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MERLOPAM®

BRUG DESCRIPTION
e et i wiit clor damete § mm,upper it lower el crosine

“The crossline is only 1o faciltate the patients éase in swallowing the drug, nol for dividing the dose.
MERLOPAM 2

meter 7 mm, upper nlal crossiine, lower inial mi.
R Contd a5 con o e 05 St Pl
COMPOSITION

ERLOPAM 0.5
Each MERLOPAM 0.5 tablet contains Lorazepam 05mg
MERLOPAM 2
Each MERLOPAW 2 fim coaled tablet contains Lorazepam 20mg
EXCIPIENTS

MERLOPAM 0.5

LowSubsiuted Hyompropyl Calliose Li-11, Mrocysialine Celiiose (pH 102), Magnesium

toarate.

MERLOPAM 2

Com slrch, Povdons 130, Eurocert brown HT, FDRC Blus N1 Powder, Pufed aer, Sodum
gnesium stearate, Eurolak e lumunium ke,

MRtoeaing cahigse. wH 102, Loeiose mondbyiats, Collogal sicon Goxct, Coming. agen

ACTIONS
GlincalPharmacalogy

Lorazepam provides prompt relie from a variety of symptoms associated with anxiety and inaanxiety
associated wih depression

The exact mechanism of action of benzodiazepines has not yet been elucidated, however,

fects by binding to speciflc receplors at several stes wihin the central nervous system, either by
Shenaathy ihe Gt of synapl o prosynapic iion medialed by Gamma-aminobuc ac
flecting

i
hours following_administration. The haiflffe of unconjugated Lorazepam i human plasma is
‘approximately 12-16 hours. Al cimcally relevant concenirations, Lorazepam is approximately 90%
bound “Cinealtu el Avan

njugat
athway. Seventy 1o sewenly ﬁve Soveant o e dose g oxcreled as lhe gmcu-me in the urine, The
glucuronides of Loraze e no demonsirable CNS a s, and there are no aciive
eiabaties of Lorasapum. "G ity wers Eondcied ueing e IOVt produs ATvan"

plasma levels of Lorazepam are proportional to dose given. There is no evidence of excessive
‘accumulation of Lorazepam on administration up {0 6 monihs nor is there any ndication of inducton of
rug metabollang cnzymes under hese condions. Lorazepam i not a substate fo N-dealeyaing

Sedos comparna yous and e\aev\y suweas have shown thl the pharmacokinelcs of Lorazepam

i unalred iy acancng age’ No changesn apsopln dsiiulon, metabolsm and xcreton
ere ropanein panonis wih epas Gecasen (heplie, BKONIE ‘CGSE). Ae. Wil oiher
benzodiazepines, the pharmacokinetics of Lorazepam may change in impaired renal function. "Clinical
study were condcted using the Innovalor product Atian”

INDICATIONS

- for f iy,

D Anxen wilh tho siress of everyday "equie reatment
N SroNse T PRySran Shoue peracary Teassess 1 usshiness of o S o

individual patient
- ychonerolic disorders including aniety, depressive, obsessive compulsive, phobic or mixed

- The anxiety component in psychotic states and severe depression where adjunciive therapy is
indicate

- Pre-surgical medication taken the night before surgery and/or 1-2 hours prir to the surgical
procedre.

POSOLOGY AND METHOD OF ADMINISTRATION

Posolo
The aversge day dosage for reaiment of anity s 2 mg to 3 mg adminstered in dvided doses

Rovever s ma rangs botwoen 1 and 10
e (68 e ago responi i lower aniolytc doses of Lorazepam. X

i nave especialy as

Scmeie B n ey and severs seprscin. v

o o5, 2 sng of 1-2 mg may be given
il ibedime

For elcen

nosses ond oer

ot pre-stpical mescaton.a dosage of 24 mg Lorazepam i recommended the right before surgery
andior 1-2 hours prior o the surgical procedure.

Dosage for patents wih severe hepatc insuffency shoud be adjused carefully accoring 1o patient
responso. Lower dosos may bo sufficent in such palents.

Gauton should be used nthe vesment of patients it acule narou:-angle lau
ual precaitions ot ireating patisnts with impaired renal or hepal unction should be

obsenvec

sient amnesia or memory impairment has been reported in association with the use of
benzodiazepines.
Somo patints on benzodiazopines have doveloped blood dyscrasias, and somo have had

vaons In lver enzymes. As wih ober benzodazepines, peroic boad count and
ver-functon less are recommended for patlents on fong-torm he
Lorazepam shoui be used wilh cauon i patents wit Gompromised respiraory functon (eg..

. sleep apnea syndrome

Pro-exising depression may emerge or worsen during use of benzodiazepines. including

The use o suicidal tendencies i d should
sed wilhout adequale antideprossant

 be more susceplible to the effects of Lorazepan; therefore,

onitored frequently and have their dosage adjusted carefully

been occasionally reported during benzodiazepine use.
Teacons may b6 More Tkl 6 o6bur n s and o Sdehy, Shout tece Seeur. ves of
drug should be discontinu
wih all benzodiazepines, the uss of Lorazepam may worsen hapatc encephalopathy;
. Lorazepam should be used with caution in patients with severe hepatic insufficiency
znd/or enCEthloD thy.

Corazepam 1s not recommended for uss in chicren less than 6 years of age. Avoid long-term
treatment because it will cause physical and psychological dependence.
Drug Abuse & Def

use
Addiction-prone individuals, such as drug addicts and alcoholics, should be under careful
surveillance when receiving benzodiazepines because of the predisposition of such patients to
habituation and dependence.

