂeumethasone was 44 weeks while median duration of

sone was 23 weeks, This should be taken Into id: when paring fi y of ! b 1 two reatm
methasone
Venous and Arterial Thromb bollsm [see Boxed Warning, Warnings ard Precautions (5.3)]

VTE and ATE are increased in patients treated with Lenalidom|de capsules.

Deep vein thrembosis (DVT) was reported as a serious (7.4%) or severe (B.2%) acverse drug reactlon ata higher rate In the lenalide
the placebo/d hasone group, respectively In the 2 studies in patients with at least 1 prior therspy with discontinuations d
between groups. In the NDMM study, OVT was reporled a5 8n adverse resction (all grades: 10.3%, 7.2%, 41%), as a serlous adve
reaction (5.6%, 3.7%, 2.8%) in the Rd Continuous, Rd18, and MPT Arms, respectively. Discontinuations and dose reductiors due to
between the Rd Continuous and RdiB Arms (both <1%). Interruption of Lenalidomide treatment due to DVT adverse reactions wa:
(2.3%) and RA18 (1.5%) arms.
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1tion Therapy:

study who received at least one cose of lenalidoride with low dose dexamethasone [Rd) given for 2 different durations of time {i.e.,
or up to eighteen 28-day cycles (V2 weeks, Arm Rd18; N=540] or who received melphalan, prednisone and thalidomide (Arm MPT;
The median treatment duration in the Ra Continuous arm was B0.2 weeks (range 0.7 to 246.7) or 18.4 months {range 0.16 to 56.7).

were comparable in Arm Rd Continuous and Arm Rd18, and included di

anemia, con

| edema, neutropenia,

st frequently reported Grade 3 or 4 reactions Inciuded neutropenia, anemia, thromoocytopenia, pneunonia, asthenla, fatigue, back
DVT, hyperglycemia, and leukopenia, Tne highest frequency of infections occurred In Arm Rd Continuaus (75%) compared to Arm

Iverse reacticns of infection in Arm Rd Continucus than either Arm MPT ar RA18.

ans leading to dese interruption of lenalidomide were infection events (28,8%), overall, the mecian time te the first dase Interruption
‘eactions leading to dose reduction of lenalidomids in the Rd Continuous arm were hematologic events [10.7%); averall, the median
ks. In the Rd Continuous arm, the mest comman adverse reactions leading to discontinuation of lenalidomide were infection everits

llans were generally highest In the first 6 months of treaiment and then the frequencles decreased over time or remained stable
of anset of cataracts increased over Ume with 0.7% during the first € months and up to 9.6% by the 2nd year of treatmant with Rd

+ d Continucus, Rd18, and MFPT reatment arms.

dverse Reactlons in 2 1.0% of Patients in the Rd Continucus or RJ18 Arms®

Pulmonary embolism (PE} was reported as a senious adverse drug reactian [3.7%) or Grade 3/4 (4.0%) at a higher rate in the lenalidomide/dexamethascne group compared to 0.9% [serious or
grade 3/4) In the placebo/dexamethasone group In the 2 studies In patients with, at least 1 prior therapy, with disc due to PE ach reactions d at comparable rates
between groups. In the NOMM study, the frequency of adverse reactions of PE was similar between the Rd Continuous, Rd18, and MPT Arms for adverse reactions (all grades: 3.9%, 2.3%, and
4.3%, respectively), serious adverse reactions (3.8%, 2.8%, and 3.7%, respectively), and grade 3/4 adverse reactions (3.8%, 3.0%, and 3.7%, respectively).

Myacardial infarction was reported as a serious (L7%] or severe (1.7%) adverse drug reaction at a higher rate in the lenalldomide/dexamethasone group compared to 0.6 % and 0.6% respectively
In the placebare graup. D due to Mi (including acute) adverse reactions was 0.8% In lenalidomide/dexamethasone group and none in the placebo/dexamethasone
group. In the NDMM study, myocardial infaretion (including acute] was reported as an adverse reaction (all grades: 2.4%, 0.6%, and 1.1%), as a serlous adverse reaction, {2.3%, 0.6%, and 11%), or
a5 a severe adverse reaction (1.9%, 0.6%, and 0.9%) in the R Continuous, Rd18, and MPT Arms, respectively.

Suroke (CVA] was reported as a serious (2.3%) or severe (2.0%) agverse drug reaction in the lenalidc /i group pared 1o 0.9% and 0.9% respectively In the placebo/dexa-
methasone group. Discontinuation due to stroke (CVA} was 1.4% In ler / ne group and 0.3% in the placebo/dexamethasone group. In the NDMM study, CVA was reported
s an adverse reaction (all grades: 0.8%, 0.6%, and 0.6%), a5 a serlous adverse reaction (0.8%, 0.6 %, and 0.6%), or as & severe adverse reaction (0.6%, 0.5%, 0.2%) In the Rd Continucus, ReitB,
and MPT arms respectively.

‘Other Adverse Reactions: After At Least One Prior Therapy for MM

In these 2 studies, the following acverse drug reactions (ADRs) not described abave that accurred at 21% rate and of at least twice of the placebo percentage rate were reported:

In 5 iikel h

Blood and lymphatic system disord panc hytlc anemia

Cardiac disorders: bradycardia, myoccardial infarction, angina pectorls

All Adverse Reactions® Grade 3/4 Adverse Reactions®
Eye disorders: biindness, ocuiar hypertension
Rd Continuous Rd18 (N = 540) MPT (N =541) Rd Continuous Rd18 (N = 540) MPT (N =541) G i inal disord o | hemorrhage, glossodynia
N =532) (N =5332)
General disorders and ini: jon site malaise
tons
173 (32.5) 177 (32.8) 154 (28.5) 39 7.3) 46(8.5) 316D Investigations: liver function tests abnormal, alanine aminotransfersse Increased
150 (28.2) 123 (22.8) 124 (22.8) 41(77) 33(81) 32(5.9) Nervous system disorders: cerebral ischemia
14 (214, 102 (18.9) 76 (140 1324 1.3] 7{1.3)
(il i it ) 103 ) Psy disarders: mood swings, hallucination, loss of libido
29 (5.5) 357 18(3.3) 1% <1% <1%
Reproductive system and breast disorders: erectile dysfunction
242 (45.5) 208 (38.5) 83 {16.5) 2138) 18 (33) B (15} Respiratory, thoraclc and mediastinal disorders: cough, hoarseness
108205 linia) o m L3 204 % Skin and st tissue di exanthem, skin hyperpigmentation
57 107) 2B(53) 35 (67) <% <1% 0(0.0)
! A;mal i;f 148 patents received at least 1 dose of 10 mg lenalidomide In the del 5g MDS clinical study. At least one adverse event was reported in all of the 148 patients who were treated with
170(32) 145 (26.9} 15 (21.4) azm 34 (63) 28(5.2) the 10 mg starting dose of Lenalldomide capsules. The most frequently reported adverse events were related to biood and lymphatic system disorders, skin and subcutaneous tissue disarders,
e gastrol disorders, and general disorders and administrative site conditions.
108 {20.5) 102 (18.9) £1(1.3) bl 1% <% Th y ia (61.5%; 91148} and neutropenia (S8.8%; 87/148) were the most frequently reporied adverse events. The next most common adverse events observed were diarrhea (48.6%;
101 (18.0) balikd] 66 {12.2) 17 g(1.5) 8(15) 721148}, pruritus (41,9%; 62/148), rash {35.8%: 53/148) and fatigue (31.1%; 46/148). Table 9 summarizes the adverse events that were reported In 2 5% of the lenalidomide treated patients In the
del 5q MDS clinical study. Table 10 summarizes the most frequently observed Grade 3 and Grade 4 adverse reactions regardless of p to it with b d Inthe single-arm
87 {15.4) 77 (14.3) 52 (1.5) 16 (3.0) 15 (2.8) 14 (2.8 studies conducted, it is often not possible ta distinguish acverse events that are drug-related and those thal reflect the patient's underlying disease,
79 (14.8) 66 [12.2) 6 (1.3) 8{1.5) 8015) 703
Table 9: Summary of Adverse Events Repaorted In 25% of the Lenalidomide Treated Patlents In del Sq MDS Clinical Study
E7 (12.5) | 59 {10.9} 36(6.7) <1% <1% <%
s Body System 10 mg Overall
Adverse Ever (N=148)
60 (N3 51(5.4} 3373 611 <1% <1%
43487 35 (6.5) 29 (5.4) <1% B(15) <1% Patients with at least one adverse event 148 (100.0)
40 (7.5) 19 {3.5) 10(1.8) <1% <1% <% Elood and Lymphatic System Disorders
Thrombocytopenia a1 (61.5)
50 [15.9) 59 (10.9) 43 (79) 817 6 (1) 308 Neutropenia a7 (58.8)
80 {15.0) 54 (10.0) 33(BY) © (0.0} (0.0 0[O0 Anemia 7 (1n.5)
76 (14.3) s3Mm7 41(76) B(15] 815) <1% Leukopenia 12 (81
76(14.3) B3 (117) 41(76) B(1.5) ai{1.5) <1% Febrile Neutropenia 8 (5.4)
93 (17.5) 870160 56 (10.4) 80 (11.3) 57 (10.5) 41 [76) Skin and Tissue Di: d
35(66) 25 (4.5) 21{3.9) 7013 4(0n 1(0.2) Pruritus 62 (41.9)
33(6.2) 23(4.3) 15 (2.8) <1% <1% 0(0.0) Rash 53 (35.8)
32(6.0) 1731 13(2.4) D (0.0} <% <1% Dry Skin 2 a2
29(5.5) 14 {2.8) 18 (2.0) 10{1.9} 3(08) 3(0E) Contusion 12 183
29(5.5) 24(4.4) 14 (2.6 0{0.0) 0 (0.0} 0 (0.0} Night Sweats 12 (B1)
< 5% <5% =5% 815 3{06) 2(04) Sweating Increased 10 (6.8
3362 25 (4.8) 18(3.3) 26 (4.9) 2037 13{2.4) Ecchymosis B [5.4) J
Erythema B8 (5.4) r
75 (140 52 (9.5) 56 (10.4) ] <1% <1% < 1% Gastrointestinal Disorders
39(73) 45(8.3) 22149 | <1% 0 (0.0) <% Diarrhea 72 (48.6)
Constipation 35 123.6)
213 (438) 193 (35.7) 229 (42.3) 97 (18.2) 85157 102 (18.9) Nausea 35 23.6)
186 (35.0) 178 {33.0) 328 (BOE) 148 (27.8) 143 (26.5) 243 (44.9) Abdaminal Pain 18 (12.2)
104 (19.5) 100 (18.5) 135 (25.0) 44(8.3) 4380 €0 (111 Vamiting 15 (10}
703) 731 15 [2.8) 611 16 (3.0) 14 (26) Abdominal Pain Upper 12 [:R]
5 (0.8} 6011 3 1(0.2) 3 (0.6} 5(0.9) Dry Mouth 10 (E.8)
Loose Stools ] (64)
1210227 34 (17.4) 68 (12.5) <1% <1% 1% Resplratory, Thoracic and Medlastinal Disorders
N7 {22.0) 89(16.5) 13{209) 30(5.6) 22 (49 18(3.3) Nasapharyngitls 34 (23.0)
32 (6.] 357 | wE <% <1% 0(0.0) Baugh 28 (196}
30 (5.6) 2249 1426 0 (00) 0 (0.0} 010.0) Dyspnea 25 (16.9)
27{59 l 29(5.4) <5% 5 (11 o {00 0(00) Pharyngitis 23 (15.5)
Epistaxis 22 (14.9)
123 (231) 15 (213) 72 133) 14 (2.6) 7(13) 5(0.9) Dyspnea Exertional 10 (6:8)
91(7) 62| 38(7) 35 (6.6) 20@n 120) i 0 (5.8
62 (17) 52 (9.5) 19(3.5) 28(53) 23(4.3) a7 Brorichme 9 )]
57 (10.7) 56 (10.4) 3(57) 23(4.3) 1935} a5 G D and Admi Site Conditi
25(47) 29 (5.8} 7133 a5 13(2.4) 97 Fatigue 16 @)
|
<5% <% <E% 8(15) 0(0.0) 0(0.0) St # 209
<E% cE% e a5 4007 204 Edema Peripheral 30 {20.3)
Asthenl
<5% <5% <% 703) 3(08) 102) 2 £e ey
<8% < 5% <s% 703) 13 (2.4 6011 =ena b (101)
Fain 10 68
Ri
138 (26.) 151(28.0) 105 (19.4) 39(73) 38 (7.0) 3361 it 8 (1)
Chest Pain 8 5.4)
47 (8.8) 49 (a1} 24.:4.4) <1% <1% <1%
and C ctive Tissue Di
A g
147 (276) 127 (23.5) s3(98) 4(08) 6 11) 0(00) rhricla 32 (215)
58 (10.9) 46 (8.5) 30(55) 10{1.9) 4(07) 1(0.2) Back Pain 31 (209
Muscle Cramp 27 (18.2)
Pain in Limb 16 (10.8)
55 10.3) 39(72) 22 (a9) 30(58) 20037 15 (2.8) Myalal
yalgia 13
51(9.6) 35 (6.5) 36(57) nzy B(15) 8.1 88
Peripheral Swelling 2 (81
Nervous System Disorders
43(87) 25 (4.8) 25 (4.8) =1% a1 611
Dizziness 29 (9.6}
33(6.2) 24 (4.4) 15 2.8 1% <1% 0(0.0)
Headache 29 (19.6)
Hypoesthesia 10 15.8)
7313.7] 31(5.7] 510.5) 3 (5.8) 1 (2.6) 3(08)
i %2 Dysgeusia El (61)
< < . g -
L 713) Sl 0100 Peripheral Neuropathy 8 (5.4)
Infections and Infestations
72013 4. 4
2 [13.5) 78 (1.4 | 8.(8.9) | Nz 404 407 Upper Respiratary Tract Infection 22 (14.9}
= Pneumonia 17 {1.5)
37(7.0) 25(45) 25 (4.6) 13 (2.4) 9 (17] 611} Urinary Tract Infection ros s
5% <% < 5% 1009 3(0:6) 510.9) Sneite = P
Cellulitis B (5.8)
4915.2) 54 10.0) 37 (6.8) 28(5.3) 33(81) 29 (5.4) Metabolism and Nutrition Disorders
Incl cysts and polyps) Hypokalamia s (10.3]
<5% <5% <5% 815 4(07) 0(0.0) Anoreila P 1o
5% <5% 5% <1% <1% 0(0.0) Hypamagnesemia g &
xaction is counted enly once under the applicadle Eody System/Adverse Reaction ton:
1 5.0% of subjects in the Rd Continuous or RA18 Arms and at least a 2.0% higher frequency (%) in elther the Rd Imenstigations
E Alarine Aminotransferase Increased 12 (8.1)
:;n;:;: least 1.0% of subjects (n the Rd Centinuous or RA1B Arms and at least 3 1.0% higher frequency (%) in elther ' Disorders
tleast 1.0% of subjects in the Rd Continuous or RA1E Arms and at least & 1.0% higher frequency (%) in either the Rd insomnia 15 (103
! 1
| disorders body system were Included by medical Judgment as known adverse reactions for Rd Continuous/Rd18, Rearession A )

Renal and Urinary Disorders

Puseririn I an I e o 1




25 (4.6) 25 {46} 1% & (1) &1
24 (4.49) | 15 {2.8) <% <1% 0(0.0)
3N(ET) 5 (0.8 3158 14 (2.6) 3(08)
< 5% <5% 703 o0 (0.0} 0 {00
78 (14.4) 48 (89 nzy 4(09) 400
25 (4.6) 25(46) 13(24) 900 &(13)
5% <5% o) 3 (0.6) 5(0.9)
54 10.0) 37(6.8) 28(53) 3367 29(5.4)
ps)

<5% <5% 8(1.5) &(07) 0 (0.0}
<5 < 5% < 1% <1% 0 [0.0)

anly ance under the applicable Body System/Adverse Reection.
n the Rd Cantinuous or Rd18 Arms and at least a 2.0% higner frequency (%) In either the Rd

of subjects in the Rd Continuous or Rd18 Arms and at least a 1.0% higher frequency (%) in either
c1s in the Rd Continuous or Rd'8 Arms and at least a 1,.0% higher frequency (¥) in either the Rd

slem were Included by medical [udgment as known adverse reactions for Rd Continuous/Rd18,

-atening (if the cutcome

r. gastrointestinal pain

shopneumenla, pneumecystis firovec pneumonla, pneumania legionella, pneumenia staphylococcal, pneumonla
pneumenia streptoccceal, pneumania viral

sis, pneumoceccal sepsis, staphylecoccal sepsis, bacierlal sepsis, meningococeal sepsis, enterococcal sepsis,

eralized, rash papular, exicliatve rash, rash folicular, rash macular, drug rash with eesinephilia and systemic

15 thrombosis

Nervous System Disorders

Dizziness 29 (19.6)
Headacne 29 (196
Hypoesthesia 10 {6.8}
Dysgeusia g B4}
Peripheral Neuropathy B (5.4)
Infections and Infestations

Upper Respiratory Tract Infection 22 (14.9)
Pneumenia v [TL5)
Urinary Tract Infection 1€ {10.8)
Sinusitis 12 12
Cellulitis 8 (5.4
Metabaollsm and Nutrition Disorders

Hypekalemia 18 (10.8
Anorexia 15 (101)
Hypomagnesemia 9 {63
Investigations

Alanine Aminotransferase increased 12 84
Psychiatric Disorders

Insamnia 15 (101)
Cepression B [5.4)
Renal and Urinary Disorders

Dysurig | 10 [ (6.8
Vascular Disorders

Hypertension | L] I (6.)
Endocrine Disorders

Acguired Hypothyreidism f 10 I 6.8}
Cardlac Disorders

Palpitations | 8 | (5.4

* Body System and adverse events are coded using the MedDRA dictionary. Body System and adverse events are listed In descending order of frequency for the Overall column. A patient
with multiple occurrences of an AE s counted only cnce in the AE category.

