Thalamia

Thalidomide USP

COMPOSITION
THALAMIA capsule: Each capsule contains Thalidomide
USP 50 mg.

PHARMACOLOGY

Mechanism of Action

Cellular activities of thalidomide are mediated through its
target cereblon, a component of a cullin ring E3 ubiquitin
ligase enzyme complex. Thalidomide possesses
immunomodulatory, anti-inflammatory and antiangiogenic
properties. Available data from in vitro studies and clinical
trials suggest that the immunologic effects of this
compound may be related to suppression of excessive
tumor necrosis factor-alpha (TNF-a) production and
down-modulation of selected cell surface adhesion
molecules involved in leukocyte migration. Other
anti-inflammatory and immunomodulatory properties of
Thalidomide may include suppression of macrophage
involvement in prostaglandin synthesis, and modulation of
interleukin-10 and interleukin-12 production by peripheral
blood mononuclear cells. Thalidomide treatment of multiple
myeloma patients is accompanied by an increase in the
number of circulating natural killer cells, and an increase in
plasma levels of interleukin-2 and interferon-gamma. The
cellular processes of angiogenesis inhibited by thalidomide
may include the proliferation of endothelial cells.

INDICATIONS
Multiple Myeloma (MM)
Thalidomide in combination with dexamethasone is

indicated for the treatment of patients with newly diagnosed
multiple myeloma (MM).

Erythema Nodosum Leprosum (ENL)

Thalidomide is indicated for the acute treatment of the
cutaneous manifestations of moderate to severe erythema
nodosum leprosum (ENL). It is also indicated as
maintenance therapy for prevention and suppression of the
cutaneous manifestations of ENL recurrence.

DOSAGE AND ADMINISTRATION

Multiple Myeloma

The recommended dose of thalidomide in combination with
dexamethasone is 200 mg once daily (in 28-day treatment
cycles) orally with water, preferably at bedtime and at least
1 hour after the evening meal.

Erythema Nodosum Leprosum

The recommended dose of thalidomide for an episode of
cutaneous ENL is 100 to 300 mg/day once daily orally with
water, preferably at bedtime and at least 1 hour after the
evening meal.

Dosing for patients weighing less than 50 kilograms should
be initiated at the low end of the dose range.

Higher dosage range should be considered for patients
with a severe cutaneous ENL reaction, or in those who have
previously required higher doses to control the reaction
(possibly up to 400 mg/day) once daily at bedtime or in
divided doses with water, at least 1 hour after meals.
Concomitant use of corticosteroids should be considered in
patients with moderate to severe neuritis associated with a
severe ENL reaction. Steroid usage can be tapered and
discontinued when the neuritis has ameliorated.

Higher dosage of Thalidomide should be continued until
signs and symptoms of active reaction have subsided,
usually a period of at least 2 weeks. Patients may then be
tapered off medication in 50 mg decrements every 2 to 4
weeks.

CONTRAINDICATIONS

Thalidomide is contraindicated in females who are
pregnant. Thalidomide can cause fetal harm when adminis-
tered to a pregnant female.

Hypersensitivity

Thalidomide is contraindicated in patients who have
demonstrated hypersensitivity to the drug or its
components.

WARNINGS AND PRECAUTIONS

Embryo-Fetal Toxicity

Thalidomide is a powerful human teratogen that induces a
high frequency of severe and life-threatening birth defects,
even after a single dose. Mortality at or shortly after birth has
been reported in about 40% of infants. When there is no
satisfactory alternative treatment, females of reproductive
potential may be treated with Thalidomide provided
adequate precautions are taken to avoid pregnancy. There
are no specific data available regarding the reproductive
risks of cutaneous absorption or inhalation of Thalidomide;
however, females of reproductive potential should avoid
contact with Thalidomide Capsules. If there is contact with
non-intact Thalidomide capsules or the powder contents,
the exposed area should be washed with soap and water. If
healthcare providers or other care givers are exposed to
body fluids from patients receiving Thalidomide, the
exposed area should be washed with soap and water.
Appropriate precautions should be utilized, such as
wearing gloves to prevent the potential cutaneous exposure
to Thalidomide.