Dependence
The use of benzodlazepines may lead to physical and peychological dspendancs. Withcrawal
symploms simiar in charactor o those oled wih barbiurates and a iave_occurred

i1 o waek of ey
e ropbes alowig daContnualion o bensouicuselnes hchate Fosdacha. aich.

fension depresson, nsorni, restssness, confusion, miabily. eweatng,_rabound

ora, " Gizsiness,  derealizalon. . depersonaizaton, 3
numbness/tmg\lng S extremitios, nypersensitiy o Ight,noise, and physical contactipercoptuai
changes, flexia, nausea, vomiting, diarrhea, [oss. i, nall.cnatonigalum,

oonvmsmns/senzures tremor, abdominal cramps, myalgia, agitation, palpitations, tachycardia,
anic attaks, verigo, hyperrafioxia,shorttorm memory loss, and hyperhermia
Convulsions/Seizures may be more common in patients wih pre-existing seizure disorders or
are taking oiher g hat lower the convulSive threshold such as antcepressants. Thess
symploms, especially the more serious ones, are more common in flents who have
received excessive ver an extended period of time and in further increased in patients
with a history of alcoholism or drug abuse o In patients with significant personallty disorders.
The dependence potential s reduced when Lorazepam is used at the appropriate dose for
short-term treatment. In general, benzodiazepines should be prescribed for short periods only
(g, 2-4 weeks). Continuous long-term use of Lorazepam is not recommendet
However, withdrawal symploms have also been reported following abrupt discontinuance of
benzodiazepines taken continuously at therapeutic levels. Accordingly, Lorazepam should be
terminated gradually to help avoid occurrence of withdrawal symptorms.
here is evidence that tolerance develops to the sedative effects of benzodiazepines.

FERTILITY, PREGNANCY, AND LACTATION
Pregnanc,

Lorazopam should not bo used during pregnancy. Benzodiazopines may cause fotal damage
when administered 1o pregnant women. An increased fisk of congenital malformations
associated Wi the use of amiolytc agenis (chiordiazepoxido, dazepam, and meprobamato)

Infants o mathers who ingos
o have wihcrawalsymptoms durng the postnatal period. Symptoms such
< hypo actvhy. hypolonia hypoifermia, fespiatory depression.  apnea, feecing problems, and

impajrec melaboli response 1o Gold stiess have beeh reporied in neonates bom of moihers
o have received benzodiazepines curing he lae phase of pregnancy or at de
The use, therefore, of benzodiazepines during the first trimester of pregn: imost

ntact her physcian egarding discontnuaton of the drug if sha intends to
me or suspects
T Pamans, bond Isvels Soiarad Hom umbilcl cord ndicate lacenta transfr of Lorazepam

o optma resul dose, rsauency of admimsiraton and duration of therapy should be indvidualzed and s glucuronide. Neonaes appear to conjugate Lorazepam slowy, the glucuronide
accoring (o patet response. Dosage shoud be indvidalzed for masimum benefical ofect, n Comugac by delcible n W Une for ot i Soven cors Glucuronidation of
y bilirubin, leading

e
and ebound pheromena s greater afer abrup dsconiinuation: Ferelors the dnug should be

Ssconinued

Weinod of Adminiatation

The drug is given orally.

CONTRAINDICATION

Lorazepam is contandiated n palients wih 2 known hypersensiy o benzodiazepines o o any

‘components of the formulation

SIDE EFFECTS

System Organ | Very Common 2 1/100] Uncommon = quency

Class 2110 to< 110 11,000 to < 11100 | known (cannot be
estimated from the
available data
Thrombocytopera,

\ymphan: systom

i osonn
‘The use of Lorazepam during the late phase of pregnancy or at delivery may require ventilation
of the infant at birth,

actation
Caution should be exercised when Lorazepam is given to nursing women since there is
evidence that Lorazepam is excreted, ically insignificant amounts, in human
breast mik. Lorazepam should ol be administered to ing women, unless the
expected benefit 1o the woman outweighs the potental sk 1o the infant,
Sedation an .nammy to suckle have occurred In neonates of lactating mothers taking
nzodiazepines. Infants of lactating mothers should be observed for pharmacological effects
(g soion and ymatiio).
arcinogenesis, jenesi vont of Fertiity.
No evidence of carcinogenic potential emerged in 7ol of mice durng an 18-month stucy wih

:
g

ora Lorazopam, An invesigation of the mutaganic actviy of Lorazepam on Drosophia
melanogaster indicated that this agent was mumnauonzn inactive.
A pre-mplantaton study I rats was performod with ral Lorazepan at a 20 makg dose which

o arent o 1rihy. ~CamEar Sty wers COMMLEILE v e aeaior pro0u
Ativan.

The benzodiazepines, incuding Lorazepam, produce addilive CNS depressant effect when
icohol, barbiturates, antipsychotics,

Srsioica, Rarcolic analgesics, secalné anlisiamines,

concomtarit use of sedalive medicines such as benzodiazepines orrlaed crugs such as

of sedation, respiratory depr com: h because of
e NG Gopressant ot o Absaat and durior o coneoran use shomd be limited,
e disposition of
Lorazepam and, unlicly many benzodiazepines, pharmacokielic oeracibes nioing e

ralory tesls has been idenified or reported with the use of Lorazepam.

hostity, aggression,
rage, slees
disturbances/insomni
a, sexual arousal,

hallucinations

ncomitant use of clozapine and Lorazepam may produce marked sedation, excessive

x

Concurrent administration of Lorazepam with valproate may result in increased plasma
Lorazepam. L be reduced to

approximately 50% when coadministered with valproat

Concurrent administration of Lorazepam with probenecid may resut in a more rapid onset or

rolonged effect of Lorazepam due to increased half-ife and decreased total clearance.