Table 10: Most Frequently Observed Grade 3 and 4 Adverse Events [1]
Regardless of Relationship to Study Drug Treatment

ne dose of lenalidomide /dexamethasene (353 patients) or placebo/dexamethasone (350 patients).
At least one dose interruption with or without 2 dose reduction of lenalicomiae compared ta 199 patients (S7%) in
* dose interruption with or without @ dose reduction, 50% In the ler fd hasone aroup Adverse Events @ 10 mg (N=148)
‘ompared to 21% in the pl f 1€ o group. Most ach reactlons and Grade 3/4 adverse
lich Jd asone ¢ to placeba/d
il anis e B0IG S roi Patients with at least one Grade 3/4 AE 131 (88.5)
Neutropenia 79 (53.4)
fierence in Proportion of Patients the L lidomide/d and Placebo/d
ren B Thrombocytopenia 74 (S0.0)
Prneumeonia 174}
Lenalidomide/Dex* Placebo/Dex *
[N=353) (N=350) Rash 10 (6.8)
n (%) n (%) Anemia 5961
Leukopenia 8(5.4]
149 (42.2) 22(63) Fatigue 747
111 (31.4) B3(237) Dyspnea 7i4.0
76 (215) 37 (10.6] Back pain 740
28(79) 4011 Fabrile Neutropenia &(49)
19 (5.4) 5(1.4) MNausea (4
Diarrhea 534
155 (43.8) 146 (417} Pyraxia 5(3.4)
97 (27.5) B2 {23.4) Sepsis 427
93 (26.3) 74 (211) Czziness 427
29(832) 20 (5.7} Granulocytopenia 3(20)
24|68 8(23) Chest Pain 3(2.0)
Pulmenary 3 2.0}
143 140.5) 74 (217) Respiratory Distress 3{20)
136 {38.5) 96 (274) Pruritus 3{2.0)
92 (281) 75 (21.4) Pancytopenia 3{20)
43{12.2) 33(9.4) Muscie Cramp 3(2.0)
Respiratory Tract Infection 214
35(9.9) 22(6.3) il a4
Upper Respiratory Tract Infe 4]
2570 13 (37) PP plratory Tra clion 2(14)
Asthenia Z(14)
Muit-ergan Failure 20
18 [33.4) 74 {219 i (4
Epistaxis 2114}
o1(25.8) 65 (18.6)
Hyponia 214
48 (13.6) 33 (1)
Pleural Effusion 20.4)
42 (1.9) 32(97)
Prieumonitis 2(1.4)
Pulmanary Hypertensien 2014
B2(23.2 59 (16.8
{ ! i1e.s) ‘Vomiting 2(1.4)
75 (21.2 y
2.2) el L) Sweating Increased 2(1.4)
54 (15.3) 3497) Arthralgia 204
36(10.2) 25 Pain in Limb 2014
23(55) 1337 Headache 204
Syncope 2(1.4)
831235 50 {17) W Adverse events with frequency >1% in the 10 mg Overall group. Grade 3 and 4 are based on
52 {17.8) 31(8.9) Natlonal Cancer Institute Common Taxicity Criteria version 2.
- P Pl Adverse events are coded using the MedDRA dictionary. A patient with multiple sccurrences
(13.6) B4 of an AE Is counted only once in the adverse evant category,
40(11.3) 30 (8.5)
In ather clinical studies of lenalidomide in MDS patients, the following serious ad events (regardless of i B to study drug treatment) not described In Table  or 10 were reparted:
BT (24.6) 55 (157} Blood and b system di ‘warm type h Iytic anemia, splenic infarction, bane marrow dep , coagt 1y, b lysis, hemaiytic anemia, refractory anemia
48 (13.6) 29 (8.3) Cardiac disorders: cardiac fallure congestive, atrlal fibriliation, angina pecterls, cardiac armest, cardisc fallure, cardio-respiratory arrest, ¢ yopathy, myocardial Infarction, myocardial
30(8.85) 19 (5.4) Ischemia, atrial fibrillation aggravated, bradycardia, cardiogenic shack, pulmonary edema, sugraventricular arrhythmia, tachyarrhythmia, ventricular dysfunction
26(74) 16 (4.8) Ear and labyrinth disorders: vertigo
B g /s di
75 (21.2) 33(3.4)
35(3.3) 25077 Gastrointestinal disorders: gastrointestinal h hage, colitis ic, Intestingl p .rectal hemorrhage, colanic palyp, di ulitls, dy: gia, gastritls, gastr g p
393 R0 ageal reflux disease, obstructive inguinal hernia, irritabie bowel syndrome, melena, pancreatits due to biliary , pancreatitis, peri abscess, small intestinal obstruction, upper
. 14 {4, a il 5
27 (7€) 18 (5% X
G I and ad site conditions: disease progression, fall, gait abnermal, imtermittent pyrexia, nodule, rigors, sudden death
55 (15.6) 34(97) Hepatebillary disorders: hyperbilirubinemia, cholecystitis, acute cholecystits, hepatlc failure
48 (13.6) 21(6.0) system disordars: b sitivity
31(8.8) 10(2.8) . -
Infectl. and infection bacteremia, central line infection, clostridial infection, ear infection, & sepsis, fungal infection, herpes viral infection NOS, influenza, kidney
24 (6.8) 14 {4.0) infection, Klebsielln sepsis, lobar pneumonla, locallzed Infection, oral Infection, Pseudomanas Infection, septic shock, sinusitis acute, sinusitls, Staphylocaceal infection, urosepsis
23(65) 15(4.3)
Injury, peisening and p dural P femur fracture, transfusion reaction, cervical vertebral fracture, femoral neck fracture, fractured pelvis, hip fracture, overdose, post procedural
24 (6.8 (29 hemorrhage. rib fracture, road traffic accident, spinal compression fraciure
b blood c | d, h plobin decreased, liver function tests abnormal, tropanin | Increased
£3{195) || 53 (14.9)
Metabolism and nutrition disorders: ¥ , goul, hypernatremia, hypenlycemia
&1(17.3) 40 (11.4) M loskel and ive tissue disorders: arthritls, arthritls aggravated, gouty arthritls, neck paln, chond Is pyroph
Neopl: benign, mali and [ acute leukemia, acute myeloid leukemia, bronchoalveol: I ,lung cancer Iymph p cancer
333 15(4.3)
28(79) 20(57) Nervous system disorders: cerebrovascular accident, aphasia, cerebellar Infarction, cerebral infarction, d level of , dysarthria, migraine, spinal cord compression,
b h hemorrhage, transient ischemic attack
25(7) 15 (4.3)
1% Difference In Propartion of 5B el = and Placakard = Psychiatric disorders: confusional state
Renal and urinary disorders: renal failure, hematuria, renal fallure acute, azetemia, calculus ureterie, renal mass
Lenalidomide/Dex” Placebo/Dex *
(N=353) (N=350) Reproductive system and breast disorders: pelvic pain
n (%) n (%)
Respi Y. thoracic and iastinal disord brenchitis, chranic obstructive alrways disesse exacerbated, respiratory fallure, dyspnea exacerbated, |nterstitis] lung disease, lung
18 (33.4) 12 34) infiltration, wheezing
43 12.2) 211(6.3) Skin and sut tissue acute febrile neutrophilic dermatosis
35(9.9) 20(53)
Vascular system disorders: deep vein thrombasis, hypotensian, acrtic disorder, Ischemia, thromae superficial, thrombosis
14 (4.0) 1(0.3)




kA bl i Nervous System Disorders

: Fali 43 (B1) 25 48] 251486) <1% 611 611 ——

- Conusion' 33(6.2) 24 (4.4) 15(2.8) <1% <% i) Headache
Eye disorders Hypoesthesia

. Cataract 73 (137) 31(57) 5(0.9) 31(5.8) 14 (2.8) 3(08) —
Cataract subcapsular® <5% <5% <5% 7.3 0{a.0) 000 Peripheral Neuropathy
Investigations Infecti and Infi [
Welght decreased 72(138) 78 (14.4) l 48 (8.9) 120 | 4107 4(0.7) Upper Respiratory Tract Infection
Cardiac disorders Preumonia
Atial fibrillation® 37 (70) 25 (4.6) 25 (4.6) 13 (2.4) 917 &) Urinary Tract Infection
Myocardial infarction (including acutele <5% < 5% < 5% 100.9) 3 (08) 5(03) Sinusitis
Renal and Urinary disorders Cellulitis
Renal failure (including acutef®! 459(9.2) 54 (10.0) 37(6.8) 28(5.3) 33(80 29(5.4) Metabaolism and Nutrition Disorders
Neapl benign, mali and ified (Incl cysts and polyps) Hypokalemia
Squamous cell carcinomas <5% <5% <5% B(15) 4107) 0{0.0) Anorexla
8ssal cell carcinoma™ <5% <5% <5% <1% <1% o0 Hypomagnesemia

Mote; A subject with muitiple accurrences of an adverse reaction Is counted anly ence under the applicable Body System/Adverse Reaction, Investigations

*All trestment-emergent adverse reactions In at least 5.0% of subjects in the Rd Continucus or Rd8 Arms and at least a 2.0% higher frequency (%) In elther the Rd
Continuous or Rd18 Arms compared to the MPT Arm.
"All grade 3 or 4 reatment-emergent adverse reactions In at least 1.0% of subjects In the Rd Continuous or RA18 Arms and at least a 1.0% higher frequency (%) in either
the Rd Continuous or Rd1B Arms compared to the MPT Arm.
“Serious reatment-emergent adverse reactions In at least 1.0% of subjects in the Rd Continuous or Rd18 Arms and at least a 1.0% higher frequency (%) in either the Rd
Continuous or Re18 Arms compared to the MPT Arm,
“Preferred 1erms for the blood and lymphatic system disorders body system were included by
and have also been reponed as serious,
*Footnote “a" not applicable
‘Feotnote k" not applicable.
? -adverse reactions in which at least one resuited in a fatal outcome
* -adverse reactions in which at least one was cansidered to be life threatening (if the outcome
of the reactlon was death, [ is included with death cases)
* Adverse reactions include in combined adverse reaction terms:
Abdominal Pain: Adominal pain, sbdominal pain upper, abdominal pain lower, gastrointestinal pain
Pneumonias; Pneumonia, lobar pneumonia, pneumonia pneumococcal, t neumania, p ystis Jirovecl pneumonia, pneumania leglonelia, pneumenia staphylocaceal, preumonia
klebslelia, atypical pneumania, ila bacterial, p escherichia, p streplococcal, pneumenia viral

as known ad reactions for Rd Continucus/Rd18,

Sepsis: Sepsis, septic shock, urosepsis, escherichia sepsis, neutropenic sepsis, preumacoccsl sepsis, staphylecoccal sepsls, bacterial sepsis, ingococcal sepsis, enterococcal sepsis,
i lia sepsis, psel sepsls
Rash: Rash, rash pruritic, rash eryth yus, rash maculo-papular, rash gy , rash papular, exfolistive rash, rash follicular, rash macular, drug rash with eosinophilia and systemic

it next lower dose level when toxicity has resalvad to <

refractory mantie cell lymphoma,

ymp , erythema multiforme, rash pustular
Deep Vein Thrembosis: Deep vein thrombosis, vencus thrombosls limb, venous thrombasis

After At Least One Prior Therapy for MM:

Data were evaluated from 703 patients In two studies who recelved at least ane dose of lenalidemide /dexamethasone (353 patients) or placebo/dexamethasone [350 patlents),

In the lenalidomide/dexamethasone treatment group, 269 patients (76%) had at least ane dose interruption with or without a dose reduction of lenalidomide compared to 198 patients (57%) in
the placebo/dexamethasone treatment group. Of these patients who had one dose interruption with or without a dose reduction, 50% in the lenalidomide /dexamethasone treatment group
had at least one additional dose interruption with or without a dose reduction compared to 21% in the placet ! t group. Most adr reactlons and Grade 3/4 adverse
reactions were more frequent in p who lved the ¢ ion of Ide fd h e cr to placebo/dexamethasone.

Alanine Aminatransferase Increased

Psychiatric Disorders

Insomnia

Depression

Renal and Urinary Disorders

Dysuria |

Vascular Disorders

Hypertension |
Endocrine Disorders

Acquired Hypothyraldism I
Cardlac Disorders
Palpitations |

1* Body System and adverse events are coded using the MedDRA dictionary. Body
with multiple occurrences of an AE Is counted only once in the AE category.

Tabie 10: Most Frequently Observed Grade 3 and 4 Adverse Events [1]
Regardiess of Relationship to Study Drug Treatment

Adverse Events 7/

Patients with al least one Grade 3/4 AE

Tables &, 7, and B summarize the adverse reactions reparted for lenalldomide /d and plac 1as0ne groups.
Neutropenia
Table 6: Adverse Reactions Reported in 25% of Patients and with a 22% Difference in Proportion of Patients B the Lenalidomide/d and Placeba/d t
Groups Thrambocytopenia
sther Grade 3 or 4 toxicities considered to be related 1o Bady System Lenalidomide/Dex* Placebo/Dex * Ll
Addverse Reaction (N=353) (N=350) Rasn
n (%) n (%) Anemia
Blood and lymphatic system disorders Leukopenia
Neutropenla 149 (82.2) 22 (6.3) Fatigue
ind follow CEC weekly Anemia® M 314) 83(237) Dyspnea
i than the previous dese, Do not dose below 5 dail
A WImR Y Thrombecytopenia® 76 (215 37 (108) Back pain
Leukepenia 28 (75) 4119 Febyile Neutropenia
Lymphepenia 19 (5.4 5(1.4) MNausea
e Tl e sl lon site conditl
CBC weekly Diarrhea
Fatlgue 155 (43.9) 6 (417} Pyrexia
Pyrexia 97 (27.5) 82(23.4) Sepsis
Peripheral edema 93 (26.3) 74 (217) Dizziness
s than the previous dose. Do not dese below Chest Paln 29(8.2) 20(57) Granulocytopenia
Lethargy 24 (6.8) 8(23) Chest Pain
3t next lower dose level when toxicity has resolved to s Gastraintestinal disorders f ¥ Emhalism
Censtipation 143 (40.5) 74 (211) Respiratory Distress
Diarthea® 136 (38.5) 96 (27.4) Pruritus
Nausea® 92 (261) 75 (21.4) PaeAopenia
v (12.3]) Vomiting® 43(12.2) 33(9.4) Muscle Cramp
Abdominal Pain® 35(9.9) 22(63) Respiratory Tract Infection
Infectios
Dose in Lenalidomide C; les for MDS s 20 BE e -
i nalidomide Capsules for
Muse and ive tissue di Asthen
Multl-organ Fallure
5 mg once daily Muscle cramp 118 (33.4) 74219 il
i Epl Is
plstaxl
Back
2.5 mg once daily chpan 91(25.8) 65 (186) s
Bone Pain 48 (136) 39y
Pain in Limb Pleurai Effusion
‘aln in Lim
2.5 mg ence dally. On dialysls days, Ecalll) 5204 Prigumonitis
adminisier the dose followlng dialysis Nervous system disorders
- Puimanary Hypertension
15 if the patient tolerates the 10 mg dose of lenalidemide Dizziness B2(232 59 116.9) Vamiting
Tremar 75 {312 &
) =12 2604 Swealing increased
reatment tolerance [see Dosage and Administratian (221 Dysgeusia 54 15.3) 34(57) Arthralg
: ralgia
Hypoesthesla 36 (10.2) 2570 Paln in Limb
Neuropathy* 23(6.5) 1337 Headache
Respiratery, Thoracic and Medlastinal Disorders Syncope
Dyspnea 8323 60 (171
— (235) (17 TAdverse events with frequency >1% in the 10 mg Overall group. Grade 3 and 4 an
MNasopharyngitis €2 (176) Ealt:R)) Natlonal Cancer institute Common Toxiclty Criterla version 2.
F Adverse events are coded using the MedDRA dicticnary. A patient with multiple
Pharyngitis '
nng 48(13.8) 33 (34) of an AE |s counted only once In the adverse event category.
Bronehitls 40 (1.3) 30 (B6)
of monkeys that were dosed with lenalidomice during S o AT eI Ato0E In other clinical studies of lenalidomide in MDS patients, the fellowing sericus adve
3 structural similarities to thalidomide, a known human
if the patient becomes pregnant while taking this drug, Upper respiratory tract infectien 87 (24.5) 55(157) Bloed and lymphatic system di warm type h Iytic anemia, splenic infai
3.3). ia®
Pneumania 48 (13.6) 2983 Cardiac disorders: cardiac failure congestive, atrial fibrillation, angina pectoris, ¢
Urinary Tract Infection 30(8.5) 19 (5.4) Ischemia, atrial fibrillation agg , brady . logenic shock, pul vl
ns-Johnson syndrome, toxic epidermal necrolysis] to Sinusitis
| 1)
26 (74) 16 [4.6) Ear and labyrinth disorders: vertigo
Skin and system disorders
Endocrine disorders: Basedow's disease
Rach® 75(21.2) 33(9.4)
f;em?;:?:s:ir:"ﬁ'mm":rem"? '::’"ag birth d‘;‘:""‘ ‘:” Sweating Increased 35 (99 25(7) G ldl g Inal hemorrhage, colitls ischemic, Intestinal
produced malformatians in the affspring ef female o ageal reflux disease, obstructive inguinal hemia, irritable bowel syndrome, melen:
ing pregnancy. ry Skin 3353 1 (4.0 g hemorrhage
Pruritus 27 (7.6) 18(5.4) o :
g therapy, during dose Interruptions and for at least 4 Metabalism and nutrition disorders and sibe dissaseprog e
Anorexla 55 (15.6) 34(97) Hep lliary disorders: hyperbiiirublnemis, cholecystitls, acute cholecystitls, hep
rol, beginning 4 weeks prior 1o Intiating treatment with
| therapy. Hypakalemia 48 (13.6) 21(6.0) X system di - ity
. _ Hypocalcemia 31(8.8 10 2.9
d the second test within 24 hours prior mlprescr.:\ ng pa = 29 Infections and infection b , central line infection, clostridial
2 weeks In females with irregular menstrual cycles see ppetite Decrease 24 (6.8) 14 (4.0) infection, Kiebsielia segsts, lobar pneumonia, localized infection, aral infection, Pse
Dehydration 23(6.5) 15 (4.3) .
= s e Injury, p g and p jural femur fracture, transfusion reactic
2 i\ 10 (2.9 i il
A S A SRR I omag (25 hemarrhage, rib fracture, road traffic accident, spinal compression fracture
lergone a successful vasectomy. Male patients ta<ing mvestigations 1 bload cr Increased, hemaglobin decreased, liver function t
Weight Decrezsed | 69 (19.5) [ 52 (14.9) : '
Be = Metabolism and disorders: dehydration, gout, hyperr . hypogly
ecause the blocd might be given to a pregnant female Blurred vision | &1 (17.3) | 40 (1.4) iy and ive tissue disord arthritls, arthrits aggravated, g
Vascular disorders
< Neopi benign, mali and unspecified: acute leukemia, acute myelold le
on. Advise patierts to observe for bleeding ar bruising, Deep vein thrambaosis 33(93) 15(4.3)
their complete blood counts assessed perlodicalty as Hyperenslon 28 [7.9) 20(57) system disard c accident, aphasia, cerebellar infarct
subarachnoid hemaorrhage, transient ischemic attack
Hypotension 25 (74) 15 (4.3}
ssessed every 7 days (weekly) for the first 2 cycles, on rders:
prissi s iAo Table 7: Grade 3/4 Adverse Reactions Reported in 22% Patients and With & 21% Diff in Prop of Patients the L i and Placebo/d Phirchiatric disorders: confuskifial siate
sone groups
L at least monithly thereafter, Grade 3 or 4 hematalagic Body Susters T = = Renal and urinary disorders: renal fallure, hematurla, renal fallure acute, azotemia
edian ime to onset was 42 deys (range, 14 to 811 days), Adverse Reaction N=353)
g = 350 ctive system n i
rombocytopenia, the median Uime to onset was 28 days ! n (%) ‘Nn'[%, : Reprodu o onic beaust disordang pElvic paki
sage and Administration (2.2)] Blood and lymphatic system disorders ¥, thoracle and mediastinal disorders: bronchilis, chronic obstructiv
. every 2 weeks during cycles 2 10 4, and then monthly Neutropenia™ 118 (33.4) 12(3.4) infiitration, wheezing
3% of the patlents. Grade 3 or & thrembocytopenia was . g
Thrombocytopenia 43(122) 2216.3) Skin and tissue di acute febrile neutrophilic dermatosis
Anemia® 35(9.9) 20 (57
- Wi lar system disorders: deep vein thrombasls, hypotension, asric disorder, ist
Teased in palients treated with lenalidomide, Leukopenia 4 (4.0} 1(0.3)




m during any sexual contact with f of rep tive
Jndergone a successful vasectomy. Male patlerts taking

1 because the blood might be given 1o a pregnant female

wction. Advise patients to ohserve for bieeding cr bruising,
e thelr complate blood counts assessec periodically as

| assessec every 7 cays (weekly) for the first 2 cycles, on
losage and Administration (2.1

ind at least monthly thereafter. Grade 3 or 4 hematologic
- median time 1o onset was 42 days (range, 14 to 411 days),
thrombacytapenia, the median time 10 onset was 28 days
Sosage and Administration (2.2}

¥s), every 2 weeks during cycles 2 to 4, and then manthly
143% of the patlents. Grade 3 or 4 thrombocytopenia was

Increased in patients treated with lenallgomide.

‘& treated with lenall Ide and
ulant therapies. In the newly clagnosed multiple myelema
5%, 2.0%, and 1.7%) in the Rd Continuous. Rd18. and MPT
3 [3.8%, 2.8%, and 3.7%, respectively) [see Boxed Woming

d with lenslidomide capsules and dexamethasone therapy
iretion {including acute) was reporied as a serious adverse
of CVA was similar between the Rd Continuous, Rd18, and

: all modifiable factors (e.g. hyperlipldemia, hypertersion,
DRA Query Embolic and Thrembotic events) occurred in
ombosis in patlents treated with placebo and cexametha-

Mic prophylaxis, the oversl! frequency of thrombetic events
25i5 event was 4.3 months in the combined Rd Continuous

aerying risks, Instruct patients to report immediately any
ise should be based on a benefit-risk decision i patients

alidomide capsules therapy Increased the risk of death as

5 reatment arm compared to 18 deaths among 21 p
*in the risk of death. The trial was halted for safety in July

frequently in the lenalidomide capsules treatment arm.

'y malignancies (SPM) notably AML and MDS have been
ie capsules in an with cral 1 €
M treated with lenalidomide capsules in combination with

solid tumer {excluding squamous cell carcinoma and basal
cell carcinoma and basal cell carcinoma, eccurred In 3.1%

an patients treatec in the fixed duration lenalider de-con-
of lenalidemide capsules and the risk of second primary

ne. a use for which no PD-1 or PD-L1 blocking antibody s
with & thalldomide analogue plus dexamethasone is not

ical wials, 15% of patients experienced hepatotox ity (with
s hepatwtoxicity events, Tne mechanism of drug-induced
be risk factors. Monltor liver enzymes periodically. Stop

drug reaction with eosinophilia and systemic symptoms
ver, and/ar lymphadenapathy with systemic camplications
wade 4 rash assoclated with thalidomide reatment should

in rash. Lenalidomide capsules must be
liscantinuation for these reactions.

rsis syndrome are those with high tumar burder prior to

der lymph node swelling, lew grade fever, pain and rash,

sgression of disease (PD). In the MCL trial, 13134 (10%)] of
1| TFR again in cycle 11, Lenalidomide may be continued in
R may also be treated with conlcosteroids, non-sterpidal
Israe 1o withhold L
‘eatment of Grade 1 and 2 TFR.