Blood Donation

Patients must not donate blood during treatment with
Thalidomide and for 4 weeks following discontinuation of
the drug.

Venous and Arterial Thromboembolism

The use of Thalidomide in patients with MM results in an
increased risk of venous thromboembolism, such as deep
venous thrombosis and pulmonary embolism. This risk
increases significantly when Thalidomide is used in
combination with standard chemotherapeutic agents
including dexamethasone. Thromboprophylaxis should be
considered based on an assessment of individual patients’
underlying risk factors. Patients and physicians should be
observant for the signs and symptoms of thromboembolism.

Thrombocytopenia

Thrombocytopenia, including Grade 3 or 4 occurrences,
has been reported in association with the clinical use of
thalidomide. Blood counts, including platelet counts should
be monitored. Dose reduction, delay, or discontinuation
may be required. Patient should be monitored for signs and
symptoms of bleeding including petechiae, epistaxis, and
gastrointestinal  bleeding, especially if concomitant
medication may increase the risk of bleeding.

Drowsiness and Somnolence

Thalidomide  frequently — causes drowsiness and
somnolence. Patients should be instructed to avoid
situations where drowsiness may be a problem and not to
take other medications that may cause drowsiness without
adequate medical advice. Patients should be advised as to
the possible impairment of mental and/or physical abilities
required for the performance of hazardous tasks, such as
driving a car or operating other complex or dangerous
machinery. Dose reductions may be required.

Peripheral Neuropathy

Thalidomide is known to cause nerve damage that may be
permanent. Peripheral neuropathy is a common (>10%) and
potentially severe adverse reaction of treatment with

Svervest

Thalidomide that may be irreversible. Peripheral neuropathy
generally occurs following chronic use over a period of
months; however, peripheral neuropathy following relatively
short-term use has been reported. Medications known to be
associated with neuropathy should be used with caution in
patients receiving Thalidomide.

Dizziness and Orthostatic Hypotension

Patients should also be advised that Thalidomide may
cause dizziness and orthostatic hypotension and that,
therefore, they should sit upright for a few minutes prior to
standing up from a recumbent position.

Neutropenia

Decreased white blood cell counts, including neutropenia,
have been reported in association with the clinical use of
Thalidomide. Treatment should not be initiated with an
absolute neutrophil count (ANC) of <750/mm?. White blood
cell count and differential should be monitored on an
ongoing basis, especially in patients who may be more
prone to neutropenia, such as patients who are HIV-
seropositive. If ANC decreases to below 750/mm? while on
treatment, the patient's medication regimen should be
re-evaluated and, if the neutropenia persists, consideration
should be given to withholding Thalidomide if clinically
appropriate.

SIDE EFFECTS

The most frequently reported adverse reactions are fatigue,
hypocalcemia, edema, constipation, sensory neuropathy,
dyspnea, muscle weakness, leukopenia, neutropenia,
rash/desquamation, confusion, anorexia, nausea,
anxiety/agitation, tremor, fever, weight loss, thrombosis/
embolism, neuropathy-motor, weight gain, dizziness, and
dry skin.

DRUG INTERACTIONS

Opioids, Antihistamines, Antipsychotics, Anti-anxiety
Agents, or Other CNS Depressants (Including Alcohol)
The use of opioids, antihistamines, antipsychotics, anti-
anxiety agents, or other CNS depressants concomitantly
with thalidomide may cause an additive sedative effect and
should be avoided.

Drugs which Cause Bradycardia

The wuse of drugs which slow cardiac conduction
concomitantly with Thalidomide may cause an additive
bradycardic effect and should be used with caution.