Lorazepam dosage needs 10 be reduced by approximately 50% when coadministered with

disorders Pancytopeni
Tmmune sysiem rsensh
Tmnure st Fypersesiiy DRUG INTERACTION:
anapnylactclold co-administered vi depression such a
Endocine RO Syt anticonvulsants, and anesthetics.
disorders inappropriate
anlidivretic hormone) th opioids increases the fi
Wietabolsm and Fyponatremia rome P450 system has not been shown o be involved i
Pychialric Confusion Change In Tbido, | Dismnbiton P4S0 systom have not boen observed wih Lorazopam
disordors depression, ]
unmasking of ideation/ate
depression paradoveatoaclons salivation, and ata
inclucing amiet
jtation, exciation,

cophyline o aminophyline may reduce the sedaive effects of

Nervous system | Sedalon, Ataxia, dizziness. Extrapyramidal

disordors + drowsiness ‘symptoms, remor,
drsaniired
speech, h

eadache.
camuusmnsrmmes

[ ok e

OVERDO
In post marketng experionce, overdose with Lorazepam has oscurred predominanty in
combinaion with alooholandior ther crugs,

‘any drug, it should be

may have beer

By dlorders Xf;f;?;‘:ﬁ;f:s Cerera sunpomve "and symplomaic measures are recommended; vl signs must be
blurred vision) Wher\ {here is a risk of aspiration, induction of emesis is not recommended. Gastric lavage may
Er e by Verigo be indicaled if performed soon after ingestion or in symplomaiic pafionts. Adminisiation of
isorders lué o dil
Vascular diorders et v determined for Lorazey
b iod ver Gosage o bereddaspinesis usualy manieste by degrees ofcental s sytem
Respraton, Respi depression ranging from crowsiness to coma. Symploms can range in severity and includo
thoracic and dep,essm b e drdwsiness, mental confusion, ethargy, dysartia parsdodcal Teactions, ONS depression,
mediastinal orsenng of hypolonia, respiratory depression, and cardiovascular depression. In mid cases, sympioms
Teoean e et inluded Growsiness, mental confusion and Ielhargy. In more. Serlous Gases, sympioms Mmay
e include ataxia, hypotension, hyprosi, stage one (1) o three (3)coma, and very arely, death
o Publshed teport for some benzodiazepines indcale tha mia 7056 4 mg of
isease central
Caston Nausea ‘Constpafion anticholinergic overdose (confusion, memory disturbance, visual disturbances, hallucinations,
isorder ium). h s use
Hepatobirary Taundcs Shouid be weighed against ts possible cinical beneft. In addilon, exireme caution should be
disorders employed in the use of physostigmine when bradycardia andior hypotension is presen
Skin and Alergc sk Lorazepa s poorly dalyzable. Lorazepa glucuronide, the inactie metabolfe, may be highly
subcutaneous reactons, alopecia

dialyzable.
The ntagonist flumazenil may be used in hospialized patients as an adjunct

and connective
tissue disorders

Reproductive Impotence
System and breast

disorders.
‘Generalcsorders | Faigue Ftenia Typomermia
and acministation

sl conions
nvestgatons

Tncrease n Bilrbn,

+ sffets on the ONS with more severe CNS depression
‘occurring with high doses

§The extnt of Tespiratory depression wih benzocdiszepines is doss dependen, wilh more
severe depression occurring with high doss

WARNINGS AND PRECAUTIONS
ings

jarning
As with all patients on CNS-depressant drugs, patients receiving Lorazepam should be warned
1ot o operate dangeras machine

y or dizzy from Lorazepam therapy. Patients should be advised that their tolerance for
Sicono! and giner ONS deprescant wilbe dimnished and shold iherbe elimnatedorgven
in reduced dosage in the pre:
Lorazepamis 1o, inended for (e trealment of primary depressive disorders or for the primary
treatment of psychosis. It is recommended that the need for continued therapy with Lorazepam
be determined periodically
jse. iazepines, including Lorazepam, may lead to potentially fatal respiratory.
depression

Risk from concomitant use of opioids.

Concomitant use of Lorazepam and opiids may resut in sedation, respralory depression
ih. Because of these i

oomrapines o aied g Sich o0 CoracapEm Wik eheice- shocl be 1acerved o

palnis for whom allemative eatment opions are not possibe If @ decision is mado to

prescribe Lorazepam opioids, the I dose should be used, and

{he duraton ofreatmant snould be a5 shortas possibie, The paients should bs fllowed cosely
for signs and symploms of respiralory depression and sedation. In his respect, i s strongly
recommended o inform patients and their caregivers (where applicable) to be aware of these

Srptoms.
The"use of benzodiazepines, inclucing Lorazeparm, may lead o psychical and psychologcal
dependence

to, ot s a substitute for, proper management of benzodiazepine overdose. The physician
should be aware of a risk of seizure in association with flumazenil treatment, particularly in
Tongt

Storeaifemperature below 30°C, rotect rom gt
p out of the reach of childrer
PRESENTATION AND REGISTRATION NUMBER
Box, 10 strips @ 10 tablets of MERLOPAM 0.5. Reg. No. DPL9833300610A1
Box, 10 strips @ 10 fim coated tablets of MERLOPAM 2, Reg. No. DPL0033302917A1
For reporting Side Effects and Product Complaints, please contact:
PT. Mersitanmg Pharmacovigiance Team
makoviglans@mersifarma com
Telephone  : 0B18.8287.0625

ON MEDICAL PRESCRIPTION ONLY
Manufactured by:
mersi

PT. Mersifarma TM
‘Sukabumi - Indonesia
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000000-000000-00
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MERLOPAM®