1are auto-HSCT candidates, referral to a transplant center
‘nalidomide-containing treatment or for whom Inadequata
CXCR4 inhibitor may be considered,

of lenalicomide capsules remment and during therapy.

ol arm. On exploratery multivariate analysis, risk {factors for

rnings and Frecautions (5.6)/
nings and Precoutions (5.6)]

3 cannot be direcily compared 1o rates in the clinical trials

the placebo/dexamethasone group, respectively in the 2 studies in patients with at least 1 prior therapy with discontinuations due lo DVT adverse reactions reported at comparable rates
between groups. In the NDMM study, DVT was reported as an adverse reaction {all grades: 10.3%, 7.2%, 4.1%), as a serious adverse reaction (3.6%, 2.0%, 17%), and as a Grade 3/4 adverse

Investigatiens blood e increased, hemoglobin decreased, liver functio
[ Weight Decreased [ 9 (19.5) | 52(14.9)
h lism and denyd , gout, hyper , hypagly
Eye disorders ¥ ¥
Blurred vision | 51(173) | 40 (11.4) Musculoskeletal and connective tissue anthiitis, arthrlis aggravated
Vascular disorders Neopl. benign, mali and unspecified; acute leukemia, acute myeloid
Deep vein thrombosis® 33(8.3) 15 (4.3)
N s system disorders: b I aphasia, ¢ infa
Hypertension 28 (78} 20457 subarachnoid hemarrhage, transient ischemic attack
Hypotension 25071 15 4.3)
- e N Psy confusional state
Table 7: Grade 3/4 Adverse Reactions Reported In 22% Patlents and With a 1% Difference In Proportion of Patients B the L and F
Sone groups Renal and urinary disorders: renal fallure, hematuria, renal fallure acute, azeten
Body System Lenalidomide/Dex" Placeba/Dex *
Agverse Reaction (N=353) (N=350) Reproductive system and breast disorders: pelvic pain
n (%) n (%)
Bieod and lymphatic system disorders Respi Yo and mediastinal disord. bronchitis, chronic obstruc
Neutropenia® 1B (33.4) 12(3.4) Infiltration, wheezing
Thrembocytopenia® 43 (12.2) 22(86.3) Skin and tissue acute febrile neutrophilic dermatosis
. ;| 20 {57
Anemia =i &9 Vascular system deep vein thrombosis, hyp aortic A
Leukopenla 14 (4.0) 1(03)
i Mantle Cell Lymphoma:
hi i 4
& therapy Dmpdiopenta D8 £ In the MCL trial, a total of 134 patients received at least 1 dose of lenalidomide.
Febrile Neutropenia® 8{23) o(00) B2/134 (61%) had duration of MCL for at least 3 years.
= | disarders and I jon site ditl Table 11 the most ly observed adverse reactions regardless
treatment was 55 days (1-1002 days). Seventy-eight patients {S8%) received 3 or
Fatigue [ 23(6.5) | 17 (4.9 cycles. S y-5x p {57%) und at least one dose interruption di
Vascular disorders Twenty-six patl (19%) disc | due 10 avents.
Deep vein thrombosis* | 28(83) ‘ 1234 Table 11: Incidence of Adverse Reactions (210%) or Grade 3 / 4 AE (in at least
Infections and Infestations In Mantle Cell Lymphoma
Preumonia® 30(8.5) 19 (5.4) Body System
Adverse Event
Urlnary Tract Infection 5 (1.4 1(03)
Meimboilem and Wl i
and i site diti
Hypokalemia 17 (4.8) 504
Fatigue
Hypocaleemia 13(37 6(17)
Pyrexia*
H hosphatemia g2 0o
g e 29 e Edema peripheral
Respl v tt t el Trinellnxtiinl dl Aheria
Pulmanary embalism® 144.0) 3169) General physical health deterioration
i i 41 0 (0.0
Respiratory Distress {11 {0.0) & intestinal disorders
Muscul land ctive tssua discrd Diarrhea®
Muscie weakness 20(59) 10(2.9) Nauseat
Gastrointestinal disorders Constipation
Diarrhea® nEy 4011 Vomiting®
Constipation 7(2.0) 1003 Abdominal pain®
iphal Nausea® 610 2(08) a loskeletal and jve tissue disord
Cardiac disorders i
Back pain
i L
Atrial fibrillation 13 (3.7) 401 Muscie spasms
Tachycardia B(17) 1103 Arthralgla
Cardiac Fallure Congestive® 514) 1103 Muscular weakness?
Nervous System disorders Respl v th P R
Syncope 10 (2.8) ] 3(09) Cough
Dizziness 7(2.0) ' 3(0.9) Dyspres*
Eye disorders Pleural Effusion
Cataract 6017 1(0.3) Hypoxia
Cataract Unilateral 5{14) 000 Puimonary embolism
Psychlatric Disorder Respiratory distress®
Depression 10 (2.8) f &8(L0 Oropharyngeal paln
Table 8: Serl Ad Reacti Reported In 21% Patients and With a 21% Difference In Proportion of Patlents B the L I fd h and Infections and infestations
Placebo/dexamethasone Groups
Pneumonia®™
Body System Lenalidomide/Dex® Placebo/Dex* Upper respiratory tract infection
Adverse Reaction (N=353) (N=350)
f n (%) n (%) Cellulitis®
wed far
cteremia®
Blood and lymphatic system disorders S
1
Fabrile Neutropenia® I 617 ] 000) Staphylocaccal sepsis
VaRCLISE AlsSraers Urinary tract infection®
e T
Deep vein thrombosis® I 5 (7.4) I @Y Skin and si tissue
Infections and infestations Rash®
= Pruritus
Prieumonia® J 33(9.3) ] 21(6.0)
Blood and lymphstic system disorders
Bagnl . sl T
L r F Neutropenia
Pulmonary embolism® 13 (3. 30
s 37 ©3) Thrombocytopenia®s
it with lena idomlde Cardlac disorders
Atrial fibrillation® Anemia®
al fibrillation M {a: 1
i | A l 2{06) Leukopenia®
Cardlac Fallure Congestive® 5(14) 0(0.0)
Lymphopenia
Nervous System disorders
Febrile neutropenia®
Cerebrovascular accident® | 20 ] 3(0.9) A and itlon disard
G intestinal di Decreased appetite
Diarthea® | 6010 | 2{08) Hypokalemla
el and ive tissue di Dehydration®
Bone Pain | 401 | Q{00 Hypocalcemla
Far Tables 5, 7 and E above; Hyponatremia
@ - adverse reactions in which at least one resulted in a fatal outcome Renal and urinary disord
% - adverse reactions in which at least cne was considered to be life threatening (If the sutcome of the reaction was death, It Is included with death cases) tallnligt uide
Renal fallure?
Median duration of exposure among patients treated with lenalidomide/dexamethasone was 44 weeks while median duration of exposure ameng patlents treated with placebo/dexametha- Vascalar disarders
sone was 23 weeks. This should be taken Into consideration when comparing frequency of b TWo it groups lenalldomidedd. vs. placeba/dexa-
methasone Hypotension®®
i 3
Venous and Arterial Thromboembolism [see Boxed Warning, Warnings and Precautions (5.3)] Deep yeinthiombionss
WTE and ATE are increased In patients treated with Lenalldomide capsules. P benign, mall and unspecifled (I g cysts and f
. Tumer flare
Deep vein thrombasis [DVT) was reported as a serlous (7.4%) or severe (8.2%) adverse drug reaction at a higher rate In the ler /d h group comp t0 3.1 % and 3.4% in

Squamous cell carcinoma of skin®

Investigations

reaction (5.6%, 3.7%, 2.8%) In the Rd Continuous, Rd18, and MPT Arms, respectively, Discontinuations and dose reductions due to DVT adverse resctions were ported at comp rates
between the Rd Continuous and Rd18 Arms (both <1%). Interruption of L ide treat t due to DVT adh was reparted at comp rates 1the Rd Contl 5
(2.3%] and ReB (1.5%) arms.
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blood creatinine increased, hemeglobin decreased, liver function tests abnormal, troponin | increased

53195 52 (14.9)
M Ism and nutrit| I dehydration, gout, hyp la, hypoglycemia
61(173) | 40 (11.4) Muscul and ive tissue disorders: anhritls, arthritis aggravated, gouty arthritis, neck pain, chondrocalcinesls pyrophosphate
Neopi benign, and unspecified: acute leukemia, acute myeloid | i hveal lung cancer Iymph p cancer
33(93) 15 (4.3)
28 79) 2067 Nervous system disorders: cerebrovascular accident, aphasia, cerebellar Infarction, infarction, d d level of dysarthria, migraine, spinal cord compression,
subarachneid hemorrhage, transient ischemic attack
25(7) 15(43)
Nith a 21% Difference in Proportion of Patients B the Lenall d h and Placebo/d, bk -
Renal and urlnary diserders: renal failure, hematurla, renal fallure acute, azotemia, calculus ureteric, renal mass
Lenalidamide/Dex* Placebo/Dex *
(N=353) (N=350) Reproductive system and breast disorders: pelvic pain
n (%) | n (%)
Y, th ic and disord bronchitls, chronlc obstructive alrways di respl y fallure, dyspnea exac lung disease, lung
18 (33.4) 234 infiltration, wheezing
43 12.2) 22 (6.3} Skin and tissue disord acute febrile philic dermatesis
35(8.9) 20 (5.7 N R i
Vi lar system disorders: deep vein thrombesis, hypetension, aortic disorder, Ischem|a, thrombophiebitis superficial, thrambosis
4 (4.0) 1(0.3)
10 (2.8} 4011 Mantle Cell Lymphoma:
In the MCL trial, a total of 134 patients received at least 1 dose of lenalidomide. Their median age was 67 (range 43-83) years, 128/134 (36%) were Caucasian 108134 {B1%) were males and
8(23) oeq) 82/134 (61%) had duratian of MCL for at least 3 years.
Table 11 summarizes the most frequently observed acverse reactions regardless of relationship to treatment with lenalidomide. Across the 134 patlents treated 11 this study, median duration of
treatment was 95 days (11002 days). Seventy-eight patients (S8%) recelved 3 or more cycles of therapy, 53 patients (40%) recelved & or more cycles, and 26 patlants {15%) received 12 or mere
2316.5) I 763 cycles. Seventy-six patients (57%) underwent at least one dose Interruption due to adverse events, and 51 patients {38%) underwent at least one dose recucton due to adverse events,
Twenty-six patients (19%) discontinued treatment due to adverse events.
28 [8.3) | 234 Table 11: Incidence of Adverse Reactions (210%) or Grade 3 / 4 AE (in at least 2 patients)
in Mantie Cell Lymphoma
30(8.5) 19 (5.4 Body System All AEs" (N=134) Grade 3/4 AES® [N=134) n (%)
5 (14) 1(0.3) Adverse Event n (%)
and admini site
17 (4.8 5(14) z 5 39) sm
atlgue 4
13 (3.7 B(17) =
Pyrexia* 3123} 32
9(2.5] 0(0.0)
Edema peripheral 21(18) 0
Asthenia® 19 (14) 43
M50 310.8) General physical health deterioration 3@ 2
4 aion Gastrointestinal disorders
Diarrhea® 4231 8(6)
2657 1929) Nausea® 40 (30) 1<)
Constipation 21(18) 1<)
(31 400 Vomiting® 16 112) 1t<h)
7(2.0) 1(03) Abdominal pain® 13 (10} 5@
617} 2(06) o loskeletal and i diand
Back pain 18 (13} 21
] 4
3837 ! ea Muscle spasms 17 (13) =)
807 | HO.3) Arthralgla 18) 21
5(1.4) || 1103 Muscular weakness® 8(6) 20
= v th Fn ot
nee 303 Cough 38 (28) 1(<h)
7(20] 3(08) Dyspnes* 24 (18) 86
Pleural Effusien 00 21
& (1.7 1(03) Hypoxia 32 201
Sh4) 0 (0.0) Pulmonary embolism 3(2) 2m
Respiratory distress® 2 2
0 (2.8) 8(17) Oropharyngeal pain 13 (10} 5}
i and With a 21% Difference In Proportion of Patients the L lidomide/ and Infactions and infeststions
Pneumaonia®® 15 (14) 12 (9)
Lenalidomide/Dex* Placebo/Dex* 5 = =
(N=353) (N=350) Upper respiratory tract infection 17(13) e}
n (%) | n (%) Callulltis* 3{2 2m
Eacteremia’ 2() 2
5 (17) 000 Staphylococeal sepsis? 2 2
Urinary tract infection® 5 14 20
26 (74) [ @ Skin and tissue
Rash' 30(22) 24
Pruritus 23 1
3393 ] 21(6.0) m 5]
Blood and lymphatic system disorders
| Meutropenia 65 (49} 58 (43)
13.(3. 3
3BT 21091 Thrombocytopenia™ 48 (36) 37 28)
Anemia® 413 15 (11}
1430 .
M3 | 2105) Leukopenia® 2015) am
5(4) Q{0.0)
Lymphopenia 10 (7) 54
Febrile neutropenia® B(8) 86}
2.00 [ 3108] e ==
Decreased appetite 18 (14) 11
507 | 208) Hypokalemia 719 30
Dehydration® 10(7) 43
41148 [ 0 (0.0 Hypocalcemia 403 2m
Hyponatremia 3{2) 3@
reataning (if the autzome of the reaction was desth, It Is included with death cases) Banatand urinary disordecs
Renal fallure® 514) 201
i/dexamethasone was 44 weeks while median curation of expasure among patients treated with plac d Vaicilar Bacrders
iparing frequency of adverse reactions bet, ey b groups lenaligomi lasone vs. plac /d
Hypotension®* a7 4(3)
T Deep veln thrombosis® 514) 5(4)
iles. Neop benign, ig and unspecified (including cysts and polyps)
; Tumor flare 13 (10} [+]
(B.2%) adverse drug reactien at a higher rate In the lenaiidom|ide/d hasone group p 1o 31% and 3.4% in -
itients with at least 1 prior therapy with ciscontinuztions due to DVT adverse reactions reported at comparable rates Squamaus cell carcinoma of skin® 43 403
e reaction (all grades: 10.3%, 7.2%, 41%), as a serious adverse reaction (3.6%, 2.0%, 1.7%), and as & Grade 3/4 adverse Investigations
respectively. Discontinuations and dose reductions due ta DVT adverse reactions were reported al comparable rates -
Lenalidomide treatment due 1o DVT adverse reactions was reported al camparable rates betwaen the Rd Continuous Weight decreased 703 o




Fatlerts in the Rd Continuous and Rd18 arms received lenalidomide 25 mg once dally on Days 1o 21 of 28-day cycles. Dexamethascne was dosed 40 mg once dally on Days 1, 8, 15, and 22
of each 28-day cycle. For patients over > 75 years old, the starting dose of dexamethasane was 20 mg crally once dally on days 1,815, and 22 of repeated 28-cay cycles, Initial dose and
regimens for Re Continuous and Ra18 were adjusted according to age and renal function, All patients recelved prophylactic anticaagulation with the maost commonly used being aspirin,

The demographics ard di lated baseline char lics of the patients were balanced among the 3 arms. In general, study subjects had advanced-stage disease. Of the total study
popuiation, the median ags was 73 In the 3 arms with 35% of total patients > 75 years of age; 59% had IS5 Stage L1, 41% had IS5 stage lll; 9% had severe renal Impalrment (creatinine clearance
[CLler] < 30 mU/min); 23% had moderate renal impairment (Cler > 30 to 50 mlmin; 44% had mild renal Impairment (Cler > 50 to 80 mUmin). For ECOG Performance Status, 25% were Grade 0,
49% Grade 1, 21% Grade 2, 0.4% 2 Grade 3.

The primary efflcacy endpoint, progression-free survival (PFS), was defined as the time fram randomization to the first documentation of disease pregression as determined by Independent
Response Adjudication Committee (IRAC), based on | ional Myel A\ g Group [IMWG] criteria or death due to any cause, whichever occurred first durlng the study untll the end of
the PFS follow-up phase. Fer the efficacy analysis of all endpoints, the primary comparison was between Rd Cantinuous and MPT arms. The efficacy results are summarized in the table below,
PFS was significantly onger with Rd Continuous than MPT: HR 072 (95% CI: 0.61-0.85 p <0.0001). A lower percentage of subjects in the Rd Continuous arm compared with the MPT arm had
PFS events (52% versus 61%, respectively). The improvement in median PFS time In the Rd Continuous arm compared with the MPT arm was 4.3 months, The myeloma response rate was higher
with Rd Continuous eamparad with MPT [75.1% versus 62.3%); with a complete response in 15.1% of Rd Continuous arm patients versus 9.3% in the MPT arm. The median time to first

A s o
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The trial included patients who were at least 18 years of age with biopsy-p MCL with ble disease by CT sce
anthracycline or mi e, cyciopt ity and ¢ alene orin Patients were regul
response of PR or better during tr with bo orab -contalning regimen), or relapsed disease (defi
or 8 bor i i i At enroliment patients were to have an absolute neutraphil counts (ANC) 21500/ mm’
upper limit of normal (ULN) unless there was documented evidence of liver Involvement by lymphama, serum total bilirubi
Hiver involvement by lymphoma, and calculsted creatinine clearance (Cockeroft-Gault formula) 230 mUfmin.

The median age was 67 years (43 to 83), 81% were male and 96% were Caucaslan, The table below summarlzes the base
In the Mantle Cell Lymphoma trial,

Table 18: Baseline Di lated Ch istics and Prior Anti-Lymphoma Therapy in Mantle Cell Lymphoma Trlal

was 1.8 months In the Rd Continuous arm versus 2.8 montns in the MPT arm.
For the interim OS analysis with 03 March 2014 data cutoff, the median follow-up time for all surviving patlents is 45,5 months, with 657 death events, representing 78% of prespecified events
required for the planned final OS5 analysls (697/896€ of the final OS events). The observed OS HR was D75 for Rd Continuous versus MET {95% Cl = 0,62, 0.90).

Table 12: Overview of Efficacy Results — Study MM-020 (Intent-to-treat Population)

Rd Continuous Rd18 MPT

{N=535) (N =541) (N=547)
PFS - IRAC (months)?
Number of PFS events 278 (52.0) 3438 [64.3) 334 (B1)
Medlan® PFS time, menths (35% CIj 255 (207, 29.4) 207194, 220) 21.2(19.3,23.2)
HR [95% CIF; p-valued
Rd Continuous vs MPT 072 (061, 0.85);

<0.0001
Rd Cantinuous ve Rdi3 070 (060, 0.82)
Rd18 vs MPT 1.03 (.89, 1.20)
Overall Survival (months)™
Number of Death evers 208 (38.9) 28(42) 261477
Mediana OS time, manths (95% CiF 5.9 [56.0, NE 567 (504, NE) 48,5 (44.2, 52.0)
HR [95% CIJ
Rd Continuous vs MPT 075 (062, 0.30)
Rd Continuous vs Rd18 0.51(0.75, 1.09]
Re1B vs MPT 0.83 D68, 0.99}
Response Rate* - IRAC, n (%)¢
CR 8115 77(14.2) 51(9.3)
VGFR 152 (28.4} 154 (28.5) 103 (18.8)
PR 168 (31.5) 166 (30.7) 187 [34.2)
QOverall response; CR, VGFR, or PR 2402 (753 397 (73.4) 341(62.3)
CR= I ¢ = low-dose d asone; HR = hazard ratio; IRAC = Independent R Adjudication C s
M= melpt NE=not esti 05 = overall survival, P = g PF5 = progression-free survival; PR = partial response; R = lenalidomide; Rd Continuous = Rd given until decumentation

of progressive disease; RA1E = Rd given for < 18 cycles; T = thalidemide; VGPR = very good partial response; vs = versus,

*The median is based on the Kaplan-Meler estimate,

“The 95% Confidence Interval (Cl) about the median.

“Based on Cox proport onal hazards mode! comparning the hazard functions assoclated with the Indicated treatment arms.

“The p-value Is based on the unstratified log-rank test of Kaplan-Meier curve differences between the indlcated treatment arms.
‘Best assessment of resporse during the treatment phase of the study

Including patients with no response assessment data or whose only assessment was “response not evaluabie”

“Data cutoffl date = 24 May 2013,

"Dats cutoff date = 3 March 2014,

Kaplan-Meier Curves of Progression-free Survival Based on IRAC Assessment (ITT Population)
Between Arms Rd Continuous, Rd18 and MPT
Cutoff date: 24 May 2013

100
1: Rd Continouis
o e e 20 RA18
804 = 3 MPT
&
Z 60
=
[+)
L
2]
o
— 40 -
2
c
3
w
20+ Tl
s
| HR (95% Cl) Logrank p-value (2-sided P e e
Rd Continuous vs MPT 0.72 (0.61, 0.85) 9 20_0001( ) -
0 -{ Rd Continuous vs Rd18 0.70 (0.60, 0.82) L
Rd18 vs MPT 1.03 (0.89, 1.20)
T T T

0 6 12 18 24 30 36 42 48 54 60
Progression Free Survival (Months)

1 | 635 400 319 265 218 168 105 &5 18 2 0
541 391 319 285 167 108 56 30 7 2 0
547 380 304 244 170 116 58 28 6 1

Number of Subjects at Risk

PFS Events Rd Continuous = 278/535 (52.0%) Rd18-348/541 (64.3%) MPT=334/547 (611%)

Cl = confidence interval, d = low-dose dexamethasone; HR = hazard ratio; IRAC = Independent Response Adjudication Committee; M = melphalan; P = prednisone; R = lenalidomide; Rd
Continuous = Rd given untll dacumentation of progressive disease; Rd18 = Rd given for < 18 cycles; T = thalidomide.

Disease Cl and Prior Antl-Lymphoma Treatment

ECOG performance Status® n (%)
o
1
2
3

Advanced MCL Stage, n (%)
i
v

High or Intermediate MIPI Score *, n (%)

High Tumor Burden *, n (%)
Bulky Disease’, n (%)
Extranodal Disease, n (%)

Number of Prior S ic Antl-L Th les, n (%)
Median (range}

1

2

3

24

Number of Subjects Who Prior Regimen Contalning, n (%)
Anthracycling/mitaxantrone

Cyclophosphamide

Rituximab

Bortezomib

Refi ¥ to Prior Bor n{%)

Refractory to Last Prior Therapy, n (%)
Prior Autologous Bone Marrow or Stem Cell Transplant, n (%)

¥ ECOG = Eastern Cooperative Oncology Graup

= MIP1 = MCL International Prognostic index

9 High tumor burden s defined as at least one lesion that is 25 cm In diameter or 3 lesions that are 23 cm in diameter
# Bulky disease Is defined as at least one lesion that Is 27cm In the longest diameter

The efficacy endpoints in the MCL trial were overall response rate (ORR) and duration of response (DOR}, Response was de
review committee according to @ modified version of the International Workshop Lymphoma Response Criteria (Cheson, 15¢
PR) to documented disease progression. The efficacy results for the MCL population were based on all evaluable patients
Table 19. The median time te response was 2,2 manths {range 1.8 to 13 months),

Table 19: Response Outcomes In the Pivotal Mantle Cell Lymphoma Trial

Response Analyses (N = 133) N (%)
Oversll Response Rate {IWRC) (CR + CRu +PR) 34 (26)
Complete Respense (CR + CRu) 9
CR 1
Cru 8(86)
Partial Response (PR} 25(19)

of Resp { ) Median
Duration of Overall Respense (CR + CRu + PR) (N = 34) 166

15 REFERENCES

1. OSHA Hazardous Drugs. OSHA [Accessed on 29 January 2013, from hitpd!fwww.csha.gow/SLTC azardousdrugs/indes. i

16 HOW SUPPLIED/STORAGE AND HANDLING
161 How Supplied

5mg — Each #2 capsule with white cpaque cap and body printed with NAT on cap and & mg on body in black Ink contains
5 mg botties of 21

10 mg — Each #2 capsuie with white opaque cap and body printed with NAT on cap and 10 mg on body In black Ink contair
10 mg bottles of 21
15 mg — Each #2 capsule with white ocpaque cap and body printed with NAT on cap and 15 mg on body in black ink contair
15 mg botiles of 21

25 mg - Each #2 capsule with white opaque cap and bady printed with NAT on cap and 25 mg on body in black ink conta
25 mg botties of 29

16.2 Storage
Store below 30°C.

16.3 Handling and Disposal
Care should be in the handling of lenalidomide ¢ L i capsules should not be opened or broke
skin immediately and thoroughly with scap and water. If lenalldomide contacts the mucous membranes, flush thoroughly w

Procedures for the proper handiing and dispesal of anticancer drugs should be considered. Several guldelines on the sub|
Dispense no more than a 28-day supply.

17 PATIENT COUNSELING INFORMATION

Advise the patlent to read the Poent lobeling (Medication Guide)

Embryo-Fetal Toxichy

Advise patients that lenalidomnide Is contraindicated in pregnancy [see Baxed Warning and Contraindications {4.1]] Lenalide

or geath to a developing baby [see Warnings and Precoutions (5.1) and Uise in Specific Populations (8.1

- Advise females of reproductive patentlal that they must aveid pregnancy while taking lenalidomide capsules and for at e

« Initiate lenalidomide . 1t In females of rep potential onty foll g & negatf g y test

« Advise of reproductive p ial of the importance of manthly pregnancy tests and the need to use 2 different fo
simuitanesusly during lenalidomide capsules therapy, during dose interruption and far 4 weeks after she has completely
cantraception other than tubal ligstion Include IUD and hormonal (birth control pills, Injectians, patch or implants) and a pi
include latex or synthetic candom, disphragm and cervical cap,

» Instruct patient to | y stop taking lenalidomid, les and contact her healthcare provider if she becomes pre
experiences unusual menstrual bleeding, If she stops taking birth contral, er If she thinks FOR ANY REASON that she may

+ Advise males to always use 3 latex or synthetic condom during any sexual contact with females of reproductive potential
discontinuing lenalidgomide capsules, even if they have undergone a successful vasectomy.

« Advise male taking ler les that they must not denate sperm [see Warnings and Frecautions (3

- All patients must be Instructed to not denate blood while taking lenalidomide capsules, during dose Interruptions and for
Wamings and Precautions {53)]

Hematologic Toxicity

Inform patients that lenalidomide Is asseclated with significant neutropenia and thrembocytopenia (see Boxed Warning om
Venous and Arterlal Thromboembolism

Inform patients of the risk of thrombesis including DVT, PE. MI, and stroke and to repart immediately any signs and sympt
and Warning and Frecautions (5.3)]




greater ﬁ:opcn.ion of patlents over 85 years of age discortinued from the clinical studies because of adverse events than the propertion of younger patients (27% vs16%). No differences in
efficacy were cbserved between patients over 85 years of age and younger patients.

QF the 134 patients with MCL enrolled In the MCL trlal, 63% were age 65 and over, while 22% of patients were age 75 and cver. The overall freg vency of adverse events was simiiar In patients
over 65 years of age and in younger patients (98% vs. 100%). The overall incidence of grade 3 and 4 adverse events was alsa similar in these 2 patiert groups (79% vs, 7B8%, respectively). The

frequency of serious adverse events was higher in patients over 65 years of age than in younger patients (55% vs. 41%). No differences in efficacy were observed between patients over 65
years of age and younger patients,

Since elderly palients are more likely to have cecreased renal function, care should be taken in dose selection. Monitor renal function,

8.6 Renal Impairment
Adjust the starting dose of lenalidomide capsules based on the creatinine clearance value and for patients on dialysis [see Dosage and Administration (2.4)].

10 OVERDOSAGE
Tnere is na specific experience in the management of lenalidomide overdose in patients with MM, MDS, or MCL. In dase-ranging studies in healthy subjects, some were exposed to up to 200

u.£00

[0.210, 0:388)

Masdiu Raul
(95% Cl]

Log-rank Test
p-value?

Response

<000

Complete Response 23 (13) 1
(CR) n (%)

Partial Response
(RR/PR) n (%)
Qverall Response
n (%) 107 (61)

B4 (48) 33(19)

34018)

p-value <0.001

mg {(administered 100 mg BID) and in single-dose studies, some subjects were exposed to up to 400 mg. Pruritus, urticarla, rash, and elevated liver transaminases were the primary
AEs, In clinical trials, the dose-limiting toxicity was neutropenia and thrombocytopenia.

11 DESCRIPTION
Lenalidomide, a thalidomide analogue, is an Imm llatory agent with glogenic and ar e prop
pipenidine-2,B-dicre and it has the following chemical structure;

les. The chemical name Is 3- (4-amino-1-oxo 1,3-dihydro-2H-Isoindol-2-yl}

The empirical formula for kenalidomide is € H,M,0,, and the gram molecular weight is 259.3.

Is more soluble in organic solvents and
lc carben atom and can exist as the optically active

Lenzlidomide is an off-white 10 pale-yeliow solid powder, It is soluble in organic selvent/water mixtures, and buffered Ivents. L
low pH solutions. Solubillity was significantly lower in less acigic buffers, ranging from about 0.4 to 0.5 mg/mi. Lenalldomide has an asy
forms 5{-) and R{+), and iz produced as a racemic mixture with a net optical rotation of zera.

Lenalidemide s available in 5 mg, 10 mg, 15 mg and 25 mg capsules for aral administration. Each capsule cantains lenalidomide as the active ingredient and the following Inactive ingredients:
anhycrous laciose. The 5 mg, 10 mg, 18 mg and 25 mg capsule shell contains gelatin and titanium dioxide. Each capsule is printed with black Ink, which includes black Iron axide, potassium
hydroxide, propylene glyzol, and shellac.

12 CLINICAL PHARMACOLOGY

124 Mechanism of Action

Lenalidomice is an analegue of thalidomide with immunomodulatory, antiangiogenic, and antinecplastic properties. Cellular activities of lenalidomide are mediated through its target cereblon,
a component of a cullin ring E3 ublguitin ligase enzyme complex. In vitro, In the presence of drug, substrate proteins (Including Alolos, Ikaros, and CK1a) are targeted for ublguitination and
subsequent degradation leading to direct cytotoxic and immunamoduiatory effects. Lenalidomide inhibits pr 1 and Induces apoptesis of certain hematopoletic tumar cells Including
MM, and del (Sq) myelodysplastic syndromes in vitro. Lenalidemide causes a delay in tumor growth in some in vive nonclinical hematopoletic tumor medels incluging MM. Immunomaculatory
properties of lenalidomide include Increased number and activation of T cells and natural killer (NK) cells [eading te direct and enhanced ant body-dependent cell-mediated eytotexicity (ADCC)
via increased secretion of interleukin-2 and Intert gamma, increased of NKT cells, and inhibition of p y cviak {e.g., TNF-a and IL-6) by monocytes.In MM ceils,

the eambination of lenalidemide and dexamethasone synerglzes the Inhibition of cell profi and the i of apoptosis,

12.2 Pharmacodynamics

Cardioc Electrophysiology

The effect of lenalidemide on the QTc interval was evaluated In 60 healthy male subjects in a thorough QT study. At a dose two times the maximum recommended dose, lenalidomide did not
prolong the QTc interval, The largest upper bound of the 2-sided 90% CI for the mean diff es b lenalidomide and placebo was below 10 ms.

12.3 Pharmacokinetics

Absarptlon

Lenalidomide is rapidly absarbed following cral administration, Following single and multiple doses of lenalidomide capsules in patients with MM or MDS the plasma conc

accurred between 0.5 and € hours post-dese. The single and multiple dose pharmacokinetic disposition of lenalidemide is linear with AUC and Cmax values increasing proportionally with dose.
Muitiple doses of lenailldemide at the recommended desage does not result In drug sccumulation.

Administration of & single 25 mg dose of lenalidomide capsules with & high-fat meal in healthy subjects reduces the extent of ption, with an app 20% decrease In AUC and 50%
cecrease in C . In the trizis where the efficacy and safety were established for lenalidomide capsules, the drug was acministered without regard 1o food Intake. Lenalidomide capsules can
be administered with or without fogd.

The oral apsorption rate of lenalidomide In patients with MCL s similar to that observed In patients with MM or MDS.

Cdds Ratio 638
[95% CI] [2.85,10.32]

Figure 1: Kaplan-Meier Estimate of Time to Progression — Study 1
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Figure 2: Kaplan-Meier Estimate of Time to Progression — Study 2
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14.2 Myelodysplastic Syndromes (MDS) with a Deletlon 5q Cytogenetic Abnormality

The efficacy and safety of lenalidemide capsules were evaluated in with tr ion-dependent anemia in law-or
in isolation or with additional cytogenetic abnormalities, at a dose of 10 mg ance dally er 10 mg once dally for 21 days eve
study was not designed nor powered to prospectively compare the efficacy of the 2 dosing regimens. Sequential cose
delays, were allowed for toxicity [Dosoge ond Administration (2.2)]

This major study enralled 143 patients who had RBC transfusion dependent anemia. REC transfusion dependence was i
study treatment. The study enrolled palients with absclute neutrophil counts (ANC) = 500/mm? , platelet counts = 50,000,
2 x upper limit of normal (ULN), and serum direct bilirubin £ 2 mg/dL. Granulocyte calony-stimulating factor was permittec
neutropenia. Baseline patient and dk lated ¢ are s. in Table 17,

Table 17: Baseline D graphic and Di Related Characteristics in the MDS Study

Distribution
In vitre [“CHenalidomide binding to plasma proteins Is approximately 30%.
Lenalidomice is present in semen &t 2 hours (1379 ng/ejaculate) and 24 nours (35 ngfejaculate) after the administration of lenalidomide 25 mg dally. o =
Elimination Median
The mean half-ife of lena idomide is 3 hours in healthy subjects and 3 to § hours In patients with MM, MDS or MCL. Min. Mo
Metabolism Gender n
Lenalidomide undergoes limited metabolism. Unchanged lenalidemide is the predominant circulating compeonent in humans. Two Identified bal are S-hydroxy-l i ide and
N-acetyl.| ide; each constitutes less than 5% of parent levels In clrculation. Male 51

Female 7
Excretion
Elimination is primarlly renal. Follawing a single aral administration of [14CHenalidomide 25 mg 1o healthy subjects, approximately S0% and 4% of the radicactive dose was ellminated within Race n
ten days in urine and feces, respectively, App ly B2% of the radi ive dose was excreted as lenalidomide in the urine within 24 heurs. Hydroxy-lenali ide and N-acetyl-lenalid White 143
mide represented 4.6% and 1.8% of the excreted dose, respectively. The renal clearance of lenalidomide exceeds the glomerular filtration rate. e

er 5
Specific Fopulations Duration of MDS (years)
Renal Impeirment: Eight susjects with mild renal Impairment (creatinine clearance (Cler) 50 ta 79 mi/min calculated using Cockeroft-Gault), 9 subjects with moderate renal impalrment (CLer )
30 o 49 mU/min), 8 subjects with severe renal impalrment (Cler < 30 mUmin), and 6 patients with end stage renal disesse [ESRD) requiring dialysls were administered a single 25 mg dose of Median
lenslicamide capsules. Three healthy subjects of similar age with normal renal function (Cler » B0 mU/min) were also administered a single 25 mg dose of lenalidomide capsules. As Cler Min, Max
decreased, half-iife increzsed and drug clearance decreased lineary. Patients with moderate and severe Impairment had a 3-feld increase in haif-life and & 66% 1o 75% decrease In drug
clearance compared 1o healthy subjects. Patients on hemodial (n=E) had an appi 4.5-fold Increase In haif-life and an BO% decrease in crug clearance compared to healthy subjects. Del 5 (g31-33) enetic Abnormality n
'y

Appraximately 30% of the crug in body was removed during a 4-hour hemodialysis session, Yes =
Adjust the starting dose of lenalidomide capsules In patients with renal Impairment based on the Cler value fsee Duosage and Administration {2.4)] Other cytogenetic abnormalities 37
Hepatic Impairment: Mild hepatic impairment {gefined as totai bilinugin > 1to 15 times upper limit normal (ULN] or any aspartate transaminase greater than ULN) dic not Influence the disposition IPS5 Scorell n
of lenalidomide. No pharnracokinetlc data is svailable for patients with moderate to severe hepatic impalrment Low (0) 55
Other Intrinsic Fuctors: Age (38 1o 85 years), body weight [33 1o 135 kg), sex, race, and type of hematological malignancies (MM, MDS, or MCL) did not have a clinically relevant effect on Intermediate -1(0.5-1.0) 65
|enalidomide clearance in adult patients, Intermediate -2 (1.5-2.0) 6
Drug Interactions High{z 2.5 2
Co-administration of a single dose or multiple doses of dexamethasone (40 mg) hac no clinically relevant effect on the multiple dose ph etics of lenalidomide {25 mg). Missing 20
Ce-a¢ministration of lenalidomide capsules (25 mg) after multiple doses of a P-gp inhibitor such as quinidine (500 mg twice daily) did not significantly increase the C__ or ALIC of lenalic FAB enlon Tom T o
Co-administration of the P-gp inhibitor and substrate temsirolimus {25 mgj, with lenalidomide capsules (25 mg] did not significantly alter the pharmacokinetics of lenalidomide, temsiralimus, er A 77
sirolimus (metnbalite of temsirolimus),

RARS 16
In vitro studies dema that ler Is a substrate of P-glycoprotein (P-gp). Lenalidemide Is not & substrate of human breast cancer reslistance protein (BCRP), multidrug resistance RAEE 30
protein (MRP) transporters MRP1, MRP2, or MRP3, organic anion transportars (OAT) OAT1 and OAT3, erganic anion transporting polypeptide 181 (OATPIBT), arganic cation rters (OCT)
OCT1and GCT2, multidrug and toxin extrusian protein (MATE) MATEY, and organic catien transponers nove! [DCTN) OCTNY and OCTNZ. Lenalidomide Is not an Inhibitor of P-gp, bile salt export ChML 3

pump [BSEP), BCRP, MRP2, OATY, OAT3, QATPIBI, DATPIE3, or OCT2, Lenslidomide does not Inhibit or Induce CYP450 |
formatian in human liver microsomes with UST1AT genotyped as UGTIAT™™, UBT1A1™/"28, and UGTIAI"28/28.

. Also, does not inhibit blilrubin glucuronidation

13 NONCLINICAL TOXICCLOGY
13.1 Carcinog is, M is, | i of Fertility
Carcinogenicity studies with lenalidamide have not been conducted.

Lenalidomide was not mutagenic in the bacterlal reverse mutation assay (Ames test) and did not Induce chromasome aberrations in cultured human peripheral bloed lymphocytes, or mutations

atthe thymidine kinase (t«) |ocus of mouse lymphoma L5178 cells, L li ide did not i merpl gieal In Syrian Hamster Embryo assay or induce micronuclel in the
polychromatie enythrocytes of the bone marrow of male rats.
A fertliity ane early emboryonic develepment study in rats, with admin of ler up te 500 mg/kg (approximately 200 times the human dose of 25 mg, based on body surface area)

eraduced no parental toxicity and no adverse effects on fertility.

14 CLINICAL STUDIES

141 Multiple Myeloma

Randomized, Open-Label Clinical Trial in Patients with Newly Diagnosed MM:

A randomized multicenter, apen-label, 3-arm trial of 1,623 patients, was conductad to compare the efficacy and safety of lenalidomide and low-dose dexamethasone {Ra) given for 2 different
durations of time to that of melphalan, prednisone and thalidomide (MPT) in newly disgrosed MM patlents who were not a eandicate for stem cell transplant In the flrst arm of the stuay, Re
was given continuously until progressive disease [Arm Rd Continuous]. In the second arm, Rd was given for up to ecighteen 2B-day eycies [72 weeks, Arm RA18]), In the third arm, melphalan,
predrisone and thalldomic2 (MPT) was given for a maximum of twelve 42-day cycles (72 weeks). For the purposes of this study, a patient who was < 65 years of age was not a cancidate for
SCT if the patient refused to underga SCT therapy or the patient did not have access to SCT due 1o cost er other reasons, Patients were stratified at randomization by age (575 versus >75
years), stage (1SS Stages | and |l versus Stage Ill), and country.

Fatients in the Re Continuous and Rd18 arms received lenalidamide 25 mg once daily on Days 1to 21 of 28-day cycles. Dexamethasene was dosed 40 mg once dally on Days 1, 8, 15, and 22
of each 28-day cycle, For patients over > 75 years old, the starting dose of dexamethasone was 20 mg arally once dally on days 1,815, and 22 of repeated 28-day cycles. Inltial dose and
regimens for Rd Continuous and RA18 were adjusted according to age and renal function. All patients recelved prophylactic anticoagulation with the mest commonly used being aspirin.

The demographics and disease-related baseline characteristics of the patients were balanced among the 3 arms. In general, study subjects had advanced-stage disease. Of the total study
population, the medlan age was 73 in the 2 arms with 35% of total patients > 75 years of age; 59% had 1SS Stage 11 41% had 1SS stage lil; 9% had severe renal Impalrment {creatinine clearance
[Cler] =30 mUming 23% had moderate renal impairment {Cler > 30 to 50 mL/min; 44% had mild renal impairment {CLer = 50 to 80 mLimin). For ECOG Perermance Status, 29% were Grade 0,
49% Grade 1, 21% Grade 2, 0.4% 2 Grade 3.

The primary efficacy endpoint, progresslon-free survival (PFS), was defined as the time from rand tion to the first doc 1 of disease prog as ined by lent
Respense Adjudication Committee {IRAC), based on Internaticral Myeloma Working Group [IMWG] criteria or death due to any cause, whichever occurred first during the study until the end of
the FFS follow-up phase. For the efficacy analysis of all endpoints, the primary comparison was between Rd Continuous and MPT arms. The efficacy results are summarized in the tabla below,
PFS was signifizantly longe- with Rd Continuaus than MPT: HR 072 (95% Ci; 0.61-0.85 p <0.0001), A lower percentage of subjects in the Re Continuous arm compared with the MPT arm had
PFS events (52% versus 61%, respectively), The improvement in median PFS time in the Rd Centinuous arm compared with the MPT arm was 4.3 months. The myeloma response rate was higher
with Rd Centinuous compared with MPT (751% versus 62.3%); with a complete respanse In 15.1% of Rd Continuous arm patlents versus 9.3% in the MPT arm. The median time to first response
was 1.8 months In the Rd Cantinuous arm versus 2.8 months In the MPT arm,

For the imterim OF analysis with 03 March 2014 data cutoff, the medlan Tollow-up time for all surviving patients is 45.5 menths, with 637 death events, representing 78% of prespecified evenis
required for the planned final OS analysis (597/896 of the final OS5 everis). The observed OS5 HR was 075 for Rd Continuous versus MPT (95% Cl = 0.62, 0.90)

Table 12: Overview of Efficacy Results — Study MM-020 (intent-to-treat Population)

Rd Continuous Rd1B8 MPT
(N=535) (N =541 (N =547)
PFS - IRAC (manths)
Number of PFS everis 278 (52.0) 348 (64.3) 334 (51
Median® PF3 time, montns (95% Cl 25.5 (207, 29.4) 207 {19.4,22.0) 2.2(19.3,23.2
HR [95% CIT'; p-valued

Rd Continueus vs MPT Q.72 (061, 0.85);

<0.0001

Rd Continuous vs Rd18 070 (060, 0.82)

" IPSS Risk Category: Low (combined score = 0}, Intermediate-1 (combined score = 0.5 to 1.0),

Intermediate-2 {combined scare = 1.5 to 2.0}, High [combined score $2.5);

Comblned score = {Marrow blast score + Karyetype score + Cytopenia score)

Fl French-American-British (FAB) classification of MDS,

The fr y of RBC transfusion Independ was 1 using criterla from the | al Working Gi
was defined as the absence of any RBC transfusion during any consecutive “rolling™ 56 days (8 weeks) during the treatm

Transfuslon Independence was seen in 99/148 (57%) patients (95% C! (59, 74]). The median duration from the date when
the 55-cay RBC transfusion-free pericd] to the cate when an additlonal transfusicn was received after the 56-day transfu
to >67 weeks). Ninety percent of patients whe achieved a transfusion benefit did so by completion of three months in th

RBC transfusion independence rates were unaffected by age or gender,

The dase of lenalidomide capsules wes reduced or interrupted ot least once due to an sdverse event In NE (78.7%| of the 1
was 21 cays (mean, 351 days; range, 2 to 253 days), and the median duration of the first dose Interruption was 22 days |
Interruption due to adverse events was requlred in 50 (33.8%) of the 148 patients. The median Interval between the first
days, range, 15 to 205 days} and the median duration of the second dose Imterruption was 21 days (mean, 26 days; range

14.3 Mantle Cell Lymphoma

A multicenter, single-arm, open-labe trial of single-agent lenalidomide was conducied to evaluate the safety and efficz
relnpsed after or were refractory to bortezomib or a bortezomib-comtaining regimen. Patients with a creatinine clearance
for 21 days every 28 days. Patients with a creatinine clearance 230 mL/min and <560 mL/min were given lenalldomide at
cantinued until d urnac towlcity, or with of consent.

The trial Included patients who were at least 18 years of age with biopsy-p
anthracycline or one, cyclop r i and b i
response of PR or better during 1t with b

n MCL with ble disease by CT s

alone or in combination. Patlents were req

bora b g regi or relap disease [de

orab ib g regimen). At np were to have an absolute neutrophil counts (ANC) 21500/ m:

upper limit of normal (ULN) uniess there was documented evidence of liver invalvement by lymphoma, serum total billru
Iver Invelvement by lymphoma, and calculated creatinine clearance (Cockeroft-Gault formula) 230 mL/min,

The median age was 67 years (43 to 83}, 81% were male and 96% were Caucasian. The table below summarizes the bas
in the Mantie Cell Lymphoma trial.

lated Ch "

Tabile 18: Baseline Di

and Prior Anti-Lymphoma Therapy In Mantle Cell Lymphama Trial

Disease Ch

i and Prior Antl-Lymphoma Treatment

ECOG performance Status® n (%)
0

1
2
3

Advanced MCL Stage, n (%)
mn
Y

High or Intermediate MIP| Score ®, n (%)

High Tumor Burden ¢, n (%)

Buliey Disease®, n (%)

Extranodal Disease, n (%)

y Antl-Lympf Therapies, n (%)

of Prior

Median (range)



- MCL trizl AEs — Al treatment emergent AEs with 210% of subjects

% MCL trial Grade 3/4 AEs - All treatment-emergent Grade 3/4 AEs In 2 or more subjects

- MCL trial Serlous AEs — All treatment-emergent SAEs in 2 or more subjects

®- AEs where at least one resulted |7 a fatal outcome

*- AEs where at least one was cons cered ta be Life Threatening (if the outcome of the event was death, It is included with death cases)
‘- #ll acverse reactions under Body Sysiem of Infections except for rare infections of Public Health Interest will be considered listed

" All adverse reactions under HLT of Rash will be considered listed

The follewing adverse reactions which have occumed In other indications including another MCL study and not described above have been reported {1%-10%) In patients treated with
lenalidomide monatherapy for mantle cell lymphoma,

Cardiac disorder: Cardiac failure
Ear and labyrinth diserders: Verigo
G and administratien site conditi Chills

and ive tissue di: Pain in ity

Infections and infestations: Respiratory wract Infection, sinusits, nasophanyngitis, oral herpes

Nervous system disorders; Dysgeusia, headache, neuropathy peripheral, lethargy

Psychiatric disorders: Insomnia

Skin and subcutaneous tissue diserders: Dry skin, night sweats

The following serlous adverse reactions not described above and reported In 2 or more patients treated with lenalidomide manotherapy for mantle cell lymphema.
Blood and lymphatic system discrders: Neutropenia

Cardiac Disorder: Myocardial Infarction (including acute MI), supraventricular tachycardia

Infections and Infestations: Clastridium difficiie colitis, sepsis

N benign, and ified (i ing cysts and pelyps): Basai cell carcinoma

Respiratery, thoracic, and med|astinal disorders: Chronic obstructive puimanary disease, pulmenary embelism

6.2 Postmarketing Experience
The following adverse drug reactions have been |

i from the post

ing experlence with lenalidomide capsules. Because these reactions are reported voluntarlly from

a population of uncertaln size, It is not always possible to rellably their frequency or blish a causal relati p to drug [see W 1gs and F Section (5.7 to
510, and 5.12)]
Skin and tissue di Johnsan Syndrome, toxic epidermal necrolysis, drug reaction with eosinophilia and | P (CRESS)
I system disord Angi . acute graft-versus-host disease (fellowing allegeneic hematopoietic transplant), solid organ transplant rejectian
P benign, mall and ified {Incl cysts and polyps): Tumor lysis syndrome, tumer flare reaction
; v, th 3wt s i Pn e
Hepatohbiliary disorders: Hepatic failure (including fatality], toxic hepatitls, cytolytic hepatitis, cholestatic hepatitis, mixed cytolytic/ ic h it ient abnormal liver laboratory tests

Infections and infestations: Viral resctivation {such as hepatitis B virus and herpes zoster)
Endocrine diserders: Hypothyroidism, hyperthyroidism

6 DRUG INTERACTIONS

71 Digaxin

When cigexin was co-administered with multiple doses of lenalidomide capsules (10 mg/day) the digoxin G 8nd AUC, | were increased by 14%. Periodic monitoring of digaxin plasma levels,
in accordance with ciinical judgment and based on standard clinical practice In patients recelving this medication, is rec ded during administration of L+ |

7.2 Concomitant Therapies That May Increase the Risk of Thrombosis
Erythropoletic agents, or other agents that may Increase the risk of thrombosis, such as estrogen comiaining theraples, should be used with caution after making a benefit-risk assessment in
patlents receiving lenalidemide [see Warnings and Precautians {5.3)]

7.3 Warfarin
Co-admiristration of multiple doses of lenslidomide capsules (10 mg/day) with a single dose of warfarin (25 mg) had no effect on the pharmacokinelics of lenalidemide or R-and S-warfarin,

Kaplan-Meier Curves of Overall Survival (ITT Population)
Between Arms Rd Continuous, Rd18 and MPT
Cutoff date: 03 Mar 2014
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Rd Continuous vs MPT  0.75 (0.62, 0.90)
Rd Continuous vs Rd18 0.91(0.75, 1.09)
0+ Rd18 vs MPT 0.83 (0.69, 0].99) : [
T T T 1 T 1
0 6 12 18 24 30 36 42 48 54
Qverall Survival (Months)
1 | 535 488 457 433 403 366 337 248 156 74
2 | 541 39 319 265 167 108 56 30 7 2
3 | 547 380 304 244 170 116 58 28 6 1
Number of Subjects at Risk
OS Events: Rd Continuous=208/535 (38.9%) Rd18=228/541 (42.1%) MPT=261/54"
Cl = confidence interval; d = low-dose dexamethasone; HR = hazard ratio; M = melp P = prednisane; R = lenall de;Rd C

capsules ac
tion. It is not known whether there Is an interaction between dexamethasene and warfarin. Close menitoring of PT and INR is recommended in patients with MM taking concomitant warfarin.

Expected changes in laboratory assessments of PT and INR were observed after warfarin administration, but these changes were not affected by concomitant |er dmini

B USE IN SPECIFIC POPULATIONS

B Pregnancy

Risk Summary

Based on the mechanism of action (see Clinical Pharmaceiogy (12.1)f and findings from animal stucies [see Data], lenalidomide can cause embryo-fetal harm when administared to a pregnant
female and is contraindicated during pregnancy [see Baxed Waming, Contraindications (4.3, end Use in Specific Populations (501

Lenalidomide is a thalidomide analogue. Thalidomide Is a human teratogen, inducing a high frequency of severe and life-threatening birth defects such as amelia (absence of limbs),
phocomelia (short limbs), hypoplasticity of the bones, absence of bones, external ear abnormalities (including anotia, micropinna, small or absent external suditery canals), faclal palsy, eye
abnormalities {anophitt phthalmas), and congenital heart defects. Alimentary tract, urinary tract, and genltal malfarmations have aiso been decumented and mortality at or shortly
after birth has been reported in abeut 40% of infants,

Lenalidomide caused thelidomide-tyaz imb defects In monkey offspring. Lenalidomide crossed the placenta sfter administration to pregnant rabbits and pregnant rats [see Data), If this drug
is used during pregnancy, or if the patient becomes pregnant while taking this drug, the patient should be apprised of the potential risk to a fetus,

I pregnancy does occur during treatment, immediately discontinue the drug. Under these condltions, refer patient to an obstetrician/gynecologlst experienced In reproductive texicity for

Rd1B = Rd given for <18 cycles; T = thalidemide.

Randomized, Open-Labe! Clinical Studies in Patients with MM After At Least One Prior Therapy
Two randomized studies (Studies 1 and 2) were conducted to evaluate the efficacy and safety of lenglidomide. These multicente

compared lenalidomide plus oral pulse high-dose
enrolled p

with T

(ULN), and serum direct bilirubin < 2 mgidL.

In both studies, p

in the ler

therapy 10

therapy alone in patients with MM whic
hil eounts (ANC) 2 1000/mm?, platelet counts 2 75,000/mm”, serum creatinine < 2.5 mg/dL. s

group took 25 mg of lenalidomide crally ence daily on Days 1to 21and

of each 28-day cycle. Patients in the placeba/dexamethasone group took 1 placebo capsule on Days 110 28 of each 28-day cycle, Pal
sone orally once dally on Days 110 4, 9 to 12, and 77 1o 20 of esch 28-day cycle for the first 4 cycles of therapy.
The dose of dexamethasone was reduced to 40 mg orally once caily on Days 110 4 of each 28-day cycle after the first 4 cycles of
disease progression.
In both studles, dose adjustments were allowed based on clinical and laberatary findings. Sequentlal dose reductions 1o 15 mg dally,

Dosage and Administration (2.1]].

Table 15 summarizes the baseline patient and disease characteristics In the two studies. In both studies, baseline demographic and ¢
the lenalidomide /dexamethasone and placebo/dexamethasene groups.

further evaluation and counseling. Table 15: Baseline Demographic and Di Related CF ~ Studles 1and 2
The estimated background risk of major birth defects and miscarriage for the Indicated population is unknawn. The estimated background risk in the U.5. general population of major birth
defects Is 2% to 4% and of miscarriage |5 15% to 20% of clinically recognized pregnancles. Study 1
y Lenalldomide /Dex Placebo/Dex Lenalldomide /
Animial data N=177 N=176 N=176
In an embryo-fetal developmental taxicity study in menkeys, t icity, including thall ide-like limb defects, occurred in offspring when pregnant monkeys received oral ler id
guring erganogenesis. Exposure (ALC) in monkeys at the lowest dose was 017 times the human expasure at the maximum recemmended human dose [MRHD) of 25 mg. Similar studles In Patient Characteristics
pregnant rabbits and rats at 20 times and 200 times the MRHD respectively, produced embryo lethality In rabiits and no adverse reproductive effects in rats, Age [years) & = =
In & pre-anc posi-natal development study in rats, animals received lenalidomide from org s through lactation. The study revealed a few adverse effects on the offspring of female :h‘:\‘.i:!:x 36,86 3v.8s 33,84
rats treated with lenalidomide at doses up to 500 mgrkg (appraximately 200 times the human dose of 25 mg based an body surface area). The male offspring exhisited slightly delayed sexual
maturation and the female offspring had slight'y lower bocy weight gains during gestation when bred to male offspring. As with thalidomide, the rat madel may not adequately address the full Sux Male 106 (60%) 104 (58%) 104 (55%
spectrum of patential human embryo-fetal developmental effects for lenalidomide. Female 71(40%) 72 [a1%) 72 [41%
X i . ; ’ , Race/Ethnicity

Following daily oral administration of enalidomide from Gestation Day 7 thraugh Gestation Day 20 in pregnant rabbits, fetal plasma lenalidomide concentrations were appreximately 20 to 40% White 141(80%) 148 (84%) 172 (98%
of the maternal C,,,. Following a single cral dose to pregnant rats, lenalidomide was detected In fetal plasma and tissues; concentrations of radioactivity In etal Ussues were generally lawer Other 36 (20%) 2B [16%) 4 (2%)
than those In maternal tissues. These data indicated that the pl tcoe

Peamiants 157 (B9%) 168 (35%) 150 (85%
B.2 Lactation
Risk Summary Status 0-1
There is no infarmation regarding the presence of lenalidomide in human milk, the effects of lenalidomide capsules on the breastfed infant. or the effects of lenalidomide capsules an milk Disease Characterlstics
production. Because many drugs are excreted in human milk and because of the potential for ad reactions in  Infants from lenalidomide capsules, advise women ot to Multiple Myeloma
breastfeed during treatment with lenalidomide capsules, Stage (Durle-Salman)

| 3% 3% B%

8.3 Females and Males of Reproductive Potential I 2% 31% 28%
Pregnancy Testing i 64% 56% 55%
Lenalidomide capsules can cause fetal harm when administered during pregnancy (see Use in Specific Pogulations (8.1)]. Verify the pregnancy status of females of reproductive p prior [F
to Initiating lenalidemide capsules therapy and during therapy. Advise females of reproductive potential that they must avoid pregnancy 4 weeks before therapy, while taking lenalldomide mi Iobulin (mg/L)
capsules, during dose interruptions ane for at least 4 weeks after completing therapy. <2.5mall 52 (29%) 51(29%) 51(29%,

>25mall 125 (71%) 125 (71%) 125 (71%
Females of reproductive potential must have 2 negative pregnancy tests before Initiating lenalldomide capsules. The first test should be performed within 10 to 14 days, and the second test Number of Prior Therapies
within 24 nours prior to prescribing lenalidomide capsules. Once treatment has started and during dose Interruptions, pregnancy testing for females of reproductive potential should oceur
weekly during the first 4 weeks cof use, then pregnancy testing should be repeated every 4 weeks in females with regular menstrual cycles. If menstrual cycles are irregular, the pregnancy 1 38% 3B8% 32%
testing should eocur every 2 weeks. Fragnancy testing and counseling should be performed ifa Fatient misses her period or If there (s any abrormality In her menstrual bleeding, Lenalidomide ) 52% 62% 8%
treatment must be discontinued during this evaluation,

Types of Prior Therapies
Contraception
Femngies Stem Cell a3% &% o
Females of reproductive petential must commit sither to abstain continucusly from h I sexual int orto use 2 of reliable birth control simultanecusly: one highly Transplantation
effective form of contraception — tubzl ligation, IUD, hormenal (zitth cormtral pills, injections, hormonal patches, vaginal rings or Implants), or partner's vasectomy, and cne additional effactive Thalidomide 2% 5% 0%
cantraceptive method — male latex or synihetic condem, diaphragm, er cervical cap. Contraception must begin 4 weeks prior to Initiating treatment with lenalidomide capsules, during therapy,
during dose interruptions and continuing for 4 weeks following discantinuation of lenalid therapy. Reliable contraception is indicated even where there has been a history of infertllity, Dexamethasane B1% 1% 66%
unless cue to hysterectomy. Females of reproductive potential should be referrad to & qualified provider of contraceptive methods, If needed. Bortezomib e pren e
Mojes Melphalan 33% 31% 56%
Lenalidomide Is present In the semer of males whao take lenalidomide capsules. Therefore, males must always use a latex or synthetic condom during any sexual contact with females of Doxorubicin perey ey
repreductive potential while taking lenalidomide capsules, during dose interruptions and for up to 4 weeks after discontinuing lenalidomide capsules, even Ifthey have undergone a successful ol

vasectomy. Male patients taking lenalidomide capsules must not donate sperm.

8.4 Pedlatric Use
Safety and effectiveness have not been established In pediatric patients.

8.5 Geriatric Use

MM In Combination: Cverall, of the 1613 patients in the NDMM study who recelved study treatment, 94% (1521 /1613) were 65 vears of age or older, while 35% (5611613 were aver 75 years of
age. The percentage of patlents over age 75 was similar between stugy arms (Rd Continuous: 33%; Rd18: 34%; MPT: 33%), Overall, across all treatment arms, the frequency in mast of the AE
categeries (eg, all AEs, grade 3/4 AEs, serious AEs) was higher in cider (> 75 years of age) than In younger (s 75 years of age) subjects. Grade 3 or 4 AEs in the General Disorders and Administra-
ton Site Canditions body system were consistently reported at a higher frequency (with a difference of at least 5%) In older subjects than in younger subjects across all treatment arms, Grade
3 or 4 TEAES in the Infections and |nfestations, Cardiac Disorders {including eardiac failure and congestive cardiac fallure), Skin and Subcutaneous Tissue Disorders, and Renal and Urlnary
Bisorders (including renat failure) body systems were also reported siightly, but consistently, more frequently (<5% difference), in older subjects than in young b across all treat
arms, For ether body systems (e.g., Blood and Lymphatic System Disorders, Infections and Infestations, Cardiac Disorders, Vascular Disorders), there was a less consistent trend for increased
frequency of grade 3/4 AEs In oider vs younger subjects across all treatment arms Serious AEs were generally reported at a higher frequency in the older subjects than in the younger subjects
scross all treatment arms.

MM After At Least One Prior Themapy: Of the 703 MM patients who received study treatment In Studies 1 and 2, 45% were age 65 or over while 12% of patients were age 75 and over. The
percentage of patients age €5 or aver was not sigr different the lenalidomidel h 12 and placebo/d e groups. Of the 353 patients who recelved
lenalidomioe/dexamethasone, 46% were age 65 and over. In both studies, patients > 55 years of age were more likely than patients s 65 years of age to DVT, pul ¥ i
atrial fiorillation, and renal failure following use of lenalidomide capsules. No differences in efficacy were abserved between patients over 65 years of age and younger patients.

Of the 148 patients with del 5g MDS enralled in the major study, 38% were age 65 and over, while 33% were age 75 and over, Although the overall frequency of adverse svents [100%] was the
same in patients over 65 years of age as In yaunger patients, the frequency of serlous adverse events was nigher in patients over 65 years of age than in younger patients (54% vs. 33%). A
greater proportion of patients over 65 years of age discontinued from the clinical studies because of adverse events than the propertion of younger patients (27% vs.16%). No differences In
efficacy were observed between patie-s over 65 years of age and younger patients.

