ZynilQuine Film-Coated Tablet 200 mg

1.Name of the medicinal product

ZynilQuine Film-Coated Tablet 200 mg

2.Qualitative and quantitative composition

Each fim-coated tablet contains 200 mg Hydroxychloroguine sulphate. For fullistof excipients, see section 6.1.
3 Pharmaceutical form

Fim-coated tablet

Iphate Tablet, 200 mg, lied as white, round, fiim-coated tablet.
4Clinical particulars
4.1 Therapeutic indications
Treatment of heumatoid arthits, juvenil . discold and
dermatologicalconditons caused or aggravated by sunlight
42 Posology and method of administration
The tablets are for oral administration. Each dose should be taken with a meal or glass of milk.
lative in action and will req 1o exert s beneficial eff

, whereas
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*patens it hepatic o enal diseass, and nthose teking mediines known o afec tose organs. Estimaton of
plasma ke in patients renal or hepatic
function, and dosage adjusted accordingly

* patients with severe gastrointestinal, neurological or blood disorders.

Caution s also advised i patients with a sensitivity to quinine, those with glucose-6-phosphate dehydrogenase
deficiency, those with porphyria cutanea tarda which can be exacerbated by hydroxychioroquine, and in patients
with psoriasis since it appears to increase the risk of skin reactions.

Small children are partcularly sensitve to the toxic effects of 4-aminoquinolines; therefore, patients should be
warned to keep ZynilQuine out of the reach of children.

Other monitoring on long-term treatments

Patients on long term therapy should have periodic full blood counts, and hydroxychloroguine should be
discontinued if abnormliies develop.

Al patients on long-term therapy should undergo periodic examination of skeletal muscle function and tendon
reflexes. It weakness occurs, hydroxychloroquine should be withdrawn.

Potential risk

minor side effects may occur relatively early
For treatment should ifthere s by 6 months. In ight-sensitive
diseases, reatment should only be given during periods of maximum exposure to light.

duMs \ncludmg the e\der\y

d. This dose should not exceed 6.5mglkg/day (calculated from ideal
bcdywelgh( and notactualbody weight) and will b either 200 mg or 400 mg percay.

Inpatients able to receive 400mg daily

Initally 400 mg daily n divided doses. The dose can be reduced to 200mg when no further improvementi evident.

The hould b 1o 400 mg daily fthe response lessens,
Chidren
The mi ffective dose should be employed and should not exceed 6 5mglkg/day based on ideal body weight.

The 200 mg tablet s therefore not suitable for use in children with an ideal body weight of less than 31 kg.

4.3 Contraindications

- known hypersensitivity to 4-aminoquinoline compounds

~ pre-existing maculopathy of the eye

- below 6 years of age (200 mg tablets not adapted for weight <35 kg) or for deal body weight < 31 kg

4.4 Special warnings and precautions for use

Hepatotoxicity

Serious cases of drug-induced liver injury (DILI) including hepatocellular injury, cholestatic fver injury, acute
hepatits, mixed hepatocellular/cholestatic iver injury and fulminant hepatic failure (including fatal cases) have been
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reported ZynilQuine. Risk factors may include pre-existing iver disease, or

suchas d - concomitant Prompt ciinical

evaluation and measurement of iver function tests should be performed in patients who report symptoms that may

indicate liver injury. For patients with significant liver function abnormaliies, physicians should assess the bene-

fitslrisk of continuing the treatment.

Reactivation of nfections

Reactivation of hepatis B virus, varicella zoster virus and tuberculosis has been reported n patients treated with
other

Retinopathy
*All patients shou\d have an ophthalmological examination before treatment with ZynilQuine is initiated. Thereafter,

must be repeated at least every 12 months.

«Reinal toxiciy is largely dose-related. The isk of retinal damage is small with daly doses of up to 6.5 m/kg body
weight. Exceeding the recommended dose sharply increases the risk ofretinal toxicity.

The fion should include testing y and colour vision, careful P
central visual fieldtesting with a red target.

This examination should be more frequent and adapted to the patient in the following situations:

- daily dosage exceeds 6.5 mglkg lean body weight. Absolute body weight used as a guide to dosage could result
in an overdosage in the obese.

