Mylomid
Lenalidomide INN 10 mg & 25 mg Capsule

COMPOSITION

Mylomid-10: Each Capsule contains Lenalidomide INN 10 mg.

Mylomid-25: Each capsule confains Lanafidomide INN 25 mg.

CLINICAL PHARMACOLOGY

Mechanism of Action: .

Lenalidemide is.an analogue of thalidomide with immunemodulatary, antangiogenic, and antineoplastic properties. Cellular activities of Lenalidomide are mediated through ils

target cereblon, a compenent of a cullin ring E3 ubiguitin ligase enzyme complex. In viteo, in the presance of drig, subslrale proteing (including Aictos, Tkarcs. and CK1c) are

targetad lor ubiquitination and quent d leading lo direc] eylotoxic and immusemodidatory ellects. Lenalidémide inhibils prefileration and induces apoplosis of

cerain hematopoietic lemor cells including MM, mantle call lymphamsa, and del {5q) myelmpaaﬂuc syndroimes in vitra. Lanalidomide eauses a delay in urmes grawth in some

i vive nonelinical hematopesatic lumor madels inciuding MR Immur include increased number and activation of T cells and natural

killer (MK) calls leading to direct and enhanced anlbody-dependent call-mediated cymcuty qAD-GC] wvia increased gecration of interleukin:2 and interfarongamma, increased

numbers of NKT calls. and inhibition of pro-inflammatory cylokines {e.g., TNF-o and IL+6) by monocytes. In MM cells, the combination of Lanalidomeda and Dxamethasone

synergizes the inhibilion of cell profilaration and the induction of apoposis.

Pharmacokinetics:

Absorption: Lenalidomide is rapidly absorbad lollowing oral administration. Following single and multiple doses of Lenalidomide in patients with MM or MDS, the maximurm

plasima corcantrations coourred bedween 0.5 and B holrs post-dose. Tha single and multiple dose pharmacokinetic disposition of Lenalidomide is linsar with AUC and Crnax

values increasing proporicaally with dose. Mullipls doses of Lenalidomide at the recormimended dosage doss not resull in drug aceumulation. Administration of a single 25 mg

dosa of Lenalidomide with a high-fat meal in healthy subjects reduces the axlent of absorplicn, with an approximate 20% decrease in AUC and 50% decrease in Cmax. In the

Trials where the efficacy and salely were established for Lenalidoride, the drug was administered withoul regard to food inlake. Lenalidomide can be administerad with or

withaut foed. The cral absorplion rate of Lenalidornide in patients with MCL i similar to that sbserved in patianls wilh MM or MDS,

D-slnhd.mon In vitra [MC]-Lenalidemide binding 1o plasma prabaing is approximately 30%. Lenalidoride i prasant in semen al 2 hours (1379 ngiejaculate) and 24 hours {35
after the admi won of Lanalidomide 25 mg daily.

Elimination: Tha mean hall-Ele of Lenalidomide is 3 hours in healthy subjects and 3 to 5 hours in patients-with B, MOS or MCL,

Metabolism: Lenabdomide undergoes limited metabelism. Unchanged Lenalidomide is the predominant circuiating companent in humans. Two identified metabolites ar 5-

Hydsaey-Lenalidemide and M-Acetyl-Lenaidomide; each constitutas less than 5% of pasent levels in circulation,

Exeretion: Emination is primarily renal. Following a single oral admi ion of [“Ci-Lanalidomide 25 mg to healthy subjects, approximately 30% and 4% of the radioactive

dose was eliminated within ten days in urinve and leces, respectively. i 22% ol the radi dose was as Lenalidomide in the uring within 24 hours.

Hydsowy-Lenalidomide and N-Acetyl-Lenahdomids. represerted 4.6% and 1.8% of the excrated dose, respeclively. The renal clearance of Lenalidomide exceeds (he

glomerular filtration rate.

INDICATIONS
Multiple Myeloma: Leralidomide in combination with Dexamethasone is mdlcahed o the treatment ol adull patients with mullipla mysloma (MM, Lenalidomide Is indicaled
as maintenarice Ihatap)- in adufl pa:uenls with MM lolowing autalogous ¢ starm call {auto-HICT).
Sy i Indi for the treatment of adul! patients with transtisioh-deperdenl anemia due to low- or Intermediate-1-risk
{MDS} ialed with a deletion 5o eylegenatic abrarrmakity with or without addilional eyloganetie abnormalitiss.

Mantle Cell Lym:moma Lenalidomnide iz indicated tor the treatment of adull patients with mante cell lymphoma (MCL} whose disease has relapsed of prograssed after two
prics thevapies, one of which included Bunazomub

Fallicular Lympt Lenalidamide i o jon with a Rituximais product, is i for the: of adult patiants with previously trealed follicular lymphama (FL).
Marginal Zone Lymphoma: Lenalidomide in mmbmhcn with a Rituximatr product, is indicated lor the treatment of adult patients wilh previcusly Ireated marginal zona
hymphoma (MZL).