Of the 134 patients with MCL enrclled i1 the MCL trial, 83% were age 65 and aver, while 22% of patients were age 75 and over, The overall frequency of adverse events was similar in patients

The primary efficacy endpoint in both studies was time to progression [TTP), TTP was defined as the time from randemization to the

Preplanned interim analyses of both studles shawed that the 1 of

1o allow

in the placeb

1asone group to receive

was significantly supe

with the fd

lasone come

dats with crossovers were analyzed. In study 1, the median survival time was 39.4 months (95%Ck 32,9, 474) In lenalldomide/dex
placebo/dexamethasone graup, with a hazard ratio of 0.79 (95% C|: 0.61-1.03). In study 2, the median survival ime was 37.5 months |
and 30.8 menths (35%C1: 23.5, 40.3) in placebo/dexamethasone group, with a hazard ratio of 0,86 {95% CI: 0.65-174).

Table 16: TTP Results In Study 1 and Study 2

Study 1

Lenalidomide /Dex
N=177

Placebo/Dex
N=176

Lenalidomide .

N=176

TTP

Events n (%)

73

120 (68)

68(39)

Median TTP in
maonths [95% Cl]

13.8
[¢.5,185)

a7
[37,49]

121
[9:5. NE]

Hazard Ratle
[95% CI]

0.285
[C.210, 0.386]

Log-rank Test
p-valug?

<0.001

ever 85 years of age and in younger patients (38% vs, 100%)]. The overall incidence of grade 3 and 4 adverse events was also similar in these 2 patient groups (79% vs. 78%, ively). The
frequency of serious adverse events was higher I patients over 65 years of age than In younger patients {55% vs, 41%). No differences In efficacy were cbserved between patients over 65
years of age and younger patients.

Since elderly patients are more likely 10 have cecreased renal function, care should be taken in dose selection, Manitar renal function,

B.6 Renal Impairment
Adjust the starting dose of lenalidomide capsules based on the creatinine clearance value and for patients on dialysis [see Dosage and Administration (2.4)].

10 OVERDOSAGE
There is na specific experience in the management of lenalidomide overdose In patlents with MM, MDS, er MCL. In dese-ranging studies In healthy subjects, some were exposed to up to 200

Response

Complete Response
[CR) n (%)

2313)

1)

27 (15

Partial Response
(RR/FR) n (%)

B4 (4B)

3319)

7744

Qverall Response
n (%)

107 (61)

34 (19)

104 (5

p-value

<0.001

mg (administered 100 mg BID) and in s rgle-dose studies, some subjects were expased to up to 400 mg. Pruritus, urticaria, rash, and elevated liver ransaminases were the primary reported
AEs. In clinical trials, the dose-limiting taxicity was r penia and thrombecy i

11 DESCRIPTION
Lenalidomide, a thalidomide analogue, Is an immunomodulatary agent with antl
piperidine-2,6-dione and It has the follewing chemical structure:

ic and antir

praperties. The chemical name is 3- (4-aminc-1-0xa 1,3-dihycro-2H-isoindel-2-y)

Cdds Ratio
[95% CI]

6.28
[3.95, 1032]

Figure 1: Kaplan-Meier

T

of Time to Prog
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lonths)

246 156 74 13 [}
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i at Risk

12B/541 (421%) MPT=261/547 (477%)

sone; R = lenalidomice; Rd Continuaus = Rd given until documentation of progressive

nalidomice. These multicenter, muitinatienal, deuble-blind, placebo-controlled studies
alene in patients with MM who had recelved at ieast one prior reatment, These studies
rum creatinine £ 2.5 mgfdl, serum SGOT/AST or SGPT/ALT £ 3 x upper limit of nermal

ance daily on Days 1to 21and a matching placebc capsule once dally on Days 22 to 28
© 28 of each 28-aay eycle. Patients in both treatment groups took 40 mg of dexametha-
therapy.

ycle after the first 4 cycies of therapy. In both ssudies, treatment was to continue untl|

ose reductions to 15 mg daily, 10 mg dally and S mg dally were allowed for toxicity [see

i, baseline demographic and disease-relsted characteristics were comparable batween

Increased Mortality In Patients with CLL
Inform patients that lenalidomide had Increased mortality In patients with CLL and serious adverse cardlovascular reactions, Including atrial fibriliation, myncardial Infarction, and cardiac
failure {see Warning and Precautions (5.4)]

i Primary
Inferm patients of the potential risk of developing secand primary malignancies during tr with | Ide [see Warnings ond Precoutions (5.5)].

Hepa
Inform patients of the risk of nepatetaxicity, including hepatic failure and death, and to repert any signs and symptems associated with this event ta their healthcare provider for evaluation
[see Warnings end Precautions (5.7]].

Severe C React] H bt i B mt]

oy =
Infarm patients of the potentlal for severe fons Including hyp itivity, angloed St ¥ . toxlc epidermal necrolysis ar drug reaction with eosinophilia and
systemic symptoms If they had such a reactlon to th and repon sy assoclated with these events to their healthcare provider for evaluation [see Wamnings and Precautions
58]
Tumor Lysis Syndrome

Inform patients of the potential risk of tumar lysis syndrome and 1o report any signs and symptoms assoclated with this event to their healthcare provider for evaluation [see Warnings ond
Preccutions (5.9)]

Tumer Flare Reactien i
Inform petients of the potential risk of tumer flare reaction and to report any slgns and symptoms associated with this event to thelr healthcare provider for evaluation [see Warnings and

Precautions (5.10)),

Early Mortality in Patients with MCL

Inform patients with MCL of the potential for early ceath [see Warnings ond Precautions (5.13)]

Desing Instructions.

Inform patients how (o take lenalidom|ide capsuies [see Dosage and Administration (2)]

+ Lenalidomide capsules should be taken once dally at about the same time each day,

+ Lenalidomide capsules may be taken either with or without food.

+ The capsules should not be opened, broken, or chewed. Lenalidomide capsules should be swallowed whole with water,

« Instruct patients that If they miss a dose of lenalidomide capsules, they may still take It up to 12 hours after the time they would normally take It If more than 12 hours have elapsed, they
should be instructed to skip the dese for that day. The next day, they should take lenaiidomide capsules at the usual time. Warn patients to not take 2 doses to make up for the one that they
missed.
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MEDICATION GUIDE

LENALIDOMIDE (len" a |id’ oh mide) Capsules

What is the most important information | should knew about lenalidomide capsules?

Lenalidomide capsules may cause serlous side effects Including:

« Possible birth defects (deformed bables) or death of an unborn baby. Females whe are pregnant or whe plan to become pregnant must not take lenalidomide capsuies.

Lenalidemide is similar to the i halidemide. We know th can cause severe life-threatening birth cefects. Lenalidomide capsules have not been tested in pregnant females.
Lenelidomide capsules have hermed uniorn animals In animal testing.

Females must not get pregnant:

o For at least 4 weeks nefare starting lenalidomide capsules

@ While taking lenalidomide capsules

a During any breaks (interrup ] in your with lenalidomide capsules

o For at least 4 weeks afier stopping lenalidomide capsules

Females who can become pregnant:

© Will nave pregnancy tests weekly for 4 weeks, then every 4 weeks If your menstrual cycle Is regular, or every 2 weeks If your menstrual eycle s Irregular.

o if you miss your period or have unusual bleeding, you will need to have a pregnancy test and receive counseling.

© Must agree to use two acceptable forms of birth contral at the same time, for at least 4 weeks befare, while taking, during any breaks {Interruptions) in your reatment, and for at least 4
weeks after stopping lenalidomide lidemide

© Talk with your healthcare pravider to find out abeut aptions for acceptable forms of birth contrel that you may use to prevent pregnancy before, during, and after treatment with lenalidomide
capsules.

@ If yeu had unprotected sex or If you think your birth control has failed, stop taking lenalid e« I diately and call your healthcare previder right away.

If you become pregnant while taking lenalidemide capsules, stop taking it right away and call your healthcare provider.

Lenalidomide can pass [nto human semen:

o Males, including those who have had a vasectomy, must always use a latex or synthetic candom curing any sexual contact with a pregnant female or a female who can become pregnant
while takdng lenalidemide capsules, during any breaks (Interruptions) In your with | d [ les, and for up to 4 weeks after stepping lenalidomide capsules.

a Do not have unprotected sexual contact with a female who Is or could become pregnant. Tell your heaithcare provider If you deo have unprotected sexual contact with a female who Is or
could became pregnant.

o Do net donate sperm while taking lenalidomide capsules, during any breaks (interruptions) In your treatment, and far 4 weeks after ] lenalid = les, if a female becomes

Study 2 pregnant with your sperm, the baby mey be exposed to Lenalidomide capsules and may be born with birth defects.
Lenalidemide /Dex Placebo/Dex Men, if your female partner becomes pregnant, you should call your healthcare provider right away.
N=176 N=175 + Low white blood cells (| penia) and low p { ytop ). Lenaiich (- causes low white bleod cells and low platelets in most people. You may need & biood
or certain i if your blood counts drap too low, Your healthcare provider should check your bloed counts often especially during the first several months of treatment with
lenalidomide, and then at least monthly. Tell your healthcare provider If you develop any g or brulsing, during with Ler « I
+ Blood clots. Blood clots In the arterles, velns, and lungs happen more often in people who take lenalidomide capsules. This risk is even higher for people with multipie myeloma who take
&3 64 the medicine dexametnasone with Lenalidemide capsules. Heart attacks and strokes also happen more often in peopie who take lenalidomide capsules with dexamethasone. To reduce this
33.84 40,82 Increased risk, most peaple who take lenalidemide capsules will also take a bloed thinner medicine.
aniSom I 103 (55%) Before taking Lenalidomide capsules. tell your healthcare provider:
72 (a1} 72 {41%) o If you have had a blood clot in the past
o If you have high blood pressure, smake, or If you have been told that you have a high level of fat in your blood {hyperiipidemia)
17:[‘_‘?:;’5} ”gf:g:;‘ﬂ o About all the medicines you take. Certaln ather medicines can also Increase your risk for bload clots,
Call your healthcare previder or get medical help right away i you get any of the following during treatment with lenalidomide:
150 (85%} 144 (82%)
< Signs or symptams of a blood clot in the lung, arm, or leg may include: shortness of braath, chest pain, er arm or leg swelling
< Slgns or symptoms of a heart attack may Include: chest pain that may spread to the arms, neck, Jaw, back, or stomach area (abdomen, feeling sweaty, shoriness of breath, feeling sick or
vomiting
o Signs or symptoms of stroke may Include: sudden numaness or weakness, especially on one side of the body, severe headache er confusion, or proslems with vision, speech, or balance.
What are ienalidomide capsules?
B% 5% Lenalidomide Is a prescription medicine used to treat pecple with:
28% 33% = multiple myeloma [MM)
65% 53% © In combinatien with the medicine dexamethasane, or
+ & condition called myelodysplastic syndromes (MDS). Lenalidomide capsules are for the type of MDS with a chromosome problem where part of chromosome 515 missing. This type of MDS
is known as deletion 5g MDS. People with this type of MDS may have low red blocd cell counts that require treatment with blood transfusions.
51{29%) 48 (27%) - mantle cell lymphoma (MCL] when the disease comes back or worse after t with two prior one of which included beortezomib, MCL Is a cancer of a type of white
125 (71%) | 127 (73%) biood eell called lymphecytes that are In the lymph nodes.
Lenalidomide should not be used o treat people whe have chronic lymphecytic leukemia (CLL) urless they are particlpants in a controlled clinical trial,
It is not known If lenalidomide capsules are safe and effective in children.
32% 33% Who sheuld net take lenalldomide capsules?
68% 67% Do not take lenalidomide capsules if you:
+ are preg plan to b preg orb pregr durlng 1t with  lenalidomide capsules. See "What Is the most Important Information 1 should know sbout
lenaildamide o eg?®
» are allergic te lenalidomide or any of the ingredients in lenalidemide capsules. See the end of this Medication Guide for a complete list of ingredients In lenalidomide capsules.
55% 54% What should | tell my healthcare provider before taking lenalidemide capsules?
Before you take |enalidomide capsules, tell your healthcare provider about all of your medical conditions, Including if you:
0% 38% - have liver problems
« have kidney problems or receive kidney dialysks treatment
66% 69% « have thyrold problems
5% 4% + have had & serious skin rash with thalidomide treatment. You should not take lenalidomide capsules
» are lactose ir Lenali ide c contain lactose.
| 56% 52% -areb ding. Do not t d during with capsules. Itis not known If lenalidom|de passes into your breast milk and can harm your baby.
6% 57% Tell your healtheare provider about all the medicines you take, Including prescription and over-the-counter medicines, vitamins, and heroal supplements. Lenalidomide capsules and other

me from randamizatlon to the first occurrence of progressive disease,

hasane was significantly superior to dexamethasone alone for TTP. The studies were
iomide/dexamethasone combination. For both studies, the extended follow-up survival
2.9 474 In lenalidemide/dexamethasane group &rd 316 months (35%CkE 241, 40.9) In
urvival time was 375 months (35%Cl: 29.8, 46.6) In lenalidomide/dexamethasone group
% Ck 0.65-114),

Study 2
Lenalidomide /Dex Placebo/Dex
N=176 N=175
€8 [39) | 130 (74)
121 4.7
(9.5, NE| [38,4.8)
0324
[0.240, D.438)
<0.001
27015 714)
77 (44) 34 (19)
104 [59) 41(23)
<0.001
472
[2.98, 749]

may affect each other causing serfous side effects, Talk with your heslthcare provider before taking any new medicines

Know the medicines you take. Keep a list of them to show your healthcare provider and pharmacist.

How should | take enalidemide capsules?

Take lenalicomide capsules exactly as prescribed

. lidomide les whole with water 1 time a day. Do not open, break, or chew your capsules.

+ Lenalidemide capsules may be taken with or without food,

- Take lenalidomide capsules at about the same time each day.

- Do not open of break lenalldomide capsules or handle them any more than needed,

o If pawaer from the lenalidomide capsules comes in contact with your skin, wash the skin right away with soap and water.

© Il powder from the lenalidomide capsules comes In contact with the inside of yaur eyes, nose, or mouth, flush well with water,

+ If you miss a dose of lenalidomide capsules, and It has been less than 12 hours since your regular time, take |t a5 soon as you remember. If It has been more than 12 hours, just skip your
missed dose. Do not take 2 doses at the same time.,

» If yeu take too much lenalidomide capsules or overdese, call your healthcare provider right away.

What should | avold while taking lenalldomide capsules?

« See "What is the most impartant information | should know about lenalidomide capsules?™

- Females: Do not get pregnant and do not t d while taking lenalidomi I

= Males: Do not donate sperm.

+ Do net share lenalidomide capsules with ether people. |t may cause birth defects and other sericus problemns.

+ Do not denate blood while you take lenalidomice capsules, during any breaks (Interruptions) In your treatment, and for 4 weeks after stopping lenalidomide capsules, If someane who Is
pregnant gets your donated blood, her baby may be exposed to lenalidomide capsules and may be born with birth defects,

What are the possible side effects of enalidomide capsules?

Lenalidomide capsules may cause serlous side effects, Including:

+ See "What is the most important information | should know about lenalidamide capsules?”

- Increased risk of death in people who have chronic lymphaocytic leukemia (CLL). Pecple with CLL who take lenalidomide capsules have an increased risk of death compared with people
who take the medicine chlorambucil, Lenalidomide capsules may cause you to have serious heart problems that can lead to death, Including atrial fibriliation, hear attack, or heart fallure.
You should not take lenalidomide capsules If you have CLL unless you are participating in a contralied clinical trial.

+ Risk of new cancers (malignancies). An increase in new (second) cancers has happened In patients who received | ich . and melpk or a blood stem cell transplant,
including certain blood cancers, such as acute myelogencus leukermia (AML), and myelodysplastic syndrome (MDS) and certaln other types of cancers of the skin and other organs. Talk with
your healthcare provider about your risk of developing new cancers If you take lenalidomide capsules. Your healthcare pravider will check you for new cancers during your treatment with
lenalidemide capsules,

+ Severe liver problems, including liver fallure and death. Your healthcare provider should do blood tests to check your Iiver function during your treatment with lenalidomide capsules. Tell
your healthcare prowvider right away If you develop any of the following symptams of liver problems:

o yellowing of your skin or the white par of your eyes {jaundice}

© dark or brown [tea- colored) urine

o pain on the upper right side of your stamach area (abdomen)

o bleeding or bruising more easily than normal

o feeling very tired

- Severe skin reactions including severe allerglc reactions can happen with lenalidomide capsules and may cause death. Call your healthcare provider right away If you develop any of these
signs or symptems of a severe allergic reaction or severe skin reaction during treatment with lenalidomide capsules.

o swelling of your face, eyes, lips, tongue, throat

o trouble swaliowing

o traubie breathing

o skin rash, hives, or peeling of your skin

o blisters

o rash with fever and or swollen glands

+ Tumor lysis syndrome (TLS). TLS Is caused by the fast breakdown of cancer cells, TLS can cause kidney fallure and the need for dialysis treatment, abnormal heart rthythm, selzure and




rath cases)
| listed

*d above have been reponed (1%-10%) In patients reated with

onotherapy for mantle cell lymphoma.

capsules. Because these reactions are reported voluntarily from
10 drug exposure fsee Wornings and Precoutions Section (5.7 to

Jhilia anc systemic symptoms (DRESS}H
id organ transplant rejection

ytic/zholestatic hepatitis, transient abnormal liver labaratary tests

& increased by 14%. Periodic monitering of digoxin piasma levels,
anded during administration of lenalidomide capsules.

d be used with caution after making & benefit-risk assessment In

st on the pharmacokinetics of lenalidomide or R-and S-warfarin.

Kaplan-Meier Curves of Overall Survival (ITT Population)
Between Arms Rd Continuous, Rd18 and MPT
Cutoff date: 03 Mar 2014

100
1: Rd Continouis
w20 Ad18
o = w3 WPT
BO 4
g
£ 60
2
E=]
[ Rd Continouis
£ - Lo
g 40+ ey |
% i icitrr-i- Rd18
@A MPT
20+
[ HR (95% CI
Rd Continuous vs MPT  0.75 (0.62, 0.90)
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©S Events: Rd Continuous=208/535 (38.9%) Rd18=228/541 (42.1%) MPT=261/547 (47.7%)

Cl = confidence interval; d = low-dose dexamethasone; HR = hazard ratio; M = melphalan; P = prednisone; R = lenalidomide; Rd Continuous = Rd given untll documentation of progressive

re not affected by ¢ it lenalldomide capsules
recommended in patients with MM taking concomitant warfarin,

e can cause embryo-fetal harm when administered 1o a pregnant
1541

fe-threatening birnth defects such as amelia (absence of [imbs),

pinna, small or absent external auditory canals), facial palsy, eye
srmatians have also been cocumented and martality a1 or shortly

ation to pregnant rabbits and pregnant rats [see Datal If this drug
tential risk to a fetus.

bstetrician/gynecolegist experienced in reproductive taxicity for

ed background risk in the US. general population of majer birth

in offspring when pregnant mankeys received aral |er

disease; Rdi8 = Rd given for <18 cycles: T = thalidomide.

Randomized, Open-Label Clinical Studies in Patients with MM After At Least One Prior Therapy

Two randemizec studies (Studies 1 and 2) were conducted to evaluate the efficacy and safety of lenalidomide. These multicenter, multinational, double-blind, placebo-controlied studies
compared lenalidomide plus oral pulse high-dose e therapy to d b e therapy alane in patients with MM who had received at least one prior trestment. These studies
enrclled patients with absolute neutrophil counts (ANC] 2 1000/mm?, platelet counts = 75,000/mm?®, serum creatinine £ 2.5 mg/dL, serum SGOT/AST or SGPT/ALT < 3 x upper limit of normal
{ULN), and serum direct bilirubin < 2 mg/dL.

In beth studies, patients in the lenalidomide /dexamethasone group took 25 mg of lenalidomide crally once daily on Days 1 to 21 and a matching placebo capsule once daily on Days 22 to 28
of each 28-day cycle. Patients in the placebo/dexamethasone group took 1 placebo capsule on Days 1to 28 of each 28-day cycle. Patients In both treatment groups took 40 mg of dexametha-
sone orally ance dally on Days 110 4, 310 12, and 17 to 20 of each 28-day cycle for the first 4 cycles of therapy.

The dose of dexamethasane was reduced to 40 mg orally once daily on Days 1to 4 of each 2B-day cycle afier the first 4 cycles of therapy. In both studies, treatment was to continue until
disease progression.

In both studies, dose adjustments were allowed based on cilnical and laboratory findings. Seq
Dosage and Administration [2.1)],

tial dose reductions to 15 mg daily, 10 mg caily ang S mg dally were allowed far toxicity [see

Increased Mortality In Patients with CLL
Inform that nad
fallure [see Warning and Precautions (5.4)),

rality in wit

Primary
Inform patients of the patential risk of developing second primary maligni

Hepatotoxicity
Infarm patients of the risk of hepatotoxicity, including hepatic failure and
[see Wamnings and Precautions (5.7)].

5 & Reactions Including Hy e B e
Inform p of the p | for severe ions including hypersens
systemic symptoms If they had such a reaction 1o thalldomide and repart
(5.8)1

Tumor Lysis Syndrome
Inform patients of the potential risk of tumor lysis syndrome and fo repor
Precoutions (5.9)1

Tumor Flare Reaction
Inform patients of the patential risk of wmor flare reaction and to repon
Precautions [510)]

Early Mortality in Patlents with MCL

Inform patients with MCL of the potential for early death [see Wornings ar
Dosing Instructions

[nform patients how to take lenalidomide capsules [see Dosoge ond Adm
» Lenalidomide capsules should be taken ence daily at about the same tir
» Lenalidomide capsules may be taken either with ar without food.

« The capsules should not be opened, broken, or chewed. Lenalldomide 1
« Instruct patients that If they miss a dose of lenalidomide capsules, they
should be instructed to skip the dose for that day. The next day, they shou
missed.
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MEDICATION GUIDE

LENALIDOMIDE {len” a lid’ oh mide) Capsules

What is the most important information | should know about lenalidom
Lenalidomide capsules may cause serious side effects Including:

» Pussible birth defects (deformed bakles) or death of an unbern baby.
Lenalidomide is similar to the medicine thalidomide. We know thalidomic
Lenalidomide capsules have harmed unbaom animals In animal testing.
Females must not get pregnant:

o For at [east 4 weeks before starting lenalidomide capsules

© While taking lenalidomide capsules

o During any breaks {interr In your treatment with | CE
@ For at [east 4 weeks after stopping lenalidomide capsules

Females who can become pregnant;

o Will have pregnancy tests weekly for 4 weeks, then every 4 weeks if yo
© If you miss your period or have unusual bleeding, you will need to have
o Must agree to use two acceptable forms of birth controi at the same th
weeks after stapping lenalidomide car capsules.

o Talk with your healthcare provider to find out about options for acceptab
capsules.

o If yeu had unprotected sex or if you think your birth control has falled, s
I you become pregnant while taking lenalidomide capsules, stop takin
Lenalidomide can pass into human semen:

recommended human dose (MRHD) of 25 mg. Similar studies in
erse repraductive effects in rats.

+ study revealed a few adverse effects on the offspring of female
.urface area). The male offspring exhiblted slightly deiayed sexual
th thalidomide, the rat model may not adeguately address the full

asma lenalidomide were app by 20 to 40%
ncentrations af radicactivity in fetal tissues were generally lower

breastfed infant, or the effects of lenalidemide capsules on milk
stled infants from lenalidomide capsules, advise wemen not 10

fy the pregnancy status of females of reproductive potental prior
id pregnancy 4 weeks before therapy, while taking |enalidomide

st should be performed within 10 ta 14 days, and the second test
nancy testing for females of repreductive patential should oceur
nenstrual cycles, If menstrual cycles are irregular, the pregnancy
Tthere is any abnormality in her menstrual bleeding, Lenalldomide

;e 2 methods of reliable birth control simultanaously: one highly
or implants), or partner's vasectamy, and one additional effective
to initiating treatment with lenalidemide capsules, d.J-ing therapy,
on is indicated even where there has been a hisiory of infertility,
thods, if needed.

ar synthetic condom during any sexual contact with females of
lenglidomide capsules, even if they have undergone a successful

years of age or older, while 35% (SB1/1613) were ower 75 years of
verall, across all meatment arms, the frequency in most of the AE
ibjects, Grade 3 or 4 AEs in the General Disarders arc Administra-
Jbjects than in younger subjects across all treatment arms. Grade
3kin and Subcutaneous Tissue Disorders, and Renal and Urinary
#), In older subjects than in younger subjects across all treatment
scular Disorders), there was a |less consistent trend for increased
gher frequency in the older subjects than in the younger subjects

age 65 or over while 12% of patients were age 75 and over The
ebo/dexamethasone groups. Of the 353 patients who received
tients < 65 years of age to experience DVT, pulmonary emboiism,
aatients over 65 years of age and younger patients.

Although the overall frequency of adverse events [1C0%) was the
s over 65 years of age than in younger patients (54% va. 33%). A
e proportion of younger patlents (27% vs16%). No differences In

. The overall freguency of adverse events was similar in patienis
similar in these 2 patient groups {79% vs. 78%, respectively). The
differences in efficacy were observed between patients over 85

function,

osage and Administration {2.4)),

jing studies in healthy subjects, some were exposed to up to 200
ash, and elevated liver transaminases were the primary reported

* chemical name is 3- (8-aming-i-oxo 1,3-dinydro-2 -isoindal-2-yl)

The primary efficacy endpoint in both studies was time to progression (TTP). TTP was defined as the time from randomization to the first occurrence of progressive disease.
Preplanned interim analyses of beth studies sh d that the ¢ ion of was significantly superior to dexamethasone alene for TTP. The studies were
unblinded o allow in the placebe asone group to receive it with the f : . For both studies, the extended follow-up survival
data with crossovers were analyzed. In study 1, the median survival time was 39.4 months (S5%C1: 32.5, 47.4) In lenalidomide/dexamethasone group and 31.6 months (35%CE 241, 40.9) in
placebo/dexamethascne group, with a hazard ratlo of 0.79 (95% CI: 0.61-1.03). In study 2, the medlan survival time was 37.5 months {35%CI: 29.9, 46.56) In lenalldomide/dexamethasone group
and 30.8 months (85%Cl; 23.5, 40.3) In placebo/dexamethasone group, with a hazard ratio of 0,86 (95% C: 0.65-114).

Table 16: TTP Results In Study 1 and Study 2

Study 1

Lenalidomide /Dex
N=ATT

Placebo/Dex Lenalidomide /Dex

N=176 N=175

TP

Events n (%) 73 (4 120 (68} €8 (39) 130 (74}

Median TTP In 13.9 47 121 47
months [95% CI] [85,185) 37,49 [8.5, NE] [3.8, 48]

Hazard Ratic
[95% Cij

0.285
[0.210, 0.386]

0324
[0.240, 0.438]

Log-rank Test

<0.001
p-value?!

<0.001

Response

Table 15 summarizes the baseline patient and disease characteristics in the two studies. In both studies, baseline demographic and disease-related Istics were ¢ © Males, Including those whao have had a vasectomy, must aiways use a |
the lenalidomide /d and placeb groups, while taking lenalidomide capsules, during any breaks (Interruptions) in y
o Do not have unprotected sexual contact with a female who Is or could
Table 15: Dy and Dis Ch les — les1and 2 could become pregnant.
o Da not donate sperm while taking lenalidomide capsules, durlng any b
Study 1 Study 2 pregnant with your sperm, the baby may be exposed to Lenalidomide caj
Lenalidomide /Dex Placebo/Dex Lenalidomide /Dex Placebo/Dex Bar, i Your foraale parinar bacoman prmgnart, you should call yoar He
i N=17T N=176 N=176 N=175 = Low white bleod cells P and low p [tk yiop
lidomid fusion or certain medicines if your blood counts drop too low, Your
Patlent Characteristics lenalidemide, and then at least monthly. Tell your healthcare provider if yo
« Bloed clots. Blocd clots In the srterles, velns, and lungs happen mare o
o K:::L 4 52 €3 &4 the medicine with L d e capsules. Heart attacks
Min, Max 36,86 37,85 33,84 40,82 increased risk, most people who take lenalidomide capsules will also take
sex:lale 106 (607} 104, (50%) 104 (59%) 103 (59%) Before taking Lenalidomide capsules, 12!l your healthcare provider:
emale 7140%) T2 (81%) 72 (41%) T2 (41%) o If you have had a blood clot in the past
Race/Ethnicity o If you have high blood pressure, smoxe, or If you have been told that yc
White 141(80%) 148 (84%) 172 (28%) 175(100%) o About all the medicines you take. Certaln other medicines can also incr
Cther 36 (20%) 28 (18%) 4(2%) Q{0%)
ECOG Call your healthcare provider or get medical help right away If you get an
Parfariisnga 157 (B9%) 168 [95%) 150 (B5%) 144 (B2%)
Status 0-1 © Signs or symptoms of & blood clot in the lung, arm, or leg may includi
Dianis CHarfaatistics o Signs or symptoms of a heart attack may include: chest pain that may
Multiple Myeloma © Signs or symptoms of stroke may include: sudden numbness or weakr
Stage (Durle-Salmon) ‘What are lenalidemide capsules?
| 3% 3% 6% 5% L Is apr i used to treat peaple with:
] 32% % 28% 33% = multiple myeloma (MM)
1] 654% 66% 65% 653% © In combination with the medicine dexamethaseone, or
g2- .a ion called syndromes {MDS). Lenalidomide caps
microglabulin {ma/L} Is known as deletion Sq MDS. People with this type of MDS may have low
$25mgiL 52 (29%) 51{29%) 511{29%) 48 (27%) « mantle cell lymphoma (MCL) when the disease comes back or becomes
>2.5mgiL 125 (V1) 125 (71%) 125 (T15) 127 (73%) blead cell called lymphocytes that are (n the lymph nodes.
Number of Prior Theraples Lenalidomice should not be used to treat people who have chronic lympt
It Is not known If lenalidomige capsules are safe and effective in children,
1 8% 38% 3% 33% ‘Who should not take lenalldomide capsules?
22 B2% 62% BE% B7% Do not take lenalidomide capsules If you:
- are preg plan to preg or preg durlr
Types of Prior Therapies lenalidomide capsules?
- are allergic to lenalidomice or any of the ingredients in lenalidomide caj
Stem Cell 52% B1% 55% 54% ‘What should | tell my healthcare provider before taking lenalidomide ¢
Transplantation Before you taxe lenalidomide capsules, 1ell your healthcare provider abai
Thalldomide 42% A6% 30% 38% - have liver problems
« have kidney problems or recelve kidney dialysis reatment
Dexamethasone 81% % 66% 59% - have thyreld problems
Bortezamib 1% 1% 5%, 4% « have had a serlous skin rash with thalidomide treatment. You should not
» are lactose Intolerant. Lenaiidomide capsules contain lactose,
Meiphaian 33% 31% 56% 52% - are stfeeding, Do not d during tr with lenali
Doxorubicin 55% 51% 56% 57% Tell your healthcare provider about all the medicines you take, including

medicines may affect each other causing serious side effects. Talk with ye
Know the medicines you take. Keep a list of them to show your healthcar
How should | take lenalidomide capsules?

Take lenalidomide capsules exactly as prescribed

. llew lenalidemide ¢ les whole with water 1 time & day. Do not of
« Lenalidomide capsules may be taken with or without food.

« Take lenalidomide capsules at about the same time each day.

= Do not open er break lepalidomide capsules or handie them any mere t
o If pawder from the lenalidomide capsules comes in contact with your sk
o if powder from the lenalidomide capsules comes in contact with the Ins
- If you miss a dose of lenalidomide capsules, and It has been less than ¢
missed dose. Do not take 2 deses at the same tme.

« If you take too much ler Ide capsules or . call your healtl
‘What should | avold while taking lenalidomide capsules?

« See "What is the most important infarmation | shauld know about lenalic
- F les: Do not get preg and do notb tfeed while taking len
- Males: Do not donate sperm.

+ Do not share lenalidomide capsules with other people. |t may cause b
- Do not donate blood while you take |enalldomide capsules, during any
pregnant gets your donaled blood, her baby may be exposed to lenalidol
What are the possible side effects of lenalidomide capsules?
Lenalidomide capsules may cause serious side effects, Including:

= See “What Is the most impanant infermation | should know about lenalic
- Increased risk of death In pecple who have chronic lymphocytic leuke
wha 1ake the medicine chlorambucll Lenalidomide capsules may cause
You should not take lenalidomide capsules if you have CLL unless you an
+ Risk of new cancers (malignancies). An increase in new [second) cand
Including certain blood cancers, such as acute myeiogenous leukemia (Al
your healthcare provider about your rizk of developing new cancers if yo
ler capsules.

Complete Response
(CR} n (%)

23(13) " 27 (15) 74

« Severe liver problems, including liver fallure and death. Your healthcar
your healthcare provider right away If you develop any of the following sy

Partial Response
{RR/PR) n (%)

8448) 33019) 77 (44) 34 (19)

Cverall Response
n (%) 107 (1)

34 (19) 104 (59) 41(23)

p-value <0.001 <Q.001
Odds Ratla 638 472

[95% ClI] [3.85, 1032] [2.88, 748]

Figure 1: Kaplan-Meler Estimate of Time to Progression — Study 1

100
m

o yellowing of your skin or the white part of your eyes (jaundice)
0 dark or brown [tea- colored) urine

© pain on the upper right side of your stomach area (asbdomen}
© bleeding or bruising more easily than normal

o feeling very tired

« Severe skin reactions including severe allergic reactions can happen w
slgns or symptoms of a severe allergle reaction ar severe skin reactlon di
o swelling of your face, eyes, lips, tongue, throat

o trouble swallowing

© trouble breathing

© skin rash, hives, or peeling of your siun

0 blisters

o rash with fever and or swollen glands

- Tumer lysls syndrome (TLS). TLS Is caused by the fast breakdown of ¢



rs of age &I!an in‘wunger patients (54% vs.. 33%). A
of younger patients [27% vs16%). No differences in

frequency of adverse events was similar in patients
e 2 patient greups (79% vs. 78%, respectively). The
efficacy were observed between patients over 65

ministration (2.4{].

healthy subjects, some were exposed (o up o 200

e S 4 b g 7 e R R e A e S

sted liver transaminases were the primary rep

& Is 3- [4-aming-1-oxe 1,3-dlhydro-2H-isgindel-2-y|)

nalldomide Is more soluble in organic solvents and
rlc carbon atom and can exist as the optically active

+e ingredient and the following inactive ingredients:
ack ink, which includes black iron oxide, potassium

alidomide are mediated through its target cereblon,
aros, and CK1a) are targeted for ubigquitination and
‘osis of certain hematopoletic tumer cells inchuding
¢ tumar models including MM, Immunomodulatery
Ibody-dependent cell-mediated cytotaxicity (ADCC)
es {e.g., TNF-a and IL-G) by monacytes.in MM celis.

qaximum recommended dose, lenalidomide did not
below 10 ms.

h MM or MCS the maximum plasma concentrations
1 Cmax values increasing proportionally with dose.

Jith an approximate 20% decrease in AUC and 50%
tregard to food intake, Lenalidomide capsules can

Hazard Ratlo 0.285 0324 Incrensad rlsk of death in people whia fiavie chewrle tymphocytic leukemia (CLL). Pe.
[85% CI] [0:210, 0.388] [0.240, 0.438] who take the medicine chlorambucil. Lenalidomide capsules may cause you to have s
You should not take lenalidomide capsules if you have CLL unless you are participating
Log-rank Test <0.00 <0.001 « Risk of new {mall: les). Anl in new (second) cancers has happ
p-value? Including certain bicod cancers, such as acute myelogenous leukemia (AML), and myels
youl healthcare urwnder about your risk of developing new cancers If you take lenalid
Response oo
« = Severe llver problems, including liver fallure and death. Your heaithcare provider sh
E:T;Tglaf ResRore #00 i 708 el your healthcare provider right away If you develop any of the following symptoms of liv
o yellowing of yaur skin er the white part of your eyes (jaundice)
Partial Response B84 (48) 3319) 77 (44) 3419) © dark or brown (tea- colored) urine
(RR/PR) n (%) © pain on the upper right sice of your stomach area (abdomen)
Overall Response o bleeding or brulsing mare easkly than narmal
n (%) | 107 (81) 3419) 104 (59) 41(23) o feeling very tred
p-value <0001 <0001 « Severe skin reactions including severe allergic reactions can happen with lenalidomi
signs or symptams of 8 severe aliergle reaction or severe skin reaction during treatmen
Odds Ratio 6.38 a2 o swelling of your face, eyes, lips, tongue, throat
| [95%CI) [3.95,10.32) [2.9B, 7.48] & trauble swallowing
© trouble breathing
Figure 1 Kaplan-Meier E: of Time to Progression — Study 1 © skin rash, hives, or peeling of your skin
100 -5 © blisters
o rash with fever and or swollen glands
« Tumor lysis syndrome (TLS). TLS is caused by the fast breakdown of cancer cells. T
sometimes death. Your healthcare provider may do blood tests to check you for TLS,
g 754 \ « Worsening of your tumor (tumor flare reaction). Tell your healthcare provider if you ¢
= =, HR (95% Cf) = 0.285 (0.210-0.386) ymph nodes, low grade fever, paln, or rash.
a L Log Rank p,0.001 Your healthcare provider may tell you to decrease your dose, temporarily stop or perme
T s0- | with lenalidemide capsuies.
és Reviimid/Dex + Thyroid problems. Your healthcare provider may cneck your thyrold function befare y
2 « Risk of Early Death in MCL. In people who have Mantle Cell Lymphoma (MCL), there m
g a5 provider about any concerns and possible risk factars,
| The most commen side effects of lenalidomide capsules Include:
Piaceoo/Dex - diarrhea
o — . S - constipation
0 10 20 30 ¥ ihc:;no
.ra
Time to Progression (maonths) et
Figure 2: Kaplan-Meier of Time to Prog — Study 2 « swelling of the limbs and skin
+ nBusea
+ fever
100 + cough
, 3\ HA {95% CI) = 0.324 (0.240 - 0.438) These are not all the possible side effects of lenalidomide capsules.
B 75 Ll Log Rank p<0.001 Call your doctor for medical advice about side effects,
= How should | store lenalidomide capsules?
3 - Store lenalidomide capsules below 30°C.
s M . Raviimic/Dax Keep lenalidomid les and all out of the reach of children.
£ ‘\‘k%l General Information about the safe and effective use of
E Medicines are sometimes preseribed for purpases other than those listed ln a Medicatic
e give lenalldomide capsules to other people, even If they have the same symptoms you
;_H_. Placebo/Dex If yau would like more informatian, talk with your healthcare provider. You can ask your |
professionals.
o o) 5 10 15 S 25 What are the ingredients in lenalidomide capsules?
Tima 10 Pragrassion (manths) Active Ingredlent: lenalidemide
Inactive Ingredients: anhydrous lactose.
14.2 Myelodysplastic Syndromes (MDS) with a D Sq Cytog ic AL i The 5 mg, 10 mg, 15 mg and 25 mg capsule shell contains gelatin and titanlum dioxide.
The efficacy and safety of ienalidomice capsules were evaluated in patients with uansfusion-depeﬂdent anemia in low-or intermediate-1-risk MOS with a 5q (g31 to 33) cytog abr i Each capsule is printed with black ink, which includes biack iron oxide, potassium hydrc
In Isolation or with additional cytogenetic abnormalities, at a dose of 10 mg once daily or 10 mg ance daily for 21 days every 28 days In an open-label, single-arm, multi-center study. The major
study was not designed nor p d to prospectively pare the efficacy of the 2 dosing regimens. Sequentlal dose reductions to 5§ mg daily and 5 mg every other day, as well as dose

delays, were allowed for taxlcl‘ly {Dosoge nndaa‘mm;mﬂon (2.2)]

This majar study enralied 148 patlents who had RBC transfusion dependent anemia, RBC transfusion dependence was defined as having recelved 2 2 units of RBCs within 8 weeks prior to
study treatment. The study enrolled patlents with absolute neutrophil counts (ANC) 2 SC0/mm? , platelet counts 2 50,000/mm?, serum creatinine £ 2.5 mg/dL, serum SGOT/AST ar SGPT/ALT <
3 x upper limit of normal (ULN), and serum direct bilirubin < 2 mg/dL. Granulocyte colony-stimulating factor was permitted for patients wha develaped la or fever in ion with
neutropenia. Baseline patient and c -related characteristics are rized in Table 17.

Manufactured by
Nateo Pharma Limited Kothur-505228
Rangareddy District Telangana, India

Table 17: Easeline D graphic and Di Related Characteristics in the MDS Study Packed by:
-Leb
Overall Llsoensen by:
(N=148) Matco Pharma Limited, India
myg daily.
Age (years) Revised: 112018
Megian no
Min, Max 370,950
Gender n (%)
ifled lites are S-hydroxy | de and
Male 51 (34.5)
Female a7 [65.5)
d 4% of the radicactive dose was eliminated within Race n (%)
:o:n:;. Hydroxy-lenalidomide and N-acetyl-lenalido- White 143 196.6)
rate.
Other 5 34
1), 9 subjects with moderate renal impairment (Cler Duratian af MDA tyeais}
| dialysis were administered @ single 25 mg dose of Median 25
gle 25 mg dose of lenalidomide capsuies. As Cler Min, Max 01,207
1se in half-life and a 66% to 758% decrease in drug
se In drug clearance compared to healthy subjects, Del 5 (q31-33) Cytogenetic Abnormality n (%)
Yes 148 (100.0)
n (2.4)) Other cytogenetic abnormmalities 37 125.2)
+ greater than ULN) did not influence the disp , IPSS Score™! n (%)
Low (0] 55 (37.2)
ar MCL) did not have a clinically relevant effect on Intermediate -1(0.5-1.0} 85 (435)
Intermediate -2 [1.5-2.0} 6 {47
High{z 2.5) 2 0.4
sacokinetics of lenalidemide (25 mg). Missing 20 {13.5)
|nificantly Increase the C__ or AUC of i ide.
- FAB Classification ™ from central review n (%)
pharmacokinetics of lenalidomide, temsirolimus, or RA 77 52.0)
RARS 6 10.8)
wcer resistance protein (BCRP), multidrug resistance RAZR 30 [20.3)
e 181 (OATPIBY), organic cation transporters (OCT)
1alidomide is nat an inhibitor of P-gp, bile salt export CMML 3 20)

alidomide does not inhibit bilirubin glucuronidation

human peripheral biood lymphocytes, or mutations
<amster Embryo assay or induce micronuclei in the

human dese of 25 mg, based on body surface area)

low-dose dexamethasone {Rd| given for 2 different
stemn cell transplant. In the first arm of the study, Rd
[72 weeks, Arm Rd18]). in the third arm, melphalan,
who was < 85 years of age was not a candidate far
stratified at randomization by age (<75 versus >75

as dosed 40 mg cnce daily on Days 1. 8, 15.and 22
and 22 of repeated 28-day cycles. Initlal dose end
1 with the most commonly used being aspirin,

ots had advanced-stage disease. Of the total study
5 had severe renal Impairment {creatinine clearance
For ECOG Performance Status, 29% were Grade O,

isease progressien as determined by Independent
iever occummed first during the study until the end of
- efficacy results are summarized in the table below.
4 Continuous arm compared with the MPT arm had
4,3 months. The myeloma response rate was higher
bin the MPT arm. The median time to first response

ith events, representing 78% of prespecified events
5% Cl = 062, 0.90).

MPT
N =547)

234 (513)

212(193,23.2)

" |PSS Risk Categary: Low (combined score = 0), Intermediate-1 {combined score = 0.5 to 1.0],

Intermediate-2 (combined score = 1.5 to 2.0), High (combined score >2.5);

Combined score = (Marrow blast score + Karyotype score + Cytopenia score)

I Franch-American-British (FAB) classification of MDS.

The frequency of RBC transfusion Independence was assessed using criteria modified from the International Working Group (IWG) response criteria for MDS. RBC transfusion independence
was defined as the absence of any REC during any “rolling” 56 days (8 weeks| during the treatment period.

Transfusien Independence was seen In 99/148 (67%) patients (35% Cl [59, 74]). The median duration fram the date when RBC transfusion independence was first declared (i.e., the last day of
the 56-day RAC wransfusion-free period) to the date when an additional transfusion was recelved after the S6-day transfusion-free periad among the 939 responders was 44 weeks (range of 0
o =87 weeks]. Ninety percent of patlents who achieved a transfusion benefit did so by completion of three months In the study.

RBC transfusion independence rates were unaffected by age or gender.

The dose of lenalidomide capsules was reduced or interrupted at least once due to an adverse event in 118 (79.7%| of the 148 patients; the median time to the first dose reduction or interruption
was 27 days {mean, 351 days; range, 2 to 253 days), and the median duration of the first dose interruption was 22 days [mean, 2B.5 days; range, 2 to 265 days). A second dose reduction or
interruption due 1o adverse events was required In 50 (33.8%) of the 148 patlents. The median interval between the first and second dose reduction or interruption was 51 days (mean, 59.7
days; range. 15 1o 205 days) and the median duration of the second dose Interruptien was 21 days (mean, 26 days; range, 2 to 148 days).

14.3 Mantle Cell Lymphoma

A multicenter, single-arm, open-label trial of single-agent lenalidomide was conducted to evaluate the safety and efficacy of lenalidomide In patients with mantle cell lymphoma who have
relapsed after or were refractory to bortezomib or a bortezomib-containing regimen, Patients with a creatinine clearance 260 mU/min were given lenalidomide at a dose of 25 mg once daily
far 21 days every 28 days, Patients with a creatinine ciearance 230 mL/min and <60 mL/min were given lenalidemide at a dose of 10 mg once dally for 21 days every 28 days, Treatment was
continued until disease progression, unacceptable texicity, or withdrawal of consent.

The trial Incluced patients who were at [east 18 years of age with blopsy-p

MCL with di oy CT scan. Patlents were required to have received prior treatment with an
anthracycline or rituximab, and bortezomib, alane or in combination. Patients were required to have docl ited refractory disease as without any
response of PR or better during with b iborab b g regimen), or relapsed disease (defined as progression within one year after treatment with bortezomib
or a borlezomib-containing regimen). At enrollment patients were to have an absnlum neutrophll counts (ANC) 21500/ mnv, platelet counts = 60.000/mm?, serum SGOT/AST or SGPT/ALT =3x
upper limit of normal (ULN} unless there was documented evidence of liver involvement by lymphoma, serum total bilirubin £1.5 x ULN except in cases of Glibert's syndrome or documented
liver invalvement by lymphema, and calculated creatinine {Cockoroft-Gault f la) 230 mL/min.

ne, cye

The median age was 67 years (43 10 B3), 81% were male and 96% were Caucasian, The table below izes the baseline di elated ch. ies and prior antllymphema therapy
In the Mantle Cell Lymphoma trial.
Table 18: Baseline Disease-related Characteristics and Prior Anti-Lymphoma Therapy in Mantle Cell Lymphoma Trial
Baseline Disease Ch: istics and Prior Antl-Lymphoma Treatment Total Patients
(N=134)
ECOG performance Status® n (%)
o 43{32)
1 T3(54)
2 17 13)
3 1«
Advenced MCL Stage, n (%}
n 27 (20)
v 87 (72)
High or Intermediate MIPI Score *, n (%) 90 (67)
High Tumor Burden =, n {%) 7757
Bulky Disease’, n (%) 44 (33)
Extrancdal Disease, n (%) 101 (75}
:: = .u!Prhlnr ° AntiLy Therapies, n {¥] At am




0324 + Increased risk of death In pecple who have chronic lymphecytic leukemia (CLL). Pecpie with CLL wno take lenalidomide capsules have an Increased risk of death compared with pecpie
[0.240, 0.438] who take the medicine c scil, Lenall les may cause you to have serious heart problems that can lead to death, including atrlal fibrillation. hear attack, or heart fallure,
You shoula not take !enalldomuue :apsunes if you have CLL unless yau are participating In a controlled clinical trial.
<0.0m - Risk of new An in new (; ) cancers has happened in patients wheo received lenslidomide capsules and meiphalan, or a blood stem cell transplant,
Including cenaln blood cancers, such as acute my 10us | (AML), and myelodysp syndrome (MDS) and certain other types of cancers of the skin and other argans. Talk with
ynu! heanncare pravldal about your risk of deueloplng new cancers if you take lenali capsules. Your health provider will check you for new cancers during your treatment with
5 74 « Severe Ihur probl!ml. Including liver fallure and death. Your heaithcare provider should co biood tests to eheck your liver function during yeur treatment with lenalidomide capsules. Tell
your healthcare provider right away if you develop any of the g Sy of liver probl
o yell of your skin or the white part of your eves (Jaundice)
14] 3409 o datk ar brawn {tea- calored) urine
o pain on the upper right sice of your stomach area (abdomen)
o bleeding or bruising more easily than normal
[59) 41(23) o feeling very tired
<000 « Severe skin reactions including severe allergic reactions can happen with lenalidomide capsules and may cause death. Call your heaithcare provider right away if you develsp any of these
FET) signs or symptoms of a severe allergic reaction or severe skin reaction during treatment with lenalidemide capsules.
[Q.Bé 749] o swelling of your face, eyes, lips, tongue, throat
2 o trauble swallowing

iate-1-risk MDS with a 5g (g31 to 33) cytogenetic

o trauble breathing

o skin rash, hives, or peeling of your skin

o blisters

o rash with fever and or swollen glands

« Tumor lysls syndrome (TLS), TLS is caused by the fast breakdown of cancer celis. TLS can cause kidrey fallure and the need for dialysis treatment, abnarmal heart rhythm, seizure and
sometimes death, Your healthcare provider may do blood tests to check you for TLS,

+ Warsenling of your tumor {tumor flare reaction). Tell your healthcare provider If you get any of these symptoms of tumor flare reaction while taking lenalidomide capsules: tender swollen
lymph noces, low grade fever, pain, or rash.

‘Your healthcare provider may tell you to decrease your dose, temporarlly stop or permanently stop taking i ide ¢ les if you d
with lenalidomide capsules.

+ Thyroid problems. Your healthcare provider may check your thyroid function before you start taking lenalidomid, les and during 1t with lenalidomide capsules.

- Risk of Early Death In MCL. In peopie who have Mantie Cell Lymphama (MCL), there may be a risk of dying sooner (early death) when taking lenalidomide capsules. Talk with your healthcare
provider about ary concerns and possible risk factors,

The most common side effects of lenalldomide capsules include:

« diarrhea

- constipation

« itehing

«rash

- tredness

« swelling of the limbs and skin

= nausea

- faver

» cough

lop certaln serious side effects during treatment

These are not all the possible side effects of lenalldomide capsules,

Call your doctar for medical advice about side effects.

How should | store lenalidomide capsules?

- Store lenalldomide capsules below 30°C.

Keep i les and all medici out of the reach of children.

General information about the safe and effective use of lenalldomid

Medicines are sometimes prescribed for purposes other than those listed In a Medlcation Guide, Do not 1ake lenalidemide capsules for conditions for which they were not preseribed. Do nat
give lenallcemide capsules to other pecple, even if they have the same symptaems you have. It may harm them and may cause birth defects.

I you would like more information, taik with your healthcare provider. You can ask your healthcare provider or phi Ist for inf n about ler ide capsules thal Is written for health
professionals.
What are the ingredi in lenalidomi les?

Active Ingredlent: enalidomide
I g anhy Iactose.
The 5 mg, 10 mg, 15 mg and 25 mg capsule shell contains gelatin and titanium diexide.

5in an open-iabel, single-arm, multi-center study, The 'na]or
15 10 § mg daily and 5 mg every other cay, as well as dose

5 having received = 2 units of RBCs within B waeks prior to
urm creatinine £ 2.5 mg/dL, serum SGOT/AST or SGPT/ALT 5
nts who developed neutropenia or fever in association with

Each capsule Is printed with black ink. which Includes black Iron axide, potassium hydroxide, prepylene glycol, and shellac,

Manufactured by
Natca Pharma Limited Kethur-509228
Rangareddy District Telangana, India

Packed by:

Overall
(N=148)

Ph iine - Leb
Liscensed by:
Natco Pharma Limited, Indla

ne
37.0,95.0

%)

(34.5)
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1s; the median time 1o the first dose reduction er interruption
1,5 days, range, 2 to 265 days). A second dose redustion or
and dose reduction or Interruption was 51 days (mean, 59.7
days).

alidomide In patients with mantle cell lymphoma who have
min were given fenalidomide at a dose of 25 mg once dally
10 mg once daily for 21 days every 28 days. Treatment was

‘nts were requlred to have recelved prlor reatment with an
ave documented refractory disease (defined as without any
weqgression within one year after treatment with botezomib
1 counts = 60,000/mm?, serum SGOT/AST er SGPT/ALT <3x
ULN except in cases of Gilbert's syndrome or documented

rase-related characteristics and prior antilymphoma therapy

Total Patients
(N=134)

43(32)
73 (54)
703
1<)

27 20)
a7 (72)

90 (67)
7750
44 (33)
101(75)

4(2.10)
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illy on days 1835, and 22 of repeated 28-day cycl | dose and
clic anticoagulation with the most commenly used ceing asplrin,

sneral, study subjects had advanced-stage disease, Of the total study
1a¢ IS5 stage |1, 8% had severe renal impalmment [creatinine clearance
»50 to 80 mL/min). For ECOG Performance Status, 23% were Grade 0,

iocumentation of prog as a by Independent
0 any cause, whichever occurred first duning the study untll the end of
and MPT arms, The efficacy results are summarized in the table below,
if subjects in the Rd Cantinuous arm campared wit1 the MPT arm had
1the MPT arm was 4.3 manths, The myeloma response rate was higher
atients versus 9.3% in the MPT arm. The median time 1o first respanse

anths, with 597 death events, representing 78% of prespecified events
uous versus MPT (95% Cl =062, 0.90).

Ra18 MPT

{N = 547) (N=547}

348 (64.3) 334 (611
207 19.4, 22.0) 212(195,232)
172 (0.61, 0.85)

0000

370 (060, 0.82)
1.03 {0.89, 1.20)

228 (421 2611477)
56.7 {501, NE) 48.5 (44,2, 52.0

175 (0552, 0.90)
0.91(0.75, 1.09)
183 (089, 0.89)

77 (14.2) 51(2.3)
154 (28.5) 103 18.8}
166 (30.7) 187 {34.2)
397 (73.4) 341(52.3)

Zommittee;

wonse; R = leralidormide; Rd Contnuous = Rd given until docur

The trial Included patients who were at least 18 years of age with biopsy-proven MCL with measurable disease by CT scan. Patients were required to have recelved prior Ureatment with an
anthracycline or mitoxantrane, cyclophosphamide, rituximab, and bortezomib, alone or in combination. Patlents were required to have doc. refractory di (defined as without any
response of PR or better curing treatment with bortezomib or a bertezomib-comalning regimen), or relapsed disease (defined as progression within one year after treatment with bortezomib
or a bortezomib-containing regimen). At enrollment patients were 1o have an absolute neutrophll counts (ANC) 21500/ mm”, platelet counts = 60,000/mm?, serum SGOT/AST or SGPT/ALT s3x

upper limit of mormal (ULN] unless there was documented evidence of liver invel t by lympl , serum total bilirubin £1.5 x ULN except In cases of Gilbert's syndrome or documented
liver involvement by lymphoma, anc calculated inl I {Cockcraft-Gault f la) 230 mL/min.
The median age was 67 years (43 to 83), 81% were male and 96% were Caucasian. The table belaw summarizes the baseline dl lated © and prior antllymphoma therapy

In the Mantie Cell Lymphoma trial.

Table 18: Baseline Disease-related Characteristics and Prior Anti-Lymphoma Therapy in Mantle Cell Lymphoma Trial

Baseline Disease Characteristics and Prior Anti-Lymphoma Treatment Total Patients
(N=134)
ECOG performance Status® n (%)
o 43(32)
1 73(34)
2 wis)
3 (<
Advanced MCL Stage, n (%)
n 27(20)
n 97 (72)
High or Intermediate MIPI Score &, n (%) 50 (67)
High Tumor Burden *, n (%) 77 (57)
Bulky Disease?, n (%) 44 (33)
Extranodal Disease, n (%) 101 (75)
of Prior Systemic Anti-Lymp Theraples, n (%)
Median range) (2 10)
1 0@
2 29 (22)
: 34 (25)
24 HE)
Number of Sub) Who Recelved Prior Regl Contalning, n (%)
Anthracycline/mitoxantrone 133(99)
Cyclophesphamide 133 (99}
Rituximab 134 (100)
Bortezomib 134 (100}
Refi ¥ to Prior Bor n (%) B81(60)
Refractory to Last Prior Therapy, n (%) 74 (55}
Prior Autologous Bone Marrow or Stem Cell Transplant, n (%) 391(29)

* ECOG = Eastern Cooperatlve Oncology Group

® MIP| = MCL International Prognostic Index

= High tumor burden is defined as at least one lesion that is 25 cm in diameter or 3 lesions that are 23 om n diameter
9 Bulky disease is defined as &t least one lesion that is 7cm in the longest diameter

The efficacy endpaints in the MCL trial were overall response rate (ORR) and duration of respanse (DOR). Response was determined based an review of radiographic scans by an independent

5.
warms,

IRAC Assessment (ITT Population)
and MPT

s 1. Rd Continouis
2: Rd18
3: MPT

42 48 54 60
nths)

55 19 2 0

30 7 2

28 6 1 0

k

1.3%) MPT=334/547 (611%)

ion Committee; M = melphalan; P = predniscne; R = lenalidomide; Rd

review ¢ according to a modified version of the International Workshep Lymphoma Response Criteria {Chesan, 1995, The DOR is defined as the time from the initial response (at least
PR) to documented disease progression, The efficacy results for the MCL population were based on all evaluable patients who received at least one dose of study drug and are presented in
Table 19. The median time to response was 2.2 months (range 1.8 to 13 months),

Table 19: Response Outcomes in the Pivotal Mantle Cell Lymphoma Trial

Response Analyses (N = 133) N (%) 85% Cl

Overall Response Rate (IWRC) [CR + CRu +PR) 34 (26) {18.4, 33.9)

Complete Response (CR + CRu) 8@ 31,12.5)

cR Ly

Cru 8(8)

Partial Response (PR} 25(19)

Duration of Resg (i hs) Median a95% Cl

Duratien of Overall Response (CR + CRu + PR) (N = 34) 16.6 [%7.267)
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16 HOW SUPPLIED/STORAGE AND HANDLING
16.1 How Supplied

5 mg = Each #2 capsule with white opaque cap and bedy printed with NAT on cap and S mg on body in black ink contains S mg of lenalidomide.
5 mg bottles of 21

10 mg - Each #2 capsule with white opague cap and body printed with NAT on cap and 10 mg on body in black ink contains 10 mg of lenalidemide.
1C mg botiles of 21
15 mg - Each #2 capsule with white opague cap and body printed with NAT on cap and 15 mg on body in black ink centains 15 mg of lenalidomide.
15 myg bottles of 21

25 mg — Each #2 capsule with white opague cap and body printed with NAT on cap and 25 mg on body in black ink contains 25 mg of lenalidomide.
25 mg botties of 21

16.2 Storage
Store below 30°C.

16.3 Handling and Disposal
Care shouid be d in the handling of lidomide capsules. Lenalidomide capsules should not be opened or broken. If powder from lenalidemide capsules contacts the skin, wash the
skin immediately and thoroughly with soap and water. if lenalidomide contacts the mucous membranes, flush thoroughly with water,

Procedures for the praper handling and disposal of anticancar drugs should be cansidered. Several guidelines an the subject have been pubiished.!
Dispense no more than a 28-day supply.

17 PATIENT COUNSELING INFORMATION
Advise the patient (o read the Patient labeling (Medication Guide)

Embryo-Fatal Toxleity
Advise patients that lenalidomide Is contraindicated in pregnancy {see Boxed

ing and Ct ications (4.7)] L isath ansiogue and can cause serious birth defects

ar death to a developing baby [see b gs and P (5.1) ond Use in Specific Populations (8.1
- Advise females of reproductive potential that they must avold preg y while taking Ide ¢ and for at least 4 weeks after completing therapy.
« Initate ler je capsules in females of reproductive potentlal anly following a negative pregnancy test.

+ Advise females of reproductive potential of the importance of monthly pregnancy tests and the need lo use 2 different forms of contraception including at least 1 highly effective form
simultanecusly during lenalidemide capsules therapy, during dose interruption and for 4 weeks after she has completely finished taking lenalidomide capsules. Highly effective forms of
contraception other than tubal ligation include IUD and hormonal (birth contrel pills, Injections, patch or Implants) and a partner’s vasectomy. Additional effective contraceptive methods
Include latex or synthetic condom, diaphragm and cervical cap,

- Instruct patient to immediately stop taking lenalidomide capsules and contact her health provider if she b preg whiie taking this drug, if she misses her menstrual period, or
experiences unusual menstrual bleeding, if she stops taking birth cantrel, or if she thinks FOR ANY REASON that she may be pregnant.

« Advise males Lo always use a |atex or synthetic condom during any sexual contact with females ef repraductive patential while taking lenalidomide capsules and for up to 4 weeks after
discontinuing Ienalidomide capsules, even If they have undergone a successful vasectomy.

« Acvise male patients taking lenalidomide capsules that they must not denate sperm [see Wamings and Precautions (5.4) ond Use in Specific Populations (8.3)]

« All patients must be instructed to not donate blood while taking lenalidomide capsules, during dose interruptions and for 4 weeks following inuation of K [see
Wamings and Precoutions (5.1)1

Hematologic Teuicity

Infarm patlents that lenalidomide is associated with significant neutropenia and thromboacytopenia [see Baxed Warning and Warnings and Precautions (5.2)]

Venous and Arterlal Thromboembelism

Inform patients of the risk of thrombosis including DVT, PE, M|, and stroke and to repert immediately any signs and symptoms suggestive of these events for evaluation fsee Boxed Waming
ond Warning ond Precoutions (5.3)].
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