- renal insuficiency

- visual acuity below 6/8

- age above 65 years

- cumulative dose more than 200 g

ZynilQuine should be discontinued immediately in any patient who develops a pigmentary abnormality, visual ield
defectoanyatercbromaltes ot explained b dificuly i accommodaton atets shod coniue o be
progress even after cessation of therapy.

Concomitant use of hydroxychloruqume with medicines known to induce retinal toxicty, such as tamoxifen, is not
recommended.

Hypoglycaemia

has been shown including loss of that could be
lfe threatening in patients treated with and without antidiabetic medications. Patients treated with hydroxychioro-

quine should be warned about the isk of andth ted cinical signs and ymptoms. Paten's
presenting with clinical symptoms suggestive of hypoglycaemia during treatment with

Animal carcinogenicity data are only available for one species for the parent medicine chioroquine and this study
was negative. In humans, there are insuffcient data to fule out an increased sk of cancer in patients
recelving-long term treatment.
Suicidal behaviour and psychiatric disorders
Suicidal behaviour and psychiatric disorders have been reported i some patients treated with hydroxychloroguine.
Psychiatric side effects typically occur within the first month afer the startof treatment with hydroxychlorogquine
and have been reported also in patients with no prior history of psychiatric disorders. Patients should be advised to
seek medical advice promptly if they experience psychiatric symptoms during treatment
Extrapyramidal disorders
Extrapyramidal disorders may occur with ZynilQuine.
45 Interactions with other medicinal products and other forms of interaction
Pharmacodynamic interactions
Medicines known to prolong QT interval / with potential o induce cardiac ahythmia
Hydroxychloroquine should be used with caution in patients receiving medicines known to prolong the QT interval,
€. Class IAand Il tricycl some
such as fluoroquinolones e.g. moxifioxacin, macrolides e.g. azithromycin, antiretrovirals such as saquinavir,
antifungals such as fluconazole, antiparasitic medicines suich as pentamidine) due to increased risk of ventricular
arthythmia. Halofantrine should not be administered with hydroxychloroguine.
Macrolide antibiotics
Chioroquine and Hydroxychloroquine should be used with caution in patients receiving these medicines known to
prolong the QT interval due to the potential to induce serious adverse cardiovascular events (including QT
prolongation, cardiac amythmias and Torsade de Pointes) and to increase the risk of cardiovascular mortalty.
Insulin and antidiabetic drugs
As hydroxychloroquine may enhanc the effects of a hypoglycaemic treatment, a decrease in doses of insulin or
antidiabetic medicines may be required.
Antimalarials

of with
may increase the risk of convulsions.
Antiepiepic drugs
The actvity of antiepileptic medicines might be impaired if i with
Concurrent use with medicines with oculotoxic potential o haemotoxic potential should be avoided if possible,
because of potential addiive effect.
Agalsidase
There is a theoretical risk of inhibition of ntra-cellular a-galactosidase activty when hydroxychloroquine is
co-administered with agalsidase.
Hydroxychloroquine sulphate may also be subject to several of the known interactions of chloroquine even though
specific reports have ot appeared. These include: potentiation of its direct blocking action at the neuromuscular
junction by aminoglycoside anibiotics; antagonism of effect of neostigmine and pyridostigmine; reduction of the
antibody response to primary immunisation with intradermal human diploic-cell rabies vaccine.
Pharmacokineti interactions
Effects of other medicinal prodicts on hydroxychioroquine:
Antacids and kaolr
Concornitant administration with magnesium-containing antacids or kaolin may result in reduced absorption of
chioroquine. Per fould therefore be administered at least two hours apart from
antacids or kaolin
CYP inhibitors or inducers
In vitro, hydroxychloroquine is metabolized mainly by CYP2C8, CYP3A4 and CYP2D6, with no major involvement
of a single CYP. Concomitant use of cimeidine, a CYP-pan inhibitor, resulted in a 2-fold increase of chioroquine
exposure. In the absence of n vivo drug interaction studies, caution is advised (e.g. monitoring for adverse
reactions) when cimetidine or CYP2C8 and or CYP3A4 or CYP2DS strong or inhibitors (such as gemfibrozil,
clopidogrel, ritonavir,iraconazole, clrithromycin, grapefruitjuice, fluoxetine, paroxetine, quinidine) are

known to lower the convulsion threshold (e.g mefloquine)

have their blood glucose level checked and treatment reviewed as necessary.