Drugs that Interfere with Hormonal Contraceptives
Concomitant use of HIV-protease inhibitors, griseofulvin,
modafinil,  penicillins,  rifampin, rifabutin, phenytoin,
carbamazepine, or certain herbal supplements such as St.
John’s Wort with hormonal contraceptive agents may
reduce the effectiveness of the contraception up to one
month after discontinuation of these concomitant therapies.
Therefore, females requiring treatment with one or more of
these drugs must use two other effective or highly effective
methods of contraception while taking thalidomide.

Drugs which Cause Peripheral Neuropathy

The use of drugs which cause peripheral neuropathy (e.g.,
bortezomib, amiodarone, cisplatin, docetaxel, paclitaxel,
vincristine, disulfiram, phenytoin, metronidazole, alcohol)
can cause an additive effect and should be used with
caution.

Concomitant Therapies that may Increase the Risk of
Thromboembolism

Erythropoietic agents, or other agents that may increase the
risk of thromboembolism, such as estrogen containing
therapies, should be used with caution in multiple myeloma
patients receiving Thalidomide with dexamethasone.

USE IN SPECIFIC POPULATIONS

Pregnancy

Based on the mechanism of action, human and animal data,
thalidomide can cause embryo-fetal harm when adminis-
tered to a pregnant female and is contraindicated during
pregnancy. 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. If
pregnancy does occur during treatment, the drug should
be immediately discontinued.

Lactation

There is no information regarding the presence of
thalidomide in human milk, the effects of thalidomide on the
breastfed child, or the effects of thalidomide on milk
production. Because many drugs are excreted in human
milk and because of the potential for adverse reactions in a
breastfed child from thalidomide, women should be
advised not to breastfeed during treatment with
thalidomide.

Females and Males of Reproductive Potential
Pregnancy Testing

Females of reproductive potential must have 2 negative
pregnancy tests before initiating Thalidomide. The first test
should be performed within 10-14 days, and the second
test within 24 hours prior to prescribing Thalidomide. Once
treatment has started and during dose interruptions,
pregnancy testing for females of reproductive potential
should occur weekly during the first 4 weeks of use, then
pregnancy testing should be repeated every 4 weeks in
females with regular menstrual cycles. If menstrual cycles
are irregular, the pregnancy testing should occur every 2
weeks.

Contraception

Females of reproductive potential must commit either to
abstain continuously from heterosexual sexual intercourse
or to use 2 methods of reliable birth control simultaneously.
Contraception must begin 4 weeks prior to initiating
treatment with Thalidomide, during therapy, during dose
interruptions, and continuing for 4 weeks following
discontinuation of Thalidomide therapy.

Males

Thalidomide is present in the semen of males who take
Thalidomide. Therefore, males must always use a latex or
synthetic condom during any sexual contact with females of
reproductive potential while taking Thalidomide, during
dose interruptions and for up to 28 days after discontinuing
Thalidomide.

Pediatric Use
Safety and effectiveness in pediatric patients below the age
of 12 years have not been established.

Geriatric Use

Patients >65 years of age shows higher incidences of atrial
fibrillation, constipation, fatigue, nausea, hypokalemia,
deep venous thrombosis, hyperglycemia, and pulmonary
embolism compared to patients <65 years of age.

PHARMACEUTICAL INFORMATION

Storage

Store below 30°C in cool and dry place. Keep away from
light. Keep out of the reach of children.

HOW SUPPLIED
THALAMIA capsule: Each box contains 3X10 capsules, in
Alu-Alu blister.

Manufactured by

Everest Pharmaceuticals Ltd.
BSCIC I/A, Kanchpur, Narayanganj, Bangladesh

www.everestpharmabd.com



S| ]

TS TGt

o
YRR FPFT @fs Frehe e aifFremze T8
¢o firar. |

TR

AETINRC EEER [ @7 Bieefs Gifaes e 74 23,
qr @6 Ffere faig 3o TTRGIMHF MBS AT FICLTHI T |
iferemRes  SRSETIgEni,  Snfe-3aEeni «dg
fGeafeerafa a4y a1 2 OB A 3 fFfrer
SR RO &% O AEAT 9F FHETT INCEARGT 2o
fefre T @@hr wrga-wee (Turas-see) a7
T ey @3k FTSCERIRS M & wE (IR
T[C A YETENREd qwEy S-S 99
SCETIGEGR &AfR¥ER Tty @RBranfes e wive
TS 7 FTaTY @3 I qred NEINSFAR &F @l
TS -0 AR THRMETERFT-33 TLAMET TG TSGS
ARFCS AN | NFB7ET AT @AW CFed IR CSNIRE 7=
Pofrestr v e eI wyroRE Rt e 1T e 93
TORFESRFA-2 ¢ TORCEAT-ANE AW W Jfa oAw
feemRe Sfgse@heR @ @@ afeefr s
FE S N TR (FI0d REH SeY® AFCS AT |

o 8 IR

BT ACACET (G )

FCTINET (CHTTLF 9T L G T ANGF© T(oAT
SN (QAN) @EMmE et &=y Fmfars |

R RIS e (B 9 @)

AfTemEe 9@ @Al @ed TRIfF (A ewFeq «fafasy
EITERT TR (R9F9e) «F «fFes it gay e |
T0F 2EAGT 4T IFAR R AT 2fSrwIY @R W T

RAGE Af feme «ft fe |
T e CRAR
BT SCACET

(CHTTAPIT A AifererRees M smar oo firar, fiew
G (e Fofestr ste), e TAER St 932 9o
ARIEE FAACTF S Tl A A1 L 0 CT=y7 |

R TN EFTeF

2fSAT ST TG -9 T AIfFTeIZTed Frife @ soo
(ATF oo Il M W@, ATS TACAR ST @R ATSH
ARIEE FIATF > Tl 2T NG A Y04 G}F | o (Ffed F7
SR @MW (g ¥ N@E Aifeemze e et v
F41 & |

@I @R P @Pod T a9 i @t e oF oy
I IR R P effefam fREer e srde T w@w
IFTTHIZT e 2afe (389 8oo firal./fm e s
G T @R IECENEe Wy @ A0S qAEE Wil 91
fRow T@R AMSTF TGS > TH! 27 /1T AL 04 G777 |

GFeT 3T SR AN TR (AT wFoq FEARLET
TEE @NME @ GIEACNEEd A I eI
OF@ R Rew T4 o | Moz ot 2w chawes
T[RRI FAMCT I T T (S AN |

@I Tl 432 BopPfafer SO0 A1 AreqT K (SRS FAATE
3 YR TSR TH A@F AECIT GRT SRS AT
Tfbw | ©F 77 AfS 2 (ATF 8 AIE o ., I TAFE 74
AT (FCO AT |

effefaeremt

SRR
IfTeHET Teqel AfEme (wea afsfnifie | sreaset Tfzar
IFTCTNZE 7 et Gfb oo e Fre 21 |

S RTINS
AATTINZTT T SR 71y AR afs wifs seawaerst
eI @R (@ Aifereze efsfimtis |

AoFS! 8 YS!

e Rafer

AT TET & 6 e GG a9 qu=ie
GG GFF @ GRTTS THAGF ¢Fod IR FIHITe Tre g
o741 TS 10 | &1 80% Féid Sad T 1 O g #ta% T3
qO6 | ST TSR WA & AW o7 (T gy it
T AT, O TSR GUTS  ANE ToFS! O€ETHT FC
feTTeEs e et w1 @rs 71 | g T <hifs ar
Y (73 | AT TGN A wE AIECHIZTE S
Fe QU Sfvw | *Aiwe @EEe AfEesEed o
R AT foetaa “euR Somitaa A& ST, T gt
TR @32 A T @ @Fere 7@ | WHERT AnEsEr at
T ARG *REE (@ ST AETeEIET qzeEr
@R 1 feTe oFe omrd AP, $ gt AR @3 A
T (@ (S T | @ (R TARY AOF S| TR Tl S5,
(@ P AICTZTCT ARy AL AfSTaId FICS TS o/ |