PEMERIAN OBAT

MERLOPAM 0,5
putih, diameter & mm,

e o oo a2 Bacan o raneion Soat ok ek pebagian

LoPAM 2
Tablel cembung salut selaput warna coklat, diameter 7 mm, penandaan atas crossline, penandaan
Tablet salut selaput dapat dibagi menjadi dua bagian yang sama besar.
KOMPOSISI

IERLOPAM 0.5
Tap tablet MERLOPAM 05 0smg
MERLOPAM 2

opaM dung Lorazepam omg
ZAT TAMBAHAN

MERLOPAM 0,5

Low-Substiuted Hydroxypropyl Cellulose LH-11, Microcrystalline: Celluose (pH 102), Magnesium

LOPAM 2
Com sirch, Poidone K30, Eurocert brown HT. FDSC,Blue No, 1 Powder. Purfed watr, Sodium

farch giycolate, Nagresium sicarate, Euiolake brown, FD&C Blue No. 2 Aumunim lake,
Samiating coluizse fon- 1081, Laciooe monohyerate, Celladal siesn diokde, Sanen poryaict
{C2Teraatilcon ioxce, Mactogor, Porytaconal. Thanium diokce).

CARA KERJA

Famakalog! Kinis

Lorazepam ok poreda_oepal tetnadap_berbagai gejla yang berhubungan dengan

KGcomasan dan ketegangan yara trat cen
Mekaniome kera- past darl banzodiazepn beth sepenuhnya_diketahui; namun, benzodiazepin
{ampaknya bokeria meialu beberapa makamisme. Benzoniazepi cduga memberikan sieknya dengan
bertan pada, feseplor (eteny G boberapa lokas! dalam ssiem " saral pusal, bk dengan
meningkatkan efek inhibisi sinaptk atau presinaptk yang dimediasi oleh asam gamma-aminobutrat,

k dalam plasma terjadi
sekar 2 am sclolah pemborian. Wakty paruy Lorazepan yang ok orionlugas, calam plasma
o sekitar

Perhatian

akut. Tindakan kewaspadaan standar pada pasien dengan gangguan fungsi ginjal atau hali
harus diperhaikan,

Amnesia transien atau gangguan memor telah dilaporkan berhubungan dengan penggunaan
benzodiazepin.

mengalami peningkatan enzim hati. Sepert benzodiazepin lainnya, pemeriksaan hitung darah

lengkap dan fungsi hall secara berkala direkomendasikan pada pasien terapi jangka panjang.
Lorazepam harus digunakan dengan hati-hati pada pasien_dens ngguan fungs
pemapasan (misanya COPD, sindrom apnea tu) Deprest yang sucah ada sebelummya

dapat muncul stau memburuk selama penggunaan benzodigzepi termasuk lorazopr
Penggunaan benzodiazepin dapal memunculkan kecenderungan dii pada pasien

s dipantau lebih sering dan dosisnya disesuaikan

g
i
§

Reaksi paradoks telah dilaporkan terjadi sesekali selama penggunaan benzodiazepin. Reaksi
inilebih mungkin terjaci pada anak-anak dan lansia. Jika hal in terjadi, penggunaan obat harus
dihentikan.

Seperti seluruh_benzodiazepin, penggunaan lorazepam dapat memperburuk_ensefalopali
hepatik; oleh karena itu, lorazepam arus digunakan dengan hafi-hati pada pasien dengan
insufisiénsi hepatk berat dan/atau ensefalopa.

Lorazepam tidak direkomendasikan untuk digunakan pada anak usia kurang dari 6 tahun.

Hindari terapi jangka panjang karena dapat menyebabkan ketergantungan fisik dan psikologis.
nyalahgunaan Obat & Kelergantungan

Penyalangunaan

Inivdu yang rertsn trhadap kecanduan, sepert pacandy narkaba dan lotal

berada di bawah pengawasan ketat kefi odiazepin karena adanya
kecenderungan g kebiasaan (habituatn) abn setaroamiungan.

Ketergantungar

Penggunasn h&nznmazepm capat menyebabkan etrgantungan fsk dan pliclogs Gefla
putus obat

n setelah terapi singkat selama satu min

plasma. ‘Ativan
Konjugasi dengan asam glukuronat_untuk membentuk glukuronida Lorazepam yang tidak aktif
merupakan jalur meiaboismo uiama. Tujuh puh hingga tyuh puuh ima peren doss mekskms\kzn
wronida |

pusat pada hewan, dan tidak rgruarm rermiont Sk Lommsepan S K yang. ko
menggunakan produk inovaor Ativar

s pissma Lorazepam beroanng urus dengan dosis yang diberican. Tidak terdapat bukt adanya
akumulasi berlebihan Lorazepam pada penggunaan hingga 6 bulan dan tidak ada indikasi terjadinya

{elap iGak berubah sofng berlambaya usia, Tdak terdapat perubahan pada absorps., disrbus.
melabosme, maupun slsice

Zodiazepin annya, farmakokinetk loraz6paih d3pat beruoah paca gangguan fungs: aaL
Sk yang STk igonsan o movaor Avar
INDIKASI

Penanganan gangguan kecemasan atau untuk meredakan gejala kecemasan jangka pen
eramiean, s Lalagangan yang barmubungan Gangon. Sris Kohiupan SEhaEhey basarya

Goala yang diaporkan seteah pengheniizn benzodiszopin melput
tegang elisah, kebingungan, irtabiltas,
derealisasi, depersonalisasi,

diare, hilang nafsu makan, halusinasi/delinum, kejang, tremor. kram perut, nyer otot, agtasi,
pelpias, 3iarda, serangan panik. verigo, hperefexsia. ganoguan daya nga jangka
pendek

Rejaa:Sapat Rt Sarng terac paca pasien dengan rwayat gangguan kejang atau yar
mengglinskan o sn yeng meriaurken sbeng kejeng.seper arieprsamn, Copa-coita
ert e Lmurferadt pads pasen yang telah menerima dosis beribih
Gl jangka wakt Jara, Gan meningkat pada’pasien dangan riwayat Ao holme atau
Bernyalanainaan abat,atau paga mereks dengan gangguan keprbadian significr
Potensi kelergantungan akan berurang ko olka Iorazapam tigunakan pads dose yang sesuai
untuk pengobatan jangka a‘umm, benzodiazepin sobalknya dresepkan hanya
untuk paride Smokat {misainya 54 ingau). Penggunaan lorazepam secara angia panjang
dan berkesinambungan tdak danjut
mun, demikian, gella pulus obat juga telah diaporkan setelah penghentian tiba-iba

bagl tiap pasien.
- Ganaguan psioneurolc temasuk kecemasan, depresi obsesi ompuist,fobia, atau reaksi
campur
- Komponen kecemasan pada kondsi psikotk dan depresi berat i mana terapi suvan
Sindiasian
~ Mediasi praoperai yang diberikan pada malam sebslum pembedatan danlatau 1-2 jam
sebelum proset

POSOLOGI DAN CARA PEMBERIAN
Posologi

Dosis harian rata-rata unuk terapi kecemasan adalah 2-3 mg yang diberkan dalam dosis terbagi,
namun dapat berkisar antara 1-10 mg
merespons dosis ansiolk Lorazepam yang lebih rendah.

10 mg per harl terapi
tambahan pada stkusws dan depresi berat
Untuk masan aa sires siuasional someiara dosis unggal 1-2 mg dapat
dibern basanye Saat menjlang b

Pasien landa atau yang mengalami kelemahan, dosis awal harus dikurangi sekitar 50% dan
msesumn berdasatan tleransi
dosis 2-4 mg Lorazepam dianjurkan pada malam sebelum pembedahan

Dosis i pasien dengan insufisions hepat bera harus isesuaikan dengan cert berdasaran
5 pasion- Dosis lebin rendah mungkh cu

i asi opimal dosi, rekuens!pemberian “Gan curasi terapi harus disesuakan secara indvicual

Serdasar ns pasien. Dosis' harus disesualkan secara individual untuk mendapatkan efek

ing digunakan socara ferus-menerus pada dosis terapouiik. Oleh karena itu,
he

putus o

DaapaCbukt bahwi toleransi torhadap efek sedalf benzoclazepin dapal berkermbang

KESUBURAN, KEHAMILAN, DAN MENYUSUI

Kehamilan
Lorazepam tidak boleh digunakan selama kehamilan. Benzodiazepin dapat menyebabkan
kerusakan janin bila diberikan kepada wanita hamil. Peningkatan risiko malformasi kongenital
terkail_peniggunaan agen ansiolitk (Klordiazepoksida, diazepam, dan meprobamat) telah
dilaporkan pada beberapa siu

ayi dari

persalinan diaporkan mengalami gejla putus obat pada periods pascanatal. Gejalanya
meliputi hipoaktivitas, hi hi s, depresi pemapasan, aprea, gangguan menyusul,
G Gangtuam metabolom werhadap Sros e

Oieh Karen i, penggunaan bonzodlazepin pada trimester pertama kehamilan hampir sealy
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DRUG DESCRIPTION

MERLOPAM 0.5

Convex tablet with white color diameter 5 mm, upper initial mf, lower initial crossline.

The crossline is only to facilitate the patient's ease in swallowing the drug, not for dividing the dose.
MERLOPAM 2

Convex film tablet coated with brown color, diameter 7 mm, upper initial crossline, lower initial mf.
The film coated tablet can be divided into two equal halves.

COMPOSITION

MERLOPAM 0.5

Each MERLOPAM 0,5 tablet contains LOrazepam ................c..uiiiiiiiiiiiieiieeeeie e e eeeiiienn 0.5 mg
MERLOPAM 2

Each MERLOPAM 2 film coated tablet contains Lorazepam ...................cciniiciiiiiiiiciiiiiins 2.0mg

EXCIPIENTS

MERLOPAM 0.5

Low-Substituted Hydroxypropyl Cellulose LH-11, Microcrystalline Cellulose (pH 102), Magnesium
Stearate.

MERLOPAM 2

Corn starch, Povidone K-30, Eurocert brown HT, FD&C Blue No. 1 Powder, Purified water, Sodium
starch glycolate, Talc, Magnesium stearate, Eurolake brown, FD&C Blue No. 2 Alumunium lake,
Microcrystalline cellulose (pH 102), Lactose monohydrate, Colloidal silicon dioxide, Coating agent
(Colloidal silicon dioxide, Macrogol, Polyvinyl alcohol), Titanium dioxide.

ACTIONS

Clinical Pharmacology

Lorazepam provides prompt relief from a variety of symptoms associated with anxiety and inaanxiety
associated with depression.

The exact mechanism of action of benzodiazepines has not yet been elucidated, however,
benzodiazepines appear to work through several mechanisms. Benzodiazepines presumably exert their
effects by binding to specific receptors at several sites within the central nervous system, either by
potentiating the effects of synaptic or presynaptic inhibition mediated by gamma-aminobutyric acid
directly affecting the action potential generating mechanisms.

Lorazepam is readily absorbed when given orally. Peak concentration in plasma occurs approximately 2
hours following administration. The half-life of unconjugated Lorazepam in human plasma is
approximately 12-16 hours. At clinically relevant concentrations, Lorazepam is approximately 90%
bound to plasma proteins. "Clinical study were conducted using the innovator product Ativan"
Conjugation with glucuronic acid to form the inactive glucuronide of Lorazepam is the major metabolic
pathway. Seventy to seventy five percent of the dose is excreted as the glucuronide in the urine. The
glucuronides of Lorazepam have no demonstrable CNS activities in animals, and there are no active
metabolites of Lorazepam. "Clinical study were conducted using the innovator product Ativan"

The plasma levels of Lorazepam are proportional to dose given. There is no evidence of excessive
accumulation of Lorazepam on administration up to 6 months nor is there any indication of induction of
drug-metabolizing enzymes under these conditions. Lorazepam is not a substrate for N-dealkylating
enzymes of the cytochrome P450 system nor is it hydroxylated to any significant extent.

Studies comparing young and elderly subjects have shown that the pharmacokinetics of Lorazepam
remain unaltered with advancing age. No changes in absorption distribution, metabolism and excretion
were reported in patients with hepatic diseases (hepatitis, alcoholic cirrhosis). As with other
benzodiazepines, the pharmacokinetics of Lorazepam may change in impaired renal function. "Clinical
study were conducted using the innovator product Ativan"

INDICATIONS

- Management of anxiety disorders or for the short-term relief of the symptoms of anxiety.

- Anxiety or tension associated with the stress of everyday life usually does not require treatment with
an anxiolytic. The physician should periodically reassess the usefulness of the drug for individual
patient.

- Psychoneurotic disorders including anxiety, depressive, obsessive compulsive, phobic or mixed
reactions.

- The anxiety component in psychotic states and severe depression where adjunctive therapy is
indicated.

- Pre-surgical medication taken the night before surgery and/or 1-2 hours prior to the surgical
procedure.

POSOLOGY AND METHOD OF ADMINISTRATION

Posology

The average daily dosage for treatment of anxiety is 2 mg to 3 mg administered in divided doses,
however this may range between 1 and 10 mg.

Children (6—12 years of age) respond to lower anxiolytic doses of Lorazepam.

Dosages higher than 10 mg daily have been successfully employed in hospitalized cases, especially as
adjunctive therapy in psychosis and severe depression.

For insomnia due to anxiety or transient situational stress, a single daily dose of 1-2 mg may be given,
usually at bedtime.

For elderly or debilitated patients, reduce the initial dose by approximately 50% and adjust the dosage as
needed and tolerated.

For pre-surgical medication, a dosage of 2—4 mg Lorazepam is recommended the night before surgery
and/or 1-2 hours prior to the surgical procedure.

Dosage for patients with severe hepatic insufficiency should be adjusted carefully according to patient
response. Lower doses may be sufficient in such patients.

For optimal result, dose, frequency of administration and duration of therapy should be individualized
according to patient response. Dosage should be individualized for maximum beneficial effect. In
patients previously treated with anxiolytic agents, higher initial dosages of Lorazepam may be indicated.
The lowest effective dose should be prescribed for the shortest duration possible. The risk of withdrawal
and rebound phenomena is greater after abrupt discontinuation; therefore the drug should be
discontinued gradually.

Method of Administration

The drug is given orally.

CONTRAINDICATION
Lorazepam is contraindicated in patients with a known hypersensitivity to benzodiazepines or to any
components of the formulation.

SIDE EFFECTS

System Organ Very Common | Common 2 1/100| U 12 Freq y not

Class 21110 to <1/10 1/1,000 to < 1/100 | known (cannot be
estimated from the
available data)

Blood and Thrombocytopenia,

lymphatic system agranulocytosis,

disorders Pancytopenia

Immune system Hypersensitivity

disorders reactions,
anaphylactic/oid
reactions

Endocrine SIADH (Syndrome of

disorders inappropriate
antidiuretic hormone)

Metabolism and Hyponatremia

nutrition disorders

Psychiatric Confusion, Change in libido, Disinhibition,

disorders depression, decreased orgasm | euphoria, suicidal

unmasking of ideation/attempt,
depression paradoxical reactions

including anxiety,
agitation, excitation,
hostility, aggression,
rage, sleep
disturbances/insomni
a, sexual arousal,
hallucinations

Nervous system Sedation, Ataxia, dizziness Extrapyramidal

disorders + drowsiness symptoms, tremor,
dysarthria/slurred
speech, headache,
convulsions/seizures,
amnesia, coma

Eye disorders Visual disturbances
(including diplopia
and blurred vision)

Ear and labyrinth Vertigo

disorders

Vascular disorders Hypotension, lowering
in blood pressure

Respiratory, Respiratory

thoracic and depression B, apnea,

mediastinal worsening of sleep

disorders apnea, worsening of
obstructive pulmonary
disease

Gastrointestinal Nausea Constipation

disorders

Hepatobiliary Jaundice

disorders

Skin and Allergic skin

subcutaneous reactions, alopecia

tissue disorders

Musculoskeletal Muscle weakness

and connective

tissue disorders

Reproductive Impotence

system and breast

disorders

General disorders | Fatigue Asthenia Hypothermia

and administration

site conditions

Investigations Increase in bilirubin,
increase in liver
transaminases,
increase in alkaline
phosphatase

+ Benzodiazepine effects on the CNS are dose-dependent, with more severe CNS depression
occurring with high doses.

B The extent of respiratory depression with benzodiazepines is dose dependent, with more
severe depression occurring with high doses.

