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Muscol Tablets nYYaL HIPOIN

Contains: Paracetamol 500 mg $99¥91 9NN MNM oV

Orphenadrine citrate 30 mg
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Relief of mild to moderate pain of acute musculoskeletal disorders.

MINDN MADIN) 7aba BP9 BINITYN TINY 1YYV 1119992 ,999NY NIV 1IT8N) 1998 NYYNY W NNY 1931892
1(PINN LEPLV YN MDD DITNA

19498Y Yhya BIN91Y

n9NNA YIn'yn 1197 .2
[...]

:0OX X917 190 ,71j70IN1 7190 119Y

INYD 17 IR 'Y NDINNT (MN7R) wian NNR

.27 ni'van 7210 NN

0701 IX T2 Nirvan 7210 NN

(Gilbert's syndrome) v127'a NnamMon 7 vt

(TX22NT'NT VUXODOID 6 TI7172) G6PD D'TAIXA 101N )7 W'

2100787 nindnninn 7210 NN

D'AXD '2OWNY W NN DX IX DINNK NPT NITAR NIDNNYZ IN '1'90X7 WA nNX
NP7 NAThA 7210 NNX

NNLOKN 17 V!
[..

NI'NSNN-|'2 NIIAN

[.]

oT"'X/(HIV) 'wiakn 210'Nn 7won 9'a12 719'07 |'TAIT'T e

[..]

-— 0 |®o | o

n"ya 7xwr yao
www.tevapharm.com | 972-3-6864653 :70 | 6085001 nniw ,975 .7.n |"nan n'wyn pxo ,1 nixnn 'm




teva

Xi'7 nyoin .4
[...]

NNmMN 'XNY7 NIysin

INOIN7 T'! NNSYI 719'00 NX 7'090Y7 Wt
[--]
DINI 7IW'W IVD 7w 917'R Qvn 7Y 0'yxo1 DINISYY  NINITR NINMO NIV 'fAX) e |
[122 DINXR D'AXD 'DOWUN NY'01 NYA NN'YWI NI'YA 12y NN DX NP'W 71120 NI .AN'WI NIV NIY'9ImM oxX- e
J"'OONI |91N912'K
DIV DT'YR 7w NANXNT [IANTN [TAIXR 77w N'MMIKND DT FHN7'N] 0'Y'DIN OX
.1'NA DIN YA DRIX I DND MY VD 79 DANXD L0190 IK DNNY AR L[V 'ARD
NTN2 XD
JDIMNRY' N2 NIDYY NYINDLIAR'T [TAIR 71270 ,01'NN D'NUY NN'Wa NN 7917

:nI901 X117 NIYSIN
NINAN N0 NIYSINN NNX AY'9IN DX X917 N19

[.]
DTN YN72A N7 e
nyuTn_ e

[.]

NOYIT )1Y¥a 0191y

4.4. Special warnings and precautions for use
[..]

Orphenadrine citrate
[...]

Orphenadrine citrate should be used with caution in patients with tachycardia, cardiac decompensation,
coronary insufficiency or cardiac arrhythmias, Gilbert’s syndrome and Glucose — 6 — phosphate —
dehydrogenase deficiency.

Paracetamol
[...]

Muscol may be dangerous when used in large amounts or for longPetentially-fatal-hepatotoxicitycan
result from paracetamol overdosase. However—inrarecases-hHepatotoxicity mavhas occurreddn
patientsreceivine hish or excessive-doses-within with paracetamol even at therapeutic doses, after short
treatment duratlon and in Datlents w1thout pre- ex1stmg liver dvsfunctlon Geﬁam—patteﬂts—may—bemefe

followmg as littleas 10to 15 ¢ of paracetamol and hepatic failure is known to occur occasionally with
long term use of paracetamol.
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Caution is advised in patients with underlying sensitivity to aspirin and/or to non-steroidal anti-

inflammatory drugs (NSAIDs).

Caution is advised in patients with known analgesic intolerance or known bronchial asthma as
hypersensitivity reactions including bronchospasm are possible.

Severe cutaneous adverse reactions (SCARs): Paracetamol has been associated with a risk of rare but
serious skin reactions. These skin reactions, known as Stevens-Johnson Syndrome (SJS), toxic
epidermal necrolysis (TEN), and acute generalized exanthematous pustulosis (AGEP), can be fatal.

Patients should be advised of the signs and symptoms and monitored closely for skin reactions. If
symptoms or signs of SJS and TEN (e.g. progressive Reddening-ofthe-skin; rash; often with blisters;
and-detachment-of the-uppersurface-ef the-skin or mucosal lesions) ean occur with-the-use-of drug
produects-that-contain-paracetamel:, patients should stop treatment immediately and seek medical advice.

medicalattentionright-away—Anyone who has experienced a serious skin reaction with paracetamol

should not take the drug again and should contact their health care professional to discuss alternative
pain relievers/fever reducers.

Use in hepatic impairment
Use with caution in patients with impaired liver function: Underlying liver disease increases the risk of
paracetamol-related liver damage.

Cases of hepatic dysfunction/failure have been reported in patients with depleted glutathione levels,
such as those who are severely malnourished, anorexic, have a low body mass index, are chronic heavy
users of alcohol or have sepsis.

In patients with glutathione depleted states the use of paracetamol may increase the risk of metabolic
acidosis.

Use in renal impairment

Use with caution in patients with impaired kidney function. Administration of paracetamol to patients
with moderate to severe renal impairment may result in accumulation of paracetamol conjugates.

[..]

Effects on laboratory tests
Uric acid and blood glucose: Intake of paracetamol may affect the laboratory determination of uric acid
by phosphotungstic acid and of blood glucose by glucose oxidase-peroxidase.

[..]

n"ya 7xwr yao
www.tevapharm.com | 972-3-6864653 :70 | 6085001 nniw ,975 .7.n |"nan n'wyn pxo ,1 nixnn 'm




teva

4.5.Interactions with other medicines and other forms of interactions

4.38.

[ ]
Anticoagulants: Paracetamol may increase the risk of bleeding in patients taking warfarin and other
antivitamin K medicines. Anticoagulant dosage may require reduction, and patients should be
monitored for appropriate coagulation and bleeding complicationsif-paracetamoelmedicationis
protonged.

e Chloramphenicol: Paracetamol may increase chloramphenicol concentrations by slowing down
excretion, entailing the risk of increased toxicity.

e Cholestyramine: reduces the absorption of paracetamol if given within 1 hour of paracetamol.
Chelating resins can decrease the intestinal absorption of paracetamol and potentially decrease its
efficacy if taken simultaneously. In general, there must be an interval of more than 2 hours between
taking the resin and taking paracetamol, if possible.

e Drugs which affect motility:
o Paracetamol absorption is increased by medicines that increase gastric emptying, e.g.
metoclopramide er-byand domperidone; and
o  Paracetamol absorption is decreased by medicines that decrease gastric emptying, e.g.

propanthehne antidepressants Wlth antlchohnerglc propertles and narcotic analges1cs e%by

o Flucloxacﬂhn Ga&&en—s-heaid—b%t&ken—whenCo admlmstratlon of ﬂucloxac11hn with paracetarnol
may lead tot : h 3
high anion gap metabohc 301d051s due to pvroglutamlc ac1d0s1s partlcularlyespeef&l-ly in patlents
presentingwith risks factors of glutathione depletion, such as sepsis, malnutrition or chronic
alcoholism (see section 4.4).

e Probenecid: Paracetamol excretion may be affected and plasma concentrations altered when given

probenecid.
e Hepatotoxic Drugs and Liver Microsomal Enzyme Inducers: The risklikelihoed of paracetamol
toxicity may be increased in patients receiving other potentially hepatotoxic drugs or drugs that

induce liver microsomalby-the-concomitant-use-of enzymes.indueing-agents such as antiepileptics
(such as phenobarbital, phenytoin, carbamazepine, topiramate), alcohol-er-anticonvulsantimedicines;

hepatic-enzyme-inducingAgents{e-g., barbiturates; and rifampicin. earbamazepine;phenytoin)and
hepatotoxie-medieations: The induced metabolism results in an elevated production of the
hepatotoxic oxidative metabolite of paracetamol. Hepatotoxicity will occur if this metabolite exceeds

the normal glutathlone blndmg capacm/ Geﬂeuﬂen{—admmfs&aﬁeﬂ—eﬁel&yqﬂ%mdﬂeefs—aﬂé

Adverse effects (Undesirable effects)
[..]

Paracetamol

[.]

TheAltheugh the following reactions have been reported;-a-eausalrelationship-to-the-administrationof
paracetamol-has-beenneitherconfirmednorrefuted:

e Dyspepsia

e Sweating

e FErythema

n"ya 7xwr yao
www.tevapharm.com | 972-3-6864653 :70 | 6085001 nniw ,975 .7.n |"nan n'wyn pxo ,1 nixnn 'm




teva

e Urticaria

¢ Anaphylactic shock

e Angioneurotic oedema
e Difficulty breathing

e Drop in blood pressure
o Nausea

e Allergic reactions such as skin rashes

. Hepatotox1c1ty (see Sectlon 4 4 — "Special warnings and precautions for use")

leukopenia, neutropenia, aﬂd—fafely—agranulocytoms} and pancytopenia

e Paracetamol has been associated with a risk of rare but serious skin reactions. These skin reactions,
known as Stevens-Johnson Syndrome (SJS), toxic epidermal necrolysis (TEN); and acute generalized
exanthematous pustulosis (AGEP), can be fatal (See section 4.4 - ""Special warnings and precautions
for use"). Fixed drug eruption and cytolytic hepatitis, which may lead to acute hepatic failure, have
also been reported

e Bronchospasm may be triggered in patients having a tendency of analgesic asthma

[...]
e Haemolytic anaemia, particularly in patients with underlying glucose 6-phosphate-dehydrogenase
deficiency has been reported. Kounis syndrome has been reported,

e Not known: (frequency cannot be estimated from the available data): Metabolism and nutrition
disorders - High anion gap metabolic acidosis (HAGMA) [Cases of high anion gap metabolic acidosis
due to pyroglutamic acidosis have been observed in patients with risk factors using paracetamol (see
section 4.4). Pyroglutamic acidosis may occur as a consequence of low glutathione levels in these
patients].

[.]

No specific information is available on overdosage with Muscol.

Elderly persons, small children, patients with liver disorders, chronic alcohol consumption or chronic
malnutrition, as well as patients concomitantly treated with enzymes-inducing drugs are at an increased
risk of intoxication, including fatal outcome. Overdosege withef paracetamol if left untreated can result in
severe, sometimes fatal liver damage and rarely.semetimes acute renal tubular necrosis.

Symptoms and Signs
[...]
Paracetamol overdosage:

[..]

Toxic symptoms felewing-an-everdose-with-paracetamel-include vomiting, abdominal pain,
hypotension; and sweating;. eentral stimulation-with-exhilaration-and-convulsions-in-children;

drowsiness;respiratory-depression-cyanesis-and-coma- Nausea, vomiting, anorexia, pallor and
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abdominal pain generally appear during the first 24 hours of overdosage with paracetamol. Overdosage
with paracetamol may cause hepatic cytolysis which can lead to hepatocellular insufficiency,
gastrointestinal bleeding, metabolic acidosis, encephalopathy, disseminated intravascular coagulation,
coma and death. Increased levels of hepatic transaminases, lactate dehydrogenase and bilirubin with a
reduction in prothrombin level can appear 12 to 48 hours after acute overdosage. Overdosage can also
lead to pancreatitis acute renal failure and pancytopenia.

Treatment

P—remﬁt—admi-mstmﬁe&ef—aActlvated charcoal §O—g—m—1§9—mL—ef—wafeelLaﬂd—1§9ﬂ+L—sefbﬁelé%
selation-by-meuth-may reduce absorption of paracetamol if given within one hour after oral ingestion. In

patients who are not fully conscious or have impaired gag reflex, consideration should be given to
admlmsterlng actlvated charcoal via a nasogastrlc tube, once the airway 1s protected }t—ls—reeemmended

Where paracetamol intoxication is suspected, intravenous administration of SH group donators such as
Intravvenous acetylcysteine may be indicated. 20%+AdministerAlthough acetylcysteine is most effective
if initiated within this period, it can still offer some degree of protection if given as late as 48 hours after

ingestion; in th1s case it is taken for 10ngerfmmed+ateky—wrﬂaeﬁvwa&mg—fer—pesm¥%tmmﬁe%er—p}amaa

Further measures will depend on the severity, nature and course of clinical symptoms of intoxication

and should follow standard intensive care protocols.

Convulsions and delirium respond to relatively large doses of diazepam, preferably by mouth.
Adequate hydration of the patient is important.

[.]
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