Limitations of Use: Lenalidomide is rat indicated and is not recommendad for the treatment of patients with CLL outside of controlled clinical triats.

DOSAGE AND ADMINISTRATION

Recommended Dosage for Multiple Myeloma:

Lenalidemide Combination Therapy:

The recommended starting dose of Lenalidomide is 25 mg orally once daity oo Days 1-21 of rapeated 28-day cycles in combination with Dexarnethasene. For patienis grealer
than 75 years old, he starting dase of Daxamethasone may be radused. Treatmant sheuld be continued until disease progression ar unacceplable sty

In patients who are not aligible lor aute-HSCT, freatmeant should continue untl dsaase prograssion or unacceplable lewiclly. For patisnts wha are aule-HSCT-sligible,
hematopaletic stem cell mobilization should ocour wilhin 4 cycles of a Lenalidomide <containing therapy.

Dose Adjustments rorHemarGJogrc Taxicities During MM Treatment :

Dosa ized In Table 1 below, are recormmended to manage Grade 3 or 4 neutropenia or thrombocytopenia or olher Grade 3 or 4 toxicily

judged lo be relatad to Lenanuoma.

Table 1: Dose for ic T M
Platebet counts
Thrarmbacytapenia in MM
When Platelets | Recommended Course Days 1-21 of repeated 26-day cycle
Fall bedow 30,000/ mcl interrupt Lenalidomide treatment, lollow CBC weekly
Raturn to at least 30,000/mcl Resume Lonalidomide at newxt lower dase. Do nat dose below 2.5 mg daily
For gach subisequent drop below 30,000/mel. | Interrupt Lenalidomice treatment
Roeturn T at least 30,000 mel Resurme Lenalidomide at next lower dase. Do nat dose bedow 2.5 org daily
Absolute Neutrophil counts [ANC) T
Neutropenia in MM
When Meutrophits Recammended Course Days 1-21 of repeated 28-day cyele
Fall below 1000/mcL Interrupt Lenalidomide treatment, follow CBC weekly
Return to at least 1.000/mel and neutropenia is. | Resume Lenalidaride at 25 mg dally or initial starting dose
The onby touicity
Feeturn te at least 1,000/mcl and if other toxlcity | Reswene Lenalidomide at net lower dose. Do not dose below 2.5 mg dally
For each subsequent deop below 1,000/mel Interrupt Lenatidomide treatment
Raturn to 3t leask 1,000/mel Resume Lenalidaride at next lower dose, Da not dosa belaw 2.5 mg daily

Lenalidemide Maintenance Therapy Following Aute-HSCT:

Following aule-HSCT, initiate Lenalidomide maintenance therapy after adequate hematologic recovery [(ANG al least 1000mmcl andior plalefat counts al least 75.000meL).
The recommended starting dose of Lenalidomide is 10 mg once daily continucusty (Days 1-28 of repeatad 28-day cycles) until disease progression of unacceptable toxicity.
Alter 3 cycles of mainferance tharapy, the dose can be increased lo 15 mg once dally if tolerated.

Dose Adiugiments for Hematalogle Toxieilies During MM Treatmant:

Dose medilicalion guidelines as summarized in Table 2 below, are recommended lo manages Grade 3 or 4 nautrapenia o (srombecytopenia ar olher Grade 3 or 4 Loxisty
judged to be related to Lenalidomide.

Tabie 2: Dase for Touicrties for M
Platelet counts
Thrambotytapenta in MM
Whan Platelets Recommended Course
Fall bekow 30,000/ mal Interrups Lenalidomide treatment. follow CBC weakly
Return 1o at least 30,000/mcl Resurne Lenalidomide at nest fowes dose, continuously for Cays 1-28 of
repeated 28-day cycle
if at the 5 mg daily dose, For a subseq Intarrups - Do niot dase belew Smg dally far Day 1to 21
drop befow 30,000fmeL of 28 day cycle
Aeturn o at least 30,000/mel Rasime Lanalidomide at 5 mg daiky fer Days 1 1o 21af 28.day oycha. Do nat

dase Below 5 myg daily for Day 110 21 of 28 day cpche
Absodute Neutrophit counts [ANC]
Meutropenia in M

Wheh Meutrophits | Racommended Course

Fall bedow 500/l nterrupt Lenatidamids treatment, follow CBC waekly

Beturn bo at feast SO0fmcl Aesume Lenalidomide at next lower dose, continuousty for Days 1-28 of
rapeated I8-day cyoa

i at 5 M daily dose, For 3 subsenuent érog InTerrupt Lenafidomide treatrment, Do ot dose bekow 5mg daily for Days 1

below S00/mel 10 21 of 26 day cycle

Return to 3t least 530/mel Resunie Lenalidoniide a1 5 mg dally for Days 1to 21 of 28-day cycle. Do not
dose bebow 5 mg daify for Days 1 to 21 of 28-day cycle

Otter Toxicitios in MM:

For other Grade 354 Lexicilies judged 1o be related Lo Lenalidomida, held ireatment and restart al the physician's discrelion at next lower dose level when lodety has reschved
1o Grade 2 or lower.

Recorr Dosage for My lastic Sy

The recornmended starling dose ol Lenahdormde is 10 myg dady. Treaiment is continued or modified based upon clinical and laberatory findings. Continue treatment until
disease progression er unacsaplable toxicity.

Daose Adjustments for Hemalologic Toxicities During MDS Treatmenl:

Patients who are dosed initially at 10 mg and who expenence thrembocytopenia should have their dosage adjusted as follows:

Platelat counts

I thrambocylopenia develops WITHIN 4 weeks of starling reatment al 10 mg daddy in MO S:

If baseline is at least 100,000/mel

When Platelets Ry Course

Fall below 50,000/meL Fnterrupt Lenalidomida treatment
Return to at least 50,000/mcl Rasume Lenalidomide at 5 mg daily

If baseline is befow 100,000/mel

‘When Flatelets Recommended Course

Fall to 50% of the basetine value Interrupt Lenalidomide treatment

IF baseling is ot least 60,000/ mct and returas to ot least S0.000/mel | Resurie Lenalidornide 3t 5 mig daily
If baseling s below 60,:000/mcl and returns to at least 30,000/mel | Resume Lenalidomide at 5 mg daily

I thromboeytopenia develops AFTER 4 weeks of starting treatment at 10 mg daily in MDS:

. When Platelets Recommended Course
Fall below 30,000/mcl or belaw 50,000/ mcl with platelet transfusi Interrupt Lenalidomide treatment
Return to ot least 30,0000mcl (without hemostatic failure) Resurme Lenalidornide at 5 mg daily

Pallams wiho experience thrombacylupenia at & my daily should have their dosage adjusted as follows:
Jpenia P during at 5 myg daily in MDS:

When Platelets R ded Course
Fall below 30,000/mck or below 50,000/ mol with platelet transfusi Interrupt Lenatidamid
Return to st least 30,000 mel (without hemastatic faiture) Resurme Lenalidoride at 2.5 mg daily

Patients who are dosed iitially 2t 10 mg and experience neutropenia should have their dosags adjusted as follows:
Ahsolute Mautrophil counts (ANC)
It neutropenia develops WITHIN 4 weeks of starfing treatment at 10 mg daily in MDS;

1 baseling AN is at least 1,000/mel

When Neutrophils Recommended Course

Fall befiow TR0/mcL Interrupt Lenalsdomide treatment
Feeturn to st least 1,000/meL Resume Lenalidomide at § myg daily
If baseline ANC Is balow 1,000 mel

Wihen Neutraphits Recommenced Course

Fall Befow S500/mck Interrupt Lessalidomide treatment
Return to sl least 500/mel Resume Lenalidomide at 5 mg daily

If nautropenia develops AFTER 4 weeks of starling treatment at 10 mg daily in MDS:
‘Whaen Neutrophils Recommended Course

Fall below S00/meL for ot least 7 days or below 500/ mel Interrupt Lenalidomide treatment
associated with fover {at least 28.5°C)

Retum to 2t 1east S00/mel Resurne Lenalidomide at 5 mg daily

Patients who experience neutropenia ai 5 mg daily should have their dosage adjusted as follows:
If neutropenia develops during freatment at & mg daily in MDS:

When Neutraphils Recommended Course

| Fall below 500/mel for at least 7 days or pelow S00/mel Interrupt Lenalidomide treatment
asseciated with fever (al least 18.5°C)

Returh to at feast 500/meL Resurne Lenalidemide at 2.5 mg daily

Qther Grade 3 /4 Toxicities in MDS;

For other Grade 3.4 toxicities judged to be related to Lenalidomede, hold treatment and restart at the physician's discretion at next lower doss level when towscity has reschved
1o Grade 2 or lower.

Recommended Dosage for Mantle Cell Lymphoma:

The recommended starting dose of Lenalidomide is 25 mg-‘day arally on Days 1-21 of repealed 28-day cycles for relapsed or refractory mantle cell hmphoma. Treatment
should be i until disease p ion or plable toxicity.

Treatment is confinued. madified nr :bzscnnhrmeﬁ based upon clinical and laboratory findings.

Dose for MCL Treatment:

Dose modification guidalines as summarized betow are recemmended fo manage Grade 3 or 4 neutropenia or thrombocylopenia or other Grade 3 or 4 toxicities considered to
be related to Lenalidomide.

telet counts

Thramb 2 during in MCL
:Whmmldal.s Recammended Course
Fall Below 50,000/ mel Interrugt Lenalidamide treatment, follow CBC weekly
Feeturn boat least 50,000/ mel Feewme Lenalidormide at 5 mg bess than the previeos dose. Do not dose below 5
g dadly

Absolute Neutraghil caunts [ANC]

st ragenian o Urisg Creatmmnt i MCL

Recommended Courss
el 1000 mEL For at loast 7 days Interrupt Lonalidemidy traateent and Tallow CHG v pky
Falts hefawe 1,000/ mel with an associsted
teerpmratre ak loay 35.5°C
it
Falts bedow S080/mcl
T Retum bo at least 1,000/mel Aesume Lenalidomide 3t 5 mg less than the previous dose. Do 1ot dose
Below 5 mg dally




Other Grade 3 | 4 Toxicities in MCL:
Far other Grade 34 toxicilies judged to be related to Lenalidomide, hold freabment and restart at the physician’s discretion at next lower dose level when toxicity has resolved fo
Grade 2 or lower.
Recommended Dosage for Follicular Lymphoma or Marginal Zone Lymphoma:
The recommended starting dose of Lenalidomide is 20 mg orally once daily on Days 1-21 of rapeated 23-day eyeles for up fo 12 cycles ol realment in combination with a
Rituximab-product. For dose adjustments dies to towcity with Rituximab, refer to the product prescibing information
Dose Adjustmants for Hematologic Toxicitiag during FL or MZL Treatment:
Dose modification guidelines, a3 surmmarzed below, are recommended to manage Grade 3 or 4neulropania or thrombocylopenia or other Grade 3 or 4 texicily judiged ta be related to
Lenalidomide.

Flatelet counts
Thrombocytopenia during treatment in FL or MEZL

When Platelets | Recommended Course
Farl beloyw S0,000/mel. Intesrupt Lenalidamide treatment, follow CAC weskly
Eeturn to at feast 50,000/mecl 1f patient starning dose was 20 mg ally, resume Lenalidarmide at & mg less than

the previous dose. Do net dose below 5 mg daily,

1f patient starting dose was 10 mg daily, resume at S mg fess than previods
dose. Do net dose befow 2.5 mg daidly.

Absclute Neutraphil counts (ARC]H
Bloutrepenia during treatmant in FL or MZL

Wihen Noutraphils Recommandad Course
Fall balove 130/ mel fror at least 7 days anterrupt Lanalidemide trertmant and follow CRC weakly
an

Falls below 1,00D/mcl with an assaciated
remparaturs at least 38570

[+1]

Falls below 500/mcl

Beturn o at least 1,000 mel f patant starting cose was 20 mg dady, resume Lanalidomiss 3t 5 mg less
han the grevicws dose. Da net dase below 5 mg daily.

if patent ctarting dose was 10 mg daily, resume at § mg less than previous
dose. Do nat dose below 2.5 mg daily.

Other Grade 3 | 4 Toxicities FL or MZL:
For ofhes Grade 324 toxlcilies judged to be related to Lenalidomide, hold reatment and restan al the physician's discretion al next lower dose level whan loxclly has resolved to Grade
2 or below,
Recommended Dosage for Patients with Renal Impairment:
The recommendations for dosing patients with renal impairment are shown in the foltowing table.
Table 3 Dese Adjustments for Patients with Renal Impaiment

Renal Function Dose in Lenalidomide Dose in Lenalidomide DBose in Lenalidomide Maintenance

{Cockeroft. Gault) Combination Therapy for ‘Combination Therapy for FL Therapy Eallowing Aute HSCT for
WM and MICL and MZL WM and for MDS

CLer 30 1o B0 mlrrvin 10 mig once daily 10 mig one daily 5 mig dnce dadty

Clor below 30 ml/min 15 mig mvary ather day 5§ mg once daily 2.5 mg ance daily

{nat requiring dealysis)

Cler balow 30 mlimin 5 Mg once daily. On dishysis 5 mg ence daily. On alyss 2.5 mg once daily. On dials days,

(requiring diabysish days, administer the dose dhays, adimintster the dose administer the dose fallawing
following diakysis. fallowing diahysis. dishysis.

Lenalidomide Combination Therapy for MM: For Clor of 30 1o 60 mLimin, consider escalating the dose 10 15 mg after 2 cycles if the patient tolerates the 10 mg dose of
Lenalidormic without dose-fimiting toxicity.

Lenalidomide Maintenance Therapy Foliowing Aulo-HSCT for MM and for MCL and MDS: Base subsequenl Lenakdomide dose increase of decrease on individial palient
treatment tolerance.

Lenalidomide Combination Therapy for FL or fior MZL: For patients with Cler of 30 10 80 mLgmin. afer 2 cyclas, the Lenalidomide dose may be increased to 15 myg orally if the
pafient has tolerated therapy, Or, as directed by the registered physicians:

ADMINISTRATION Patients should be advised fo fake Lenalidomide orally at about the same fime each day, either with or without food. Patients should be advised fo swallow
Lenalidoride capeules whole with water and nod 1o epen, break, o chew [hem

DRUG INTERACTIONS

Digoxin: When Dngm:m was co-administered with mulliple doses of Lenalidomide (10 matday) the Digoxin Griax and AUC were increased by 14%, Pariodic moniliing ol Digmun
plasma.levels, in ‘accordance with clinical judgment and based on standard clinical practice in patients ing this medication, Is o during adm ot
Lenalidornide:

Concomitant Therapies That May Increase the Risk of Thrombosis: Erythroposstic agents, or other agents that may morease the nsk of thrombosis, such as estrogen containing
theraples, should be used with caution afler making a benefit-isk assessment i patients recelving Lenalidomice,
Warfarin: Co-administrafion of multiple doses of Lenalidomide (10 mgaday) with a single dose of Warfzrin (25 mg) hed no effect on the pharmacokinetics of Lenalidomide or R- and
S-Warlarin. Expected changas in ldboralory assessmanie of PT and INR wete cbsarved after Wararin administealion, bul these changes were nol affecled by concomitant
Lenalidomide admntstration. It is nat known whather there is an interaction between Dexamethasone and Wartarin. Close monitoring of PT and INF is recormmended in patients with
N taking concomitant Warlarin.

CONTRAINDICATIONS

Pregnancy: Lenafidomide can cause detal harm when administered to a pregnant female. Limb abnormalities were seen in the offspring of monkeys that were dosed with
Lanalidomide during crganogenesis, This effect was seen al all doses tested. Due to the resulls of this developmental monkey study, and Lenalidombde’s structural similarites 1o
Thakdomide, & known human teratogen, Lenalidomide is contraindicated & females who are pregnant, i this drug is used during pregnancy or if the patient becomes pregnant while
Laking this drug, the pahantshuuld ha appnsed of lhe poianbal risk to a fetus.

Allergle React) L dicated in patients who have | hypes itivity {e.g.. angload Stevens-Johnson syndrome, toxic epidemal necrolysis)
to Lenalidomide.

PRECAUTIONS

Lenalidomide REMS Program: Because of the embryo-felal rsk, Lenalidomide is available only theewgh a resiricled progiam under a Risk Evaluation and Miligation Stralegy
{REMS), the Lenalidomide REMS prog

Required componsnts of the Lanalldorhlda HEMS prograr include the felowing: « Prestribers must be carlified with the Lenalidormide REMS prograr by enroling and complying with
the REMS requirements. » Patienis must =ign a Palient-Physician agreernent form and comply with the REMS requirements. In particutas, female patients of reproductive polential
wheo are nof pregnant must comphy with the pregnancy festing and contraception requirements.and males must comply with condraception requirements. » Phammacies must be
cattilied with the Lenalidomida REMS progeam. mus! only digpente (o palents who are authorized to receive Lenalidemide and cormply with PEMS reguaremants,

Hematalogic Toxicity:

Lenalidornide can cause signi i@ and thrombocytopenia. Manitor patients with neutrapenia for signs of infection. Advise patients 1o chsarve lor bleeding or bruising,
especially with use of concomitant medieation that may increase risk of bleeding. Patients taking Lenalidomide should have their complete blood counts assessed pencdically as
described below.

Maonitor complete bieod counts (CBC) in patients taking Lenabdomida in ination with O ne of a5 Lenali Therapy for MM every 7 days (weekly) for
the first 2 cwcies, on Days 1 and 15 of Cycle 3, and every 26 days (4 weeks) thereafter, A dose interruption andior dose reduction may be reguired In the MM maintenance tharapy
trighs, Grade 3 of 4 neulropenia was reported in up 10 55% of Lenalidomide -treated patients and Grade 3 of 4 thromboeytapenia i up to 38% of Lenalidomide -ireated patients.
Monitor corplete bloed counts {CBC) in patkents taking Lenatidomide for MDS weekly for the first & weeks and al least monthly thereafier. Grade 3 or 4 hematologic toxicily was seen
o 80% of patients enrolled in the MD3 study. In the 45% of patients who toped Grade 3 or 4 ia, the median time to onset was 42 days (rangs, 14-411 days), and the
median time to docurmented recovery was 17 days {range, 2-170 days). In the 54% of patients who developed Grade 3 or 4 thrombocylopenia, the median ime 1o onset was 28 days
(rarge, 6-290 days), and the median fime to documentad recovery was 22 days (rangs, 5-224 days),

Monitor complets blood counts (CBC) in patients taking Lenalidomide for MOL weekly for the first cycle {28 days), every 2 wesks during cycles 2-4, and then monthly therealtes.
Patienis may require dase intermuption andwor dose reduction. In the MCL tral, Grade 3 or 4 neutropenia was reported in 43% of the patients, Grade 3 or 4 thrombecylopenia was
reported in 28% of the patients,

Monitor complete: blood counts (CBC) in pabents taking Lenalidomide lor FL or MZL waeekly for the first 3 weeks of Cycle 1 (28 days), evary 2 weeks during Cycles 24, and then
manthly thereatter, Patients may require dose interruption and:or dose reduction. In the ALUGMENT and MAGNIFY trials, Grade 3 or 4 neutropenia was reported in 505 and 33%,
respactivaly, of patients in the Lenalidomide SRiluximab arm. Grade 3 or 4 thrombocytopenia was reported in 2% and 8%, respsctively, of patents in the Lenalidomide Ritutimab amm.
Venous and Arterial Thromboembolism:

Werous thromboembaelic events (VTE [DVT and PE]) and zrterial thromboembolic events {ATE, myocardial infarction and siroke) ars increased in patients treated with Lenalidemide.
Acsignificamly mereased risk of OVT (7.4%) and of PE (3.7%) occurred in patients with MM after at least one price therapy who were treated with Lenalidomése and Dexarnethasons
therapy compared to patients treated in the placebo and Dexamethasons group (3.1% and 0.9%) in chnical trials with varying use of anficoagulant therapies. In the newly diagnosed
multiple myelorna (NDMM) study in which nearly all patienls received antithrombotic prophylags, DWT was reported as a serious adverse reaction {3.6%, 2.0%, and 1.7%) in the Rd
Continuous, Rd18, and MPT Arms, respectively, The frequency of serdous adverse reactions of PE was similar between the Rd Continuoies, Rd18, and MPT Arms (3.8%, 2.8%, and
3.7%, respectively).

Myocardal infarction {1.7%) and slroke (CVA) (2.3%) are increased in palients with MM after a1 least ene prior therapy who were treated with Lenalidomide and Dexamethasorie
therapy compared fo patients treated with placebo and Dexamethasone (0.6%, and 0,%%) in cinical trals. in the NOMM study, myocardial infarction (including acite) was reported as
a serious adverss reaction (2.3%, 0.6%, and 1.1%) in the Rd Continuous, Rd18, and MPT Arms, respectively. The frequency of serious adverse reactions of CVA was similar between
the Rd Continucus, RS, and MPT Amms (0.8%, 0.6 %, and 0.8%, respectively).

Patienis with known risk factors, incleding prior thrombosis, may be at greater risk and scfions shoukd be taken o iy to minimize all modifiable factors (e.g. hypedpidenia,
Pypartension, smoking).

In controlled cnical trials that did not use concomitant thrombaprophylaxis, 21.5% overall thrombotic events {Standardized MedDRA Cuery Emiolic and Theombatic events) ecourred
i palisnts with refractory and refapsad MM who wers teatad will L idomide and Dy comparad 1o B.3% lheembosis in patisnts treated with placebs and
Dexamethagone, The median tme fe fist thrombosis event was 2.8 monthe. In the NOMM study in which neady all patients recelved antithrombotic prophylasis, the overall fregquency
of thrombotic events was 17.4% in patients in the combined Rd Continuows and Rd18 Arms, and was 116% in the MPT Amm. The medizn time to first thrombosis event was 4.3
mofithe in the combined Ad Continuous and Rd18 Amms,

In the AUGMENT trigd, the incidence of VTE {including DVT and PE) in FL or MZL pateents was 3.4% in the Lenalidomide /Rituximab arm. In the AUGMENT trigl, the incidence of ATE
(inGluding MI) in FL or MZL patents was 0.6% in the Lenalidomide Siluximab am.

Thromboprophylads i recommended. The regimen of thromboprophylads showsd be based on an assessment of the patient's. underlying risks. Instruct patients to report immediately
any signa and sympioms suggestive of thromboic events. ESAs and estrogens may further increass the risk of thrambosis and their use should be based on a benefit-risk decision in
palients recenving Lenalidornide,

ncreased Mortality in Patients with CLL: In & prospective randomized (1.1} clinical trial in the first line treatiment of patients with chrenic lymphocylic sukemia, single: agent
Lenalidornide therapy increased the risk of death as compared 1o single agest Chlorambucil. In an interim analysis, there were 34 deaths among 210 patients on the Lenalidomide
treatment arm compared to 18 deaths among 211 patients in the Chiorambucil treatment am, and hazard ratic for overall survival was 1.52 [95% CI 1.08 - 3.41], consistent with a
BF% increase in the nsk of death. The trial was halbed for safety in July 2013, Serous adverse cardicvascular reachions, including afrial fibrillation, myocardial infarction, and cardiac
lailure oecurred more f En the Lenaik armn. Lenalidormide is nol indicated and not recommended for use = CLL outside of controfied clinical trials.

Second Primary Malignancies:

In chnacal trigls in patients: with MM raceiving Lenalidormide, an increase of hematologic plus solid tumor second pnmary malignancies [SPM} noiahiy AML and MDS have basn
obgerved. An increase i hematologic SPM including AML and MDS cccurred in 5.3% of patients with NDMM g Lenalidomide In with oral melph

with 1.3% of patients receiving mefphalzn without Lenalidomide. The frequency of AML and MDS cases in pahems with NOMM treated with Lenalidomide in cumhlnahon with
daxamelniasone without melphalan was 0.4%.

In patients iving L i e therapy following high dese intravencus melphalan and sute-HSCT, hematologic SPM ocourrsd in 7.5% of patients compared to 3.53%
i pabients receiving placebo. The incidencs of hematologic plus solid furnor (excluding squamous cell carcinoma and basal cell carcinoma) SPM was 14.9%, compared to B.8% in
patients receiving placebe with a median follow-up of 91.5 months. Non-mélanoma skin cancer SPM, including squameus cedl carcinoma and basal cedl carcinoma, occurred in 3.9%
of patients recaning Lenalidomide maintenance, compared o 2.8% in the placebo anm.

In patients with refapsed or refraclory MM treated with Lenalidoride Dexamethasens, the incidence of hemalelogic plus solid tumor luding st cell and basal
cell carcinoma) SPM was 2.3% versus 0.6% in the Dexamethasone alone arm. Non-melanoma skin cancer SPY, including squamous: oeil carcinoma and basal cell carcinoma,
ocurred i 3.1% of palients receiving Lenalidomide Dexamethasone, compared to 2.6% in the Dexamethasone alons am.

Patiente who veceived Lenalidomide -containing therapy untd disease progression did aot show a higher incldence of invasive SPM than patients treated i the fixed duration
Lenzlidomide -containing arms. Monitor patients for the development of second primary malignancies. Take into account both the potential benefit of Lenalidomide and the rigk of
second pamary malignancies when conederng trealment wilh Lenallﬂm\lda

In the AUGMENT trial with FL or MZL patients receiving Lenali therapy, b lngic plus solid umar SPMs, notably AML, have been observed. In the AUGMENT
irial, hematologic SPM of AML ocoumed in 0.5% of patents with .FL oF MZL recehing Lenalidornide Rituximab therapy. The incidence of hemalologic plus solid tumos SPMs
{excluding nonmelanoma skin cancers) was 1.7% in the Lenalidomide Rituximab am with 2 median follow-up of 29.8 months {range 0.5 1o 51.3 monthsh, Manitor patients for the
development of second primary malignancies. Take into account both the patential benefit of Lenalidomide and the risk of second primary malignancies when considering freatment
with Lenakdomide.

Increased Mortality in Patients with MM When Pembrolizumab Is Added to & Thalidomide Anal and Dexameth:

In two randomized clinical tials in patients with MM, the additicn of Pembrolizumab 1o a Thalldnrmde analogus plus Dexamethasons, 4 use for which no PO-1 ar PD-L1 blocking
anfibody s indicaled, resulted in Increased mortality. Treatment of patlents with MM with a PD-1 or PD-L1 tlocking antibody in bination with & L plus
Dexamethasane is nof recommended outside of controfled clinical trials.

Hepatotoxicity: Hepatc failure, including fatai cases, has occurred in patients treated with Lenakidomide i cornbination with Dexamelhasone. In clinical trials, 15% of patients
expenenced hepatoinxicity (with hepatocellular, cholestatic and mixed charactenstios); 2% of patients with MM and 1% of patients with myeladyspiasia had serious hepalotoxicity
svants. The machanism of drug-inducad hepatotoxicity is unknown, Pre-existing viral liver disease, elevaled baseling liver enzymes, and concomitant medications may be risk factors,
Monitor mer enzymes Denodlml\r Slop Lenahdomm upon elevation of liver enzymes. After relurn 10 basefing values, Ireatment a1 a lower dose may be considered,
Severe vity Reactions:
Mg.oedsma and severe culaneous rsamluns including S1 Johnson {5US), toxic eps r ie [TEM), and umg reachm with eosinophiia and systemuc
sympioms (DRESS) have been reported. DRESS may present with a cufaneous reaction (such as rash or iative dermatitis), eosi . fewer, andiar lymphad with
systemic complicabons such as hepalitis, nephrilis, pneurmonilis, myocarddis, andfor pericarditis. These evenls can be latal. Patents with prioe Restory of Grade 4 rash associated
with: thafidomide treatment should not receive Lenalidemide. Lenalidomide interruption or discontinuation showld be considered for Grade 2-3 skin rash. Lenalidoméde must be
discontinued for angioedema, Grade 4 rash, exipliative or bullous rash, or if 5J5, TEN or DRESS is suspected and should not be resumed following discontinuation for these
resctions.
Tumor Lysis Syndrome: Fatal instances of umor lysis syndrome (TLS) have been reperied during treaiment with Lenalidomice. The patents as risk of TLS are those with high tumaor
burden prior fo reatmend. Monitor patients at risk closely and {ake appropriate preventive approaches. In the AUGMENT frial in FL or MZL patients, TLS occurred in 2 palients {1.1%)
b the Lenalidomide ARitwdmab arm. TLE occurred in 1 patient (0.5%) in the MAGHNIFY trial denng the Lenalidomide ARitudmab induction period; the even was a serious, Grade 3
advarse reaction,
Tumor Flare Reaction: Tumer are reaclion (TFA} has occurred during investin wse of Lenabdomide for CLL and lymp , and fs | by terder braph node
swelling, low grade fever, pain and rash. L idomide is not and not nded for use in CLL outside of controlled clinical trials
Manitoring and evaluation tor TFR is recommended in patients with MCL, FL, or MZL. Tumer are reaclion may mimic prograssicn of dissase (PD).

In the MCL biad, 13134 (10%) of subjects expérienced TFR; all reponis were Grade 1 or 2 in severity. Al of the events occummed In Cycle 1 and ere patient developed TFR again in
Cycle 11, In the AUGMENT trial in FL or MZL patients, TFR was reported in 19178 {10.8%) of patients in Lenalidomide with Rituximab arm; one patient in the Lenalidomide
SRiluximatanm expetenced a Grade 3 TER In the MAGNIFY trial, 9/222 (4,195} of patients exparienced TFR; all raports were Grade 1 ar 2 inseverily and 1 evenl was consifiered as
Ferious,
Lenalidormide may ba eonlinued in patients with Grade T and 2 TFR without interruption ar modification, a1 the physician’s discretion. Patients with Grade 1 and 2 TFR may also be
treated with costicosteroids, non-steroldal anti-in ammatony drugs (NSAIDS) andior narcolic analgeskes for managerment of TFR symptams. In patients with Grade 3 or 4 TFR, i is
recommended o withhold treaiment with Lenalidomide untd TFR resclves to = Grade 1. Patients with Grade 3 or 4 TFR may be treated for management of symptome per the
guidance for trealment of Grade 1 and 2 TFR.
Stem Cell

in the number of CO34+ celis collected aiter treatment {> 4 cycles) with Lenalidomide has been reported. In patients who are
amu-HSGT candidales, reterral bo a transplant canter should occur sary in treatment 1o optimize the timing of the stem call coBaction. n patients who received mons than 4 cy[!ss ol a
Lenalidoride -containing freatment o for whomn inadequate numbers of GO 34+ cells have been collected with G-CSF alone, G-CSF with cyclophosp e or the bination of
GCSF with a GXCR4 inhibitor may be considerad.

Thyroid Disorders: Bolh hypathyraidism and hyperthwraidism have been reported. Measure thyroid functicn before starl of Lenalidormide Ireatment and during therapy.

Early Mortality in Patients with MCL: In another MCL study, there was an increass in early deaths (wihin 20 weeks), 12.9% in the Lenalidomige arm versus 7.1% in the control arm
On exploratory multivariate analysis, risk factors for early deaths nclude high tumor burden, MIPI score at diagnosis, and high WEG a1 baseling { = 10 x 1084,

SIDE EFFECTS Embryc-fetal toxiclty, hematologic toxicity, vencus and arlerial thromboembelism, increased martality in patients with GLL, second primary malignancies,
hepatctowcity, allergic reactions. tumor lysis syndrome, tumor flare reactions, impaired stem cef mobilization, thyraid disorders. eary morality in patients with MCL.

Usa in Pregnancy: Based on the mechanism of action, Lenalidomige can cause embryo-felal harm when administened to a pragnant female and is contraindicated during pregnancy.

Len idi s & thall ide analogue. Thalick Is-a human gen, Inducing & high frequency of severe and life-threatening birth defects such as amelia (absence of limbs),
pl'uwumelm {short |II'I'Ih5] hypoplasticity of ﬂse bones, absentce of bones, extemal ear abnormalities rmclutim; anofia, mcropinna, small or absent external auditory canals), facial
palsy, and congenilal nearl defects. Alimentary tract, urinary tract, and genital malformations have also been documented and

momalrry at or shorly after blrth has been reported in about 40r% of infants
Us# in Lactation: There is no information regarding the presence of Lenalidomide in human mitk. the effects of Lenalidomide on the breastfed infant, or the effects of Lenalidomids
o milk production, Because many m:igs are excreted in ruman milk and because of the potential for adverse reactions in breastied Infanits from Lenalidomide, advise wamen nol to
uring 4 with Ls H
Pediatric Use: The satety and effectiveness in pediatrc patisnis have not been established
DOVERDOQSE: There is no specific experience in the management of Lenalidomide overdose in patients with MM, MDS, or MCL. In dose-ranging studizs in healthy subjects, some
ware exposed 10 up o 200 mg (administered 100 mg BID) and in singlo-dose stedies. some subjects were exposed 1o up 1o 400 mg. Prurilus, urticaria, rash, and alevated liver
fransaminases were the primary repored AEs, In clinical rials, the dose-limiting toxicity was neutropenia and thremboesylopenia
PHARMACEUTICAL INFORMATION
Storage: Store below 30°Cina dry place. Protect from light. Keep out of the reach of children,
Packing: Mylomid-10; Each containgr containg 28 capsules in a blister pack.
Mylomid-25: Each container containg 21 capsules in a blister pack.
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