WARNINGS AND PRECAUTIONS

Warnings

As with all patients on CNS-depressant drugs, patients receiving Lorazepam should be warned
not to operate dangerous machinery or motor vehicles until it is known that they do not become
drowsy or dizzy from Lorazepam therapy. Patients should be advised that their tolerance for
alcohol and other CNS depressants will be diminished and should either be eliminated or given
in reduced dosage in the presence of Lorazepam.

Lorazepam is not intended for the treatment of primary depressive disorders or for the primary
treatment of psychosis. It is recommended that the need for continued therapy with Lorazepam
be determined periodically.

Use of benzodiazepines, including Lorazepam, may lead to potentially fatal respiratory
depression.

Risk from concomitant use of opioids.

Concomitant use of Lorazepam and opioids may result in sedation, respiratory depression,
coma and death. Because of these risks, concomitant prescribing of sedative medicines such as
benzodiazepines or related drugs such as Lorazepam with opioids should be reserved for
patients for whom alternative treatment options are not possible. If a decision is made to
prescribe Lorazepam concomitantly with opioids, the lowest effective dose should be used, and
the duration of treatment should be as short as possible. The patients should be followed closely
for signs and symptoms of respiratory depression and sedation. In this respect, it is strongly
recommended to inform patients and their caregivers (where applicable) to be aware of these
symptoms.

The use of benzodiazepines, including Lorazepam, may lead to psychical and psychological
dependence.

Precautions

Caution should be used in the treatment of patients with acute narrow-angle glaucoma.

The usual precautions for treating patients with impaired renal or hepatic function should be
observed.

Transient amnesia or memory impairment has been reported in association with the use of
benzodiazepines.

Some patients on benzodiazepines have developed blood dyscrasias, and some have had
elevations in liver enzymes. As with other benzodiazepines, periodic blood count and
liver-function tests are recommended for patients on long-term therapy.

Lorazepam should be used with caution in patients with compromised respiratory function (eg.,
COPD, sleep apnea syndrome).

Pre-existing depression may emerge or worsen during use of benzodiazepines including
Lorazepam.

The use of benzodiazepines may unmask suicidal tendencies in depressed patients and should
not be used without adequate antidepressant therapy.

Elderly or debilitated patients may be more susceptible to the effects of Lorazepam; therefore,
these patients should be monitored frequently and have their dosage adjusted carefully
according to patient response.

Paradoxical reactions have been occasionally reported during benzodiazepine use. Such
reactions may be more likely to occur in children and the elderly. Should these occur, use of the
drug should be discontinued.

As with all benzodiazepines, the use of Lorazepam may worsen hepatic encephalopathy;
therefore, Lorazepam should be used with caution in patients with severe hepatic insufficiency
and/or encephalopathy.

Pediatric Use

Lorazepam is not recommended for use in children less than 6 years of age. Avoid long-term
treatment because it will cause physical and psychological dependence.

Drug Abuse & Dependence

Abuse

Addiction-prone individuals, such as drug addicts and alcoholics, should be under careful
surveillance when receiving benzodiazepines because of the predisposition of such patients to
habituation and dependence.

Dependence

The use of benzodiazepines may lead to physical and psychological dependence. Withdrawal
symptoms similar in character to those noted with barbiturates and alcohol have occurred
following abrupt discontinuance of benzodiazepines drug after as little as one week of therapy.
Symptoms reported following discontinuation of benzodiazepines include headache, anxiety,
tension, depression, insomnia, restlessness, confusion, irritability, sweating, rebound
phenomena, dysphoria, dizziness, de-realization, depersonalization, hyperacusis,
numbness/tingling of extremities, hypersensitivity to light, noise, and physical contact/perceptual
changes, hyperreflexia, nausea, vomiting, diarrhea, loss of appetite, hallucination/delirium,
convulsions/seizures, tremor, abdominal cramps, myalgia, agitation, palpitations, tachycardia,
panic attacks, vertigo, hyperreflexia, short-term memory loss, and hyperthermia.
Convulsions/seizures may be more common in patients with pre-existing seizure disorders or
who are taking other drugs that lower the convulsive threshold such as antidepressants. These
symptoms, especially the more serious ones, are more common in those patients who have
received excessive doses over an extended period of time and in further increased in patients
with a history of alcoholism or drug abuse or in patients with significant personality disorders.
The dependence potential is reduced when Lorazepam is used at the appropriate dose for
short-term treatment. In general, benzodiazepines should be prescribed for short periods only
(eg, 2—4 weeks). Continuous long-term use of Lorazepam is not recommended.

However, withdrawal symptoms have also been reported following abrupt discontinuance of
benzodiazepines taken continuously at therapeutic levels. Accordingly, Lorazepam should be
terminated gradually to help avoid occurrence of withdrawal symptoms.

There is evidence that tolerance develops to the sedative effects of benzodiazepines.

FERTILITY, PREGNANCY, AND LACTATION

Pregnancy

Lorazepam should not be used during pregnancy. Benzodiazepines may cause fetal damage
when administered to pregnant women. An increased risk of congenital malformations
associated with the use of anxiolytic agents (chlordiazepoxide, diazepam, and meprobamate)
has been suggested in several studies.

Infants of mothers who ingested benzodiazepines for several weeks or more preceding delivery
have been reported to have withdrawal symptoms during the postnatal period. Symptoms such
as hypo activity, hypotonia hypothermia, respiratory depression, apnea, feeding problems, and
impaired metabolic response to cold stress have been reported in neonates born of mothers
who have received benzodiazepines during the late phase of pregnancy or at delivery.

The use, therefore, of benzodiazepines during the first trimester of pregnancy should almost
always be avoided. If the drug is prescribed to a woman of child-bearing potential, she should
be warned to contact her physician regarding discontinuation of the drug if she intends to
become or suspects she is pregnant.