Eican)
IFTTAIZT BT SEFAT T R ST I FA9 #F 8 TSR
A @M T (A 7 AT Tfow |

(ST =R, ST QTaIRCHIETes

BT TN @MV (F@ AFTTNRE IJREE T
@ (T QEARCRIfTe, 6o (garT AP @de AR
OIRIFTETR Y @S T | (CHTTAPT HZ IGIEC (FCACLA-
PrEs rerbelE MY METTNET G LT T4 AT 93
e TS Jfa A7 | WS @feft @t = e
Tl Yo fefere qraerEeienT «a weRE f[anar
-7 Tfow | IrRRCRTETE TR 8 Sopefel Ty @l @ar
ofresrma ftamwe w1 Bfoe |

o e fRfre

IfTCeHEe 2R ql ¢ Ry 2 o | shtege! T
ST A0S AN @ AR quiEe W3R T TR At
QT STl ZCS 2 N AN ST (T 1 S S @M
foraT (e §f6s | AfE STt SI2at Sy Siber At o<
TARRE @e/@eT MNARE TFASR T AT AS TN
@M 7o 41 Bf5® | UL Al FAH TS 20S A1 |

QTAPTIRCBICAfTT

feremzres e IRRET AL @ © A 8 «F TS
@ArTRGITARR, e e At w4 zEe | @ S_EE
MBS A2 TGN AT AL 1 Bfo® | \SFOH T,
TR, A1 I AR AT 20O AT | IBar, afrbhifes 3z
MG IZTEIBIZAE TEACS el 8 Goppefefaa oy @l
AECT AT Tfbe, ReweE «F@ ERy Sy e 3
TEATeS S AT |

oI FREEr

PIemEe FFE I Ffeq IRA Lo AT | csAfFrEarET
ewrnf pfremze bfewTm a3t AT (250%) @R
wwed Arfefefam o S oF Te e AE | cAfieEaE
Rwen AdRee Afremztes I e T AEEE
TR T (T (RT3 O SIS FHRAMI IR #ITS

AFOFEF:
ez Fehem Ffte
R g W=, F57E, TREAE, A

Svervest

coifcerareT ST 28w 961 WheR | WMoY zre i
QI G TOH O AT TIRA 4T Tow |

AT (TRT GR TLEBABE =IZCACGTT

AMECTINZTT a2 T2AT (TR 7 FCLHIGF BB S
AT | S1Z, AT AT (@A (ST TRFT (ATF NG AT FCF
e T e 2@ 0T ARPTS @R [ (e S |

et

pferemztes fafaee IaEe Fe et 72 e
TSN AL ZT TS TBT o0 | SRPTEs FTeCpifEeeT
FIET (99T <qeo/anaT e e v Far Sfos |
T T IRPE AR G ewEmiEE et AR
2o JfF @, @ @3venzfe-craHfate @t B
AN SRBT T Q9N ¢o/aNaT° -4 e (T T,
SIRCE @I SJTAR M@l G CRARIY ATenizs 41 5w, «ae
Tt e v Sfow afn ot ffaenfer T =2

Arg efefemar

AR rfefefamiett = Ffe, RermEEtE, g,
(IO, @ @, yrees, (e gierer, e
O, TCRI/TSTIT, T, G, ST T AN, LA/ e,
57 IR, eor Jfa #ea, TR (TH GR F 9T |

S, T S T e o (SRR IR)
ifeemates e efrere, anfoiesiie, Smfsmabs,
IG-SyNeiet s, I S aaas et awE
(AR T G Sree Frebe R tef 2o AT | ©i%
GFG IR GO TS |

@ o34 e e T

SICHIE eerere Kefare S0 @ 64 AIFCTNZTE AL G0
IR T ©f FIEFEAT 2o Aera fire AT @ w1
TEFOR A TIRA 41 &b |