QT interval prolongation

Hydroxychloroquine has potential o prolong the QTc nterval n patients with specifcrisks factors.
Hydroxychloroquine should be used with caution in patients with congenital or documented acquired QT prolonga-
tion andlor known risk factors for prolongation of the QT interval such as:

- cardiac disease, e.g., heartailure, myocardialinfarction

- proarthythmic conditions, e.g., bradycardia (< 50 bpm)

- ahistory of ventricular dysrhythmias

- uncorrected hypokalermia and/or hypomagnesemia

- during concomitant administration with QT interval prolonging agents s this may lead to an increased risk for
ventricular arthythrias.

The magnitude of QT prolongation may increase with increasing concentrations of the medicine. Therefore, the
recommended dose should not be exceeded.

Ifsigns of cardiac arthythmia occur during treatment with
ECG should be performed

Chronic cardiac toxicity

Cases of resulting in cardiac faiure, ith
paients reated wih ZynilQuine. Clincal moritoing for

treatment should

. have been reported in
d

Lack of efficacy of hydroxychioroquine was reported when rifampicin, a CYP2C8 and CYP3AA strong inducer, was
concoiantly administered. Caution i advised (e.g. monitoringfr eficacy) when CYP2CB andior CYP3A4 sirong
inducers (such as rifampicin, St John's Wort, phenytoin)

administered.

Effects of hydroxychloroquine on other medicinal products:

P-glycoprotein substrates

Hydroxychloroquine inhibits P-gp in viro athigh concentrations. Therefre, thereis  potential or increased
concentrations of P-gp substrates when is Increased digoxin
serum levels were reported when digoxin and hydroxychlorogquine were coadministered. Caution is advised (e.g.
monitoring for adverse reactions o for plasma concentrations as appropriate) when P-gp substrates with narrow
therapeutic index (such s digoxin, dabigatran) are concomitantly administered.

CYP2D6 substrates

Hydroxychloroquine infibits CYP2D6 in vitro. In patients receiving hydroxychloroquine and a single dose of
metoprolol, a CYP2D probe, the Cmax and AUC of metoprolol were increased by 1.7-fold, which suggests that
hydroxychloroquine is a mild inhibitor of CYP2D6. Caution is advised (e.g. monitoring for adverse reactions o for
plasma concentrations as appropriate) when CYP2D6 substrates with narrow therapeutic index (such as
flecainide, propafenone) are concornitantly adrministered.

CYP3Ad substrates

IQuine should b i
Chronic toxicty should be considered when conductondisorders (bundie branch block  atro- ventricular heart
block) as well as biventricular hypertrophy are diagnosed.

Aggravation of Myasthenia Gravis

Aggravation of symptoms of myasthenia gravis (generalized weakness including shortness of breath, dysphagia,
diplopia, posis etc,) have bi henic patients receiving therapy. Discontinue
ZynilQuine if aggravation of Myasthenia G pected

Severe cutaneous adverse reactions (SCARS)

Cases of severe cut dverse drug reactions (SCARS), i reaction with eosinophilia and systemic
symptoms (DRESS), acute generalized exanthematous pustulosis (AGEP), Stevens-Johnson syndrome (SJS) and

toxic epidermal necrolysis (TEN), have been repy treatment Patients with
require as these conditions may be lfe-treatening and may

be'atl.Fignsand symptams f severe skin reac should be withdrawn

at Iternative therapy should be consid

Drug Induced Phospholipidosis

Casesof induced have been reported during use of ZynilQuine. Drug-induced

occur in diferent uch as cardiac, renal, or muscle. Monitoring for toxicity i

Hydroxychloroquine infibits CYP3A4 in vitro, An increased plasma level of ciclosporin (a CYP3A4 and p-gp
substrate) was reported when ciclosporin and hydroxychloroquine were co- administered. In the absence of in vivo
intraction studies ith sensilive CYP3A4 subsirtes, cauton s advised (e.g. monioring for adverse reactions)
when CYP3A4 substrates (such as ciclosporin, stains) with
Praziquantel
In a single-dose interaction study, chloroquine has been reported to reduce the bioavailabilty of praziquantel. Itis
ot known if there is a similar effect when hydroxychloroquine and prziquantel are co-administered. Per

due to the similarities in structure and parameters between ine and
chioroquine, a similar effect may be expected for hydroxychloroguine.
456 Fertilty, pregnancy and lactation
Pregnancy:
Data from a population-based cohort study including 2045 hydroxychlorogquine exposed pregnancies suggests
small increase in the relative risk (RR) of congenital associated with exposure
in the fist trimester (n = 112 events). For a daily dose of 2 400 mg the RR was 1.33 (95% CI, 1.08 - 1.65). Fora
daily dose of < 400 mg the RR was 0.95 (95% Cl, 0.60 - 1.50). Animal studies with the structurally related
chioroquine, have shown reproduction toxicity at high materal exposure. In humans, hydroxychloroquine crosses
the placenta and blood concentrations in the foetus are similar to maternal blood concentrations.

advised. Discontinue ZynilQuine i cardiac, renal, or muscle toxicty related to drug induced
suspected or demonstrated by tissue biopsy.

Other precautions

ZynilQuine should be used with caution in patients taking medicines which may

Iphate should be avoided in pregnancy except when, n the judgement of the physician, the
ichiks oot enefts outeioh e poetl hezars,eament wih hytroyctioroquin S ecessary g
pregency thelowest effecive dose should beused. n case of proonged reament during pregnancy, hycroxychoroguine

orskin
reactions. Caution should also be applied when itis used in the following:

KLFXXXXXX

be taken into account for chid montoring.
Femht

Animal studies showed an impairmen of male fertiiy for chioroquine. There are no data on the effects  Yy(Y
of hydroxychloroguine on fertiity in humans.
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Lactation:
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Very common | Common Uncommon | Rare | Very Notkriown
Hydroxychloroquine is excreted in breast milk (less than 2% of the matemal dose after bodyweight correction) e
Careful consideration should be given to long term treatment with hydroxychioroquine during lactation because of  [Sirang Skinrash, | Pigmentation Erythema mulfforme, pholosens-
the slow elimination rate and the potential for accumulation of a toxic amount in the infant. It is known that infants | subcutane- prurius iy, exfoiat iis, Sweet's
are extremely sensitve to the toxic effects of 4-aminoguinolines. ousissue
There are very limited data on the safety in the breastied infant during hydroxychloroguine long- term treatment; disorders bleaching of har, adverse reactons (SCARS)
the prescriber should assess the potential risks and benefits of use during breastfeeding, according to indication alopedia indluding Stevens-Johson
and duration of treatment. > 9
4.7 Effects on ability to drive and use machines (838),
Impaired visual accommodation soon after the start oftreatment, which can cause blurring of vision, has been readily on stopping necrolysis (TEN), Drug Rash with
reported and patients should be warned regarding driving or operating machinery. ff the condtion is not reatment. Eosinophila and Systemic
SelHinitng il esoheon feducing e dos o Sipping eatment Symploms (DRESS), acute
The following CIOMS frequency rating is used, when applcable: generalized exanthematous
Very common (21/10), Common (211100 to <1/10), Uncommon (21/1,000 to <1/100), Rare (21/10,000 to pustulosis (AGEP)
<1/1,000), Very rare (<1/10,000), not known (cannot be estimated from the available date). AGEP has to be distinguished from|
Very common| Common Uncommon | Rare | Very Notkrown psoriasis, athough hydrosychioro-
rare quine may precipiate attacks of
Bioodand Bone marrow depression, anemia, psoriasis. It may be associated vih
lymphtic aplastic anemia, agranulocytosis, feverand hyperleukocyosis
system leucoperia, thrombocytopenia Outcome is usualy favourable after
disorders i
Immune Urtcaria, angioedema, bronchos- Wusculo- Sensormolor Skeletal muscie myopalhy or
system pasm. Skeletaland disorders neuromyopathy leadingto
disorders connective progressive weakness and arophy
- tissue of prosimal musdle groups.
Metabolsm Anorexia Hypoglycemia, Hydroxychioroguine
i ey exccerbate pophyta disorders Myopaﬂwyhr‘nay b m\;mb\: after
disorders Phospholipidosis.* ydrorychloroguine disoontinua-
tion, but recovery may take many
soc Afteclbilty | Nervousness Suicidal behaviour, psychoss, months.
Psychiatric depression, hallucinations, anxiety Depression of tendon relexes and
disorders agitaion, confusion, delusions, i
i C: in
ic, renal, or
Nervous Headache | Dizziness Convulsions have been reported
49 Overdose
system with ths lass of medicines. o g asiitas -
disorders Extrapyramidal disorders such as o
dystonia, dyskinesia, remor. colapse, conwisions,
d including QT prolongation, , ventricular
Eye Bluringof | Retinopathy, with (Cases of macuiopathes and Ventricular foilaton, width d QRS complex, nodal thythm, block, folowed by
% disorders vision dueto | changes in pigmen- maculr b i ired,
o adisturbance| tation and visual field reported and may be rreversible. appear shorly after the overdose. The stomach should be immediately evacuated, efther by emesis o by gastric lavage.
O of accommo- | defecs. " further i
© dation which | Inits earlyform, it stomach by andvithi
£ isdose appears reversible c
A dependent | on discontinuation beneficialin reversing chioroguine cardiotoxity.
c and of hydroxychloro- o
a reversible. | quine. Ifallowed to 5 PHARMACOLOGICAL PROPERTIES
develop, there may 5 Pharmacodynamic properties
bearisk of progres-
sion evenafter their but
treatment withdrawal NADH - cytochrome C reductase,
Patients with retinal DNAbinding, inhibition of
changes may be formation, inh it 1
asymptomatic producton inhibit
intally, o may have 5.2 Pharmacokinetic properties
scotomatous vision Absorption
with paracentral, peak plasmaor blood 3104 hours. Mean absolut
pericentralring types, 79% (SD 12%)in Food labil
temporal scotomas Distrbution
and abnormal colour 5500 fons, 44 000 L when
vision. kidney, liver and
Comeal changes , withablood 7.2.Appr
including edema and bound to plasma proteins.
opacites have been Biotransformation
reported. i N and two other
They are either chloroquine, i Invito, tabolzed mainly by
symptomless or may CYP2C8, CYP3A4 and CYP2D6 as well as by FMO-1 and MAO-A, with no maior involvement ofa single CYP or enzyme.
causedisturbances Eimination
suchas hallus“ ging from 30 to 50 days.
blurring of vision, or ppr 20-25% of i After chronic:
photophobia. They i d
maybe transientor i 490 ngimL and 870-970 ngimL in blood.
are reversile on respectively
Earand Vertgo, tinnitus Hearingloss Phamacokinetic interactions
labyrinth Effect
disorders Invitro i falto nhibit CYP1A2, CYP2B6, CYP2C8, CYP2C9 and CYP2C19. Hycroxychio-
Cardlec QT " i P2D6 and CYP3AAn ito. i has shown ine s amid inhibitor of
disorders \with specificrisk factors, which may CYP2D6.
lead Invitro, potental o induce CYP1A2, CYP2B6 and CYP3A4. Invitro, ydroxychioro-
pointes, ventricuar tachycardia) RP, OATP1B1, OATP1B3, OAT1 and OAT3, Hydroxychioroquine
( may result hibited P-gp athi Invitro, itOCT1, OCT2, MATE1 and
MATE2K transportes.
la fatal outc Ct impair
bundl 20-25% o
Ibranch block heart byup’
Hydroxychloroquine withdrawal The effect of i fics has not ific PK study.
y iven toincrease in patients with
Gastrointes- | Abdominal | Diarthoea, i
tinal pain, nausea |vomiting ety ot e
disorders These
same range as those observed in younger patents.
Symploms Paediatics
usually
::srg‘evdjate\ 6Pharmaceutical particulars
v 6.1 List of excipients
onreducing Tabletcore:
the dose oron c orch
siopping e Fim coat:
reaiment ), puried water
Hepatobilary Abnomma iver IDrugrinduced fver injury (DILI) 6.2 Incompatibilties Manufacturer and Product Registration Holder:
disorders function ests injury, Xepa-Soul Pattinson (Malaysia) Scn. Bhd
injury, acute 63 Shelflife 16 Cheng Industil Estate,
Ihepatit piry indi  Malaysia.
6.4 Speci i torage
hepatic falue. Store below 30°C. Date of Revision: 19/0512026
65 Nature and contents of container
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