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Plaquenil is indicated for the suppresive treatment and treatment of acute attacks of malaria
due to Plasmodium vivax, p. malaria. p. ovale and susceptible strains of p. falciparum.

It is also indicated for the treatment of discoid and systemic lupus erythomatosus and
rehumatoid arthritis.

J20X7 J12Vn1 X9N7 17N [1DTY 7Y YrTING NWRan 0'VIIIR 'O1IN0 NNAN
:D1'N D™MIPWN DIIDTYVN
INOINY [i'va

4.4. SPECIAL WARNINGS AND PRECAUTIONS FOR USE

Chronic cardiac toxicity

Cases of cardiomyopathy resulting in cardiac failure, in some cases with fatal outcome, have
been reported in patients treated with Plaquenil. In multiple cases, endomyocardial biopsy
showed association of the cardiomyopathy with phospholipidosis in the absence of
inflammation, infiltration, or necrosis (see Section 4.8 Adverse effects (Undesirable effects)).
Drug-induced phospholipidosis may occur in other organ systems. Clinical monitoring for
signