PHARMADEX
(Paracetamol, Aspirin & Caffeine Caplets)

INSERT:

For the use of Registered Medical Practitioner, Hospital or a Laboratory only.

PHARMADEX

Paracetamol , Aspirin & Caffeine Caplots
Composition :
Each caplet contains:
Paracetamol BP 325 mg
Aspirin 8P 400 mg
Caffaine BP 30 mg
Excipients Q@ §
DOSAGE FORM:
Sokd, Tablet/ caplet
THERAPEUTIC INDICATIONS :
Pharmadex caplets are used for relief from mild to moderate pain including headache, migraine, neuralgis,
toothache, sora throat, period pains; and symplomatic relief of sprains, strams, rheumatic pain, sciafica,
{Cﬂgbago. fb«:sms muscular sches and pains, joint swelling and stifness, influenza, feverishness and feverish
s

POSOLOGY & METHOD OF ADMINISTRATION

Posology

Adult : { to 2 caplets

Chidren : 12 years & Over - 1 Caplet

Repeat dosage three or four times a day if necessary or

As direcled by the physician.

Method of Administration

Oral

CONTRAINDICATIONS:

Pentic ulcuuauun and these with a history of peptic ulceration: haemophilia, concurrent anti-coagulant therapy:
Y Spirin, &nd/or ather canstituents: children under 15 yesars and when bregst

faeding berause of possible risk of Reye's Syndiome.

WARNINGS AND PRECAUTIONS !

Hypersensilivity — asthma — aspirin may provoke or worsen asthma. There is a possible association between
aspinn and Reye's syndrome nhengiven (o chidien. Reye's syndrome is a very rare disease, which affects the
brain and iver and can be fatai, For this reason aspirin should not be given to chikiren under 16 years nless
specifically indicated (e.q. for Kawesaki's disease).

GONTAINS ASPIRIN AND PARACETAMOL.

Do nat exceed the staled dose.
“Danottake any other paracetamol-containing praducts whilst taking this product” and

“Immediate medical acvice should be soughtin the auenlu‘lan cvardose, aven if youfas wall.”
Careisadvised in the edministration of p with orhepalic
impaiment The hazards of ovardose are grealer in hose with non-cirthotic alcoholic liver disease

INTERACTIONS WITH OTHER MEDICAMENTS -
The fellewing are noted, but are unfikely to apply whan tha product is used for a short-lerm

Management

Immediate iraatment is essential in he management of paracetamol overdose Despite alack of significant early

symprtoms, patienis should ba referred 1o hespital urgantly fer immediate medical attention. Symploms may ba

limited to nausea or vomiting and may not reflect the severity of overdose or the risk of organ damage.

Managamant should ba in aceardanca with established treatment guidelines, saa BNF overdosasaction

Treatment with activated charcoal should be considered if the ovardose has been taken within 1 hour. Plasma
should be at 4 hours or later after ingestion (sarlier concentrations ars

unl@l\abln} “Trealment wih N. -acetyloysieine may be Used up [0 23 hOurs alter ingestion of paracetamol,

hewever, lhe meximum protective effzel is obtained up to B heurs postingestion. The effectiveness of the

anlidote declines sharply afler this time. If required the patient should be given inliavenous N-scetyloysleine, in

line with the astablished dosage schaduie. |f vomiting s not 2 problam, oral methionine may ba a suitabla

alternative for remote arcas, cutside hospital. Management of patients who present wilh serious hepatic

dysfunction beyond 24h from ingestion should be discussedwitha iver unit.

SALICYLATES/IASPIRIN

Salicylate poisoning is usually 350mg/L(2.5mmol/L). Mest adult deaths

oceur n patients whose concantrations exceed 700 ngL(S 1 rr\mcUL] Singla

dosesless than 100 mo'kg are uniikely lo ceuse serous poiscning.

Symptoms

Gommen fealures include vomiting, dehydration, tinnitus, vertige, desiness, sweating, warm exiremities with

bounding pulses, increased mspiratory rate and hypeventilation. Some degree of add-base disturbance is

presant in most cases.

Amixed respiratory alkal d i ith normal or high ial pH (normal orreduced hydrogen

{00 concentrarion) is usual in adults and children over the age of four years |n children aged four years or less, &

dominant metabolic acidosis with low artenal pH {raisac hydrogen ien concentration ) is commen, Acidosis may

increase salicylate ransfer acrass the blocd brain barrier.

Uncommon features include h , hypogiycaemia, hy thror

increased INRIPTR, mlravascularmegulat!on renal!aimear\d man-cardiac pulmanzry cadama.