In humans, blood levels obtained from umbilical cord indicate placenta transfer of Lorazepam
and its glucuronide. Neonates appear to conjugate Lorazepam slowly, the glucuronide
conjugate being detectable in the urine for more than seven days. Glucuronidation of
Lorazepam may competitively inhibit the conjugation of bilirubin, leading to hyperbilirubinemia in
the newborn.

The use of Lorazepam during the late phase of pregnancy or at delivery may require ventilation
of the infant at birth.

Lactation

Caution should be exercised when Lorazepam is given to nursing women since there is
evidence that Lorazepam is excreted, in pharmacologically insignificant amounts, in human
breast milk. Lorazepam should not be administered to breast-feeding women, unless the
expected benefit to the woman outweighs the potential risk to the infant.

Sedation an inability to suckle have occurred in neonates of lactating mothers taking
benzodiazepines. Infants of lactating mothers should be observed for pharmacological effects
(including sedation and irritability).

Carcinogenesis, Mutagenesis, Impairment of Fertility.

No evidence of carcinogenic potential emerged in rats or mice during an 18-month study with
oral Lorazepam. An investigation of the mutagenic activity of Lorazepam on Drosophila
melanogaster indicated that this agent was multinationally inactive.

A pre-implantation study in rats was performed with oral Lorazepam at a 20 mg/kg dose which
showed no impairment of fertility. "Clinical study were conducted using the innovator product
Ativan."

DRUG INTERACTIONS

The benzodiazepines, including Lorazepam, produce additive CNS depressant effect when
co-administered with other CNS depression such as alcohol, barbiturates, antipsychotics,
sedative/hypnotics, anxiolytics, antidepressants, narcotic analgesics, sedative antihistamines,
anticonvulsants, and anesthetics.

The concomitant use of sedative medicines such as benzodiazepines or related drugs such as
with opioids increases the risk of sedation, respiratory depression, coma and death because of

additive CNS depressant effect. The dosage and duration of concomitant use should be limited.

The cytochrome P450 system has not been shown to be involved in the disposition of
Lorazepam and, unlikely many benzodiazepines, pharmacokinetic interactions involving the
P450 system have not been observed with Lorazepam.

No interference with laboratory tests has been identified or reported with the use of Lorazepam.
Concomitant use of clozapine and Lorazepam may produce marked sedation, excessive
salivation, and ataxia.

Concurrent administration of Lorazepam with valproate may result in increased plasma
concentrations and reduced clearance of Lorazepam. Lorazepam dosage should be reduced to
approximately 50% when coadministered with valproate.

Concurrent administration of Lorazepam with probenecid may result in a more rapid onset or
prolonged effect of Lorazepam due to increased half-life and decreased total clearance.
Lorazepam dosage needs to be reduced by approximately 50% when coadministered with
probenecid.

Administration of theophylline or aminophylline may reduce the sedative effects of
benzodiazepines, including Lorazepam.

OVERDOSAGE

In post marketing experience, overdose with Lorazepam has occurred predominantly in
combination with alcohol and/or other drugs.

In the management of over dosage with any drug, it should be borne in mind that multiple agents
may have been taken.

General supportive and symptomatic measures are recommended; vital signs must be
monitored.

When there is a risk of aspiration, induction of emesis is not recommended. Gastric lavage may
be indicated if performed soon after ingestion or in symptomatic patients. Administration of
activated charcoal may also limit drug absorption. The value of dialysis has not been adequately
determined for Lorazepam.

Over dosage of benzodiazepines is usually manifested by degrees of central nervous system
depression ranging from drowsiness to coma. Symptoms can range in severity and include
drowsiness, mental confusion, lethargy, dysarthria, paradoxical reactions, CNS depression,
hypotonia, respiratory depression, and cardiovascular depression. In mild cases, symptoms
included drowsiness, mental confusion and lethargy. In more serious cases, symptoms may
include ataxia, hypotension, hypnosis, stage one (1) to three (3) coma, and very rarely, death.
Published reports for some benzodiazepines indicate that intravenous infusion of 0.5 to 4 mg of
physostigmine at the rate of 1 mg/minute may reverse symptoms and signs suggestive of central
anticholinergic overdose (confusion, memory disturbance, visual disturbances, hallucinations,
delirium), however, hazards associated with the use of physostigmine (i.e. induction of seizures)
should be weighed against its possible clinical benefit. In addition, extreme caution should be
employed in the use of physostigmine when bradycardia and/or hypotension is present.
Lorazepam is poorly dialyzable. Lorazepam glucuronide, the inactive metabolite, may be highly
dialyzable.

The benzodiazepine antagonist flumazenil may be used in hospitalized patients as an adjunct
to, not as a substitute for, proper management of benzodiazepine overdose. The physician
should be aware of a risk of seizure in association with flumazenil treatment, particularly in
long-term benzodiazepine users and in cyclic antidepressant overdose.

STORAGE
Store at temperature below 30°C, protect from light.
Keep out of the reach of children.

PRESENTATION AND REGISTRATION NUMBER
Box, 10 strips @ 10 tablets of MERLOPAM 0.5, Reg. No. DPL9833300610A1
Box, 10 strips @ 10 film coated tablets of MERLOPAM 2, Reg. No. DPL0033302917A1

For reporting Side Effects and Product Complaints, please contact:
PT. Mersifarma Pharmacovigilance Team

Email : farmakovigilans@mersifarma.com

Telephone  :0818-8287-0825

ON MEDICAL PRESCRIPTION ONLY

Manufactured by:

mmersi

PT. Mersifarma TM
Sukabumi - Indonesia
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