AT ST e efferaeiar gy

T TSRAINE QTCBd AN aFa a3piefo-cefbas
3efGe, fftegafen, meifefe, i, e,
frfeln, e oRy, sy, a1 Wi g o
AT @ @76 T ST (ARG I, el awm
RIS T G T A7 oR@ @ TSI FRSITSIZT (AT
A | ToYT, @A Newd Do o qefm  F ar
G ST AT T LATAGH S I3 AACEINT Qe
Y e 736 i a1 qS IR TSEINT ate T
TS A |

cifteeE FewErnR R ey

R SFL A= T (olfrraE Feraemty ordt i (@,
@ITEfE, e, FEznfGe, b, “mfEsree,
oo, forafem, @FGRT, EEiiheeeE, SyemRe)
Grefer A YTTATE @ a-y F0E Fowd Qe I
(TS AT, B2 TeF IR A A2 F4T Bfpw |

FACHINGITG (I 3T JraRCAIfeTeTT I oTe A
AFETENIT gz FE OWd (FE ARREGE aers, A
S G QEREeeE JfF TS AN, @S
IRE TEGE W G (I, GTefer Toder AN R
=41 8w |

Re Teedi Bofw erorq

g

FEARS, TE G2 NN T TG, ATCHIRE SIS
T WS T JOF Fe FAS A @R TSRZE @B
it | 7 @B ogufs SRR TRTE A T, WA A @
GG ozl T AT @A TSI T, ST @M Lo FEIY
e T wfze w4t Bfow | 7 it seneee s @t
TSI T O SFHTs SfTew I 4T Bfow |

T AFRICT

WoCeh AIFCIIRTS $Aif%fs, qaeiaadt fred $=m, 1 Trogeh
TPV AIFATTIIRITT Qo) TS (FTe O ATeqT IR |
ARG AT GTY MO 7® - R @R AMFTCCHAIZE @
AR e ~A fred ey et efefar veas oRat wie,
O @S enferemize wer e Ty feee ge AW
A A= et e |

S TN T TR JFT

@I AR

YIACCET & FAF AT LTAT TR AZEAR =72
AT GRIAR (T SR AT T (@14 S A | AT
AT AIFTTRT a=el & F7 039 do-38 s Ty wag
oS = rwifs AfFTeZT aze v TR 28 B A 791 T |
G fofeeoT oF 2@ (N qR ERT @l AREST A egH
ZON/TH AT AN, QT TR AW O S Q7T
I AU 8 ALZ &S LT GFAR (NI T w4 Tfo,
SRR @R NRAWE N7 b fafire S e afs 8 7eitg
G (@I AT w4 Boe | 7 M v wfafie =@,
SR &S X ATZ AFAR (T S 547 Tow |

ST TG

I (A e Al Bfow wear @g A SieEaed F
fRSaramy e qzT 41 Bfvw | Anferemize we e ww
T 8 AT ST (ATE, DA SeTrpieiey s, Wit Afsea
I @I Yoz Beet @ T4 @ 8 AR e
FTSETEE IR FACS TS |

e

IfETeIZE aZIFR JFame A aiferemize $4fFs 2 |
©iF ez Qg N, (©e ARSI @9
IFTEZT I/ T A by T 2 Afememze azemar
AR TARY TSRS (@ AR TG SHIGH AT
el Tre IR T4 S |

fors
33 IREE I I mE T Anferemidtes FRem ke
a3 TR afeloe zaf |

AHFMS CFLQ JIRS

L@ TET P T QN G b IREE @ TN @M
ey SiGEre e, @alfier, Fife, I SR, Z3eenmE-
forr, f&o coaPT QUAIFE, RARAREIR, @R AEIT
NAIfeTer @7 BT @ T |

FrfEHwe

IREHA

ST (AT T ©F 0 @ 0o° (1. F 05 7wt Fee | fereria
AT AR A |

TR
YR TR @fels ar =z oxso B FPE S-S
o -« |

K|

1901000201