Cantral nervous system features inciuding confusion, disorientation, coma and convulsions are less common in

adults than in children,

Management

Give activated cnarcoal If an aduit presents within ane hour of iIngestion of mere than 250 mg'kg.

The plasma salicylate concentration should be measured, although the severity of poisoning cannot be

determined from this alone and the clinical and biochemical features must be laken into account,

Eliminetion is Increased by urinary alkelinisstion, which is achieved by the administration of 1.26% sodum

bicarbonate. The urine pH should be monitored. Correct metabalic acdosis with intravenous B.4% sadium

bicarbonate (frst check serum potassium), Forced diuresis should nol be uss: since it does nol enhance

salicylate excretion and may cause pulmonary cedema,

Haemuodialysis is the lreatment of choice for severe poisoning and should be considered in patients with plasma

salicylate concentratiens >¥0C mg/L (5.1 mmoVL), or lower concantrations associatad with severe ciinical or

melabolic features. Patients under ten years orover 70 have increased risk of salicylate toxicty and may require

dialysis at an earier stags:

PHARMACODYNAMICS :

ASPIRIN

Mechanism of action:

Salicylate inhibit the acfivity of the enzyme cyclo-oxygenase to decrease the formation of precursors of

prosiaglandin’s and thromboxanes from arachidonic acid Alihough many of the therapeutic effscts may rasult

relief, as dirested:-
ASPIRIN

Antacids and Adsorbents: Increase excretion of aspirin in akalne urine.

Mifepristong: Increased risk of bleeding - avoid use of aspirin for 8-12 days after adminisiration of
mitepristane.

Spironolactone: Antagonism of diuretic effect. Heparin: Increased risk of bleeding.

Phenindiane: Incraased risk of biseding,

‘Warfarin & cthar coumarins: Increased nsk of bleeding.

Damperidone & Meloclopramide: Enhance the eflect of aspirin,

Phenytoin & vaiproate: Enhance the efiect of phenyloin and valproate

Metholrexate: Delayed excrelion and ncreased loxicily of

Methotrexata Uricosurics: Inhibition of uricosurics

PARACETAMOL

The speed of absarplionof paracemmol may be increased by meteclopramide or domperidone

Celastyramine may reduce the sbsorplionof paracatamal,

The anlicoaguiant effect of warlarin and ofher wulnarlns may be enianced by prolonged regular use of
paracatamol with iIncreased risk of bleading;

PREGNANCY & LACTATION:
Pregnancy

There is dinical and epidemiological evidence of safety of aspirin in pregnancy but it may prolong labour and
contributa 1o maternal and necnatal bleading. and so s best discontinued in late megnamy Aspirin 2ppears
in breast milk, and reaular high doses may afiect neanatal clatting, Mot recommended with braast feeding

due o possibla sk of Reye's Syndrome as well as neonalal beeding due to hypoprothrombinaemia
Epidemioclogical studies in numan pregnaney have shown no il effects due to paracetamol used in the
recommendsd dosage, but patiants should foflow the acvics of their doctor regarding its uss.

Breast-feeding

Peracetarno] is excreled in breast milk bul not in a clinically significant amount, Avaiable published data do
not contraindicate bnaa:l !ledmg Cafleine appears in breast milk. Irritability and poor sleaping pattem in the
infard have bgen repar

EFFECTS ON ABIUTV TD DRIVE AND USE MACHINES

None Slated.

UNDESIRABLE EFFECTS

Side effects are mild and infreguent, but there is a high incidence of gastro-intestinal initation with slight
asymptomalic biood loss. Increased biseding lime. Bronchospasm and skin reactions in hypersensitive
patients. Aspirin may nduce gastro-intastinal mjar. 1t may gadt in
susceptible individuals. Possible risk of Reye's Syndrome in children

Adverse effects of paracelamol are rare but hypersensitivity inciuding skin rash may occur. There have been
rare raparts of blood dyscrasias Inciuding thrombacylopania and agranulocytosis, bul these were not
necessarily ceusally related to paracetamol.

OVERDOSE :

PARACETAMOL

Liver damage s passible in acults whohave taken 10g or mare of paracelamol. Ingestion of Sgor

mare of paracetamel may lead to lver damaga if the patient has risk factors (see balow).

Risk factors

If the patient

A, Is on long tarm treatment with carbamazepine, phenebarbitone, phenytein, primidone, rfampidn, St John's
Wort or other drugs that induce liver enzymes

©r B, Regularly consumes éthanol in excess of recommendad amous

Or C, Is likaly to be glutathione deplete .0, eating disorders. cystic ﬁbwu\a. HIV infection, starvation,
cachexia.

Symptoms

Symploms of paracatamal overdosage in the first 24 hours are pallor, nausea, vomiting, anorexia and abdeminal
pain. Liver damage may become apparent 12 1o 48 hours afler ingestion. Abnormalitiss of glucese

from i of prostaglandin synthesis {and conseguent reduction of prostaglandin activity) in various tissuss,
ofher actions may alsc contribute significantly Lo the therapevtc effects.
Analgesic:

Produces analgesia through a peripheral aclion by blocking pain impulse generation and via 8 central

action, possiblyinthe hypothalamus.

Anti-inflammatory {non-steroidal}:

Exact mechanisms hava not been in inflamed tissue prohably by
inhibiing the synthesis of pmscagrandm and possibly by mmbumg tne syninasis andjor actions of other
mediators of the inflammatory responsa.

PARACETAMOL

Anaigesic;

The machanism of analgesic action has not been fully determined. Paraceiamol may act predominantly by
inhitsting @ prostaglandin synthesis in the cantral nervous syslem (CNS) and to a lesser extent through a
peripheral action by blocking pain-impulse generation. The peripheral action may also be due to inhibition of
prosiagiandin synihesis er o inhibilion of the synthesis or actions of olher subsiances thal sensilise pain
receptors to machanical or chamical stimulaticn.

Antipyretic;

Paratetamol probably producas antipyrasis by acting cantrally on the hypothaiamic heat-ragulating canira to
produce peripheral vasodiation resulling in increased blood flow through the skin, swealmq and heal loss, The
central action probatly iticn of prostag 1esis inthe hy|

CAFFEINE

Central nervous system stimulant — Caffeine stimulates all levels of the GNS, although ils cortical effects are
mildar and of shorter duration than those of amfatamines.

Analgesia Adjunct:

Caffaine consiricts cerebral vasculature with an accompanying decrease in cerebral blond flow and in the oxygen
tension of the brain, It is believed that caffeine halps to relieve headashe by praviding amore rapid onset of action
andfor enhanced pain relief with lower doses of analgesic. Recent studies with ergotamine indicate that the
anhancemant of affect by the addition of cafieine may also be due 1o improved gastrointestinal absorption of
ergotamine when administered with caffeine.

ATC code: RUSX

PHARMACOKINETICS :
Acelaminophen: aspirin and caffeine combination products od orally, The: i this
drug tombinalion have nol been sludisd. The systemic pharmacokinetic information below is based on
administration of each agentalone
Paracetamol
Paracetamol is metatelized in the liver via glucuronidation and suifate conjugation and is excreted in the urine as
glutathione and sulfale conjugatss, However, about 10—15% of tha acetaminophen dose undergoes oxidafive
metabolism uiu cyﬁnmmmsa PAS0 iscenzymes (GYP) 2F1 and 1A2 and then glucuronidation to cysteine and
glucuranige doplation, suchas overdose, a
melabolite »s[onned Thie halt-life of sacetaminophen in patienis with normal hepatic function I52—4 hours
Aspirin :
Aapirin {3 hydrolyzed to salicylic acid by the liver and is widely distributed inte most body fissues. Aspirinis poarly
bound to plasma proteins, bul it should be used caullously i patients alreaty receiving other highly protein-
bound drugs dua fo high pretein binding of snhcyllc acid. Aspinn is 99% metabalized to salicylic acid and other
metabolites. The elimination half-life of aspirin in piasma is about 15—20 minutes. Salicylic acid. but not aspirin
itsell, undergoes saturable kinetics_ At low doses, the alimination is first-order and the half-ie remains constant
at 2—3 hours; however, al higher doses, the enzymes respansible for melabolism become saturated and the
apparent hali-life can increase to 15—30 hours. Because of this, 5—7 days may be required before a steady-
stale concentration (s reached. Salicylic acid and its metabolites are excrated primarlly by the kidneys The

and metabolic acidesis may occur. In severs poiscning, hepafic fallure may progress lo encophalopathy,
haemorrhage. hypoglycaemia. cerebral oedema, and death. Acute renal fallure with acule tubllar necross,
strangly suggested by loin pain, hasmaturia and proteinuria, may develop aven In the absence of severs liver
damage. Cargiacarhythmias and pancreatitis have been reported

excretion of iy ofthe urina.

Cafieine:

Calfeine ¥ fism to e, It yiline. Elimination of caffeine
isrenalas inact Th ion hali-ife of caffeine in adults s 3-7 hours.

STORAGE:

Store below 30°C.

Protect from light and maisture.
Kaep medicine out of reach of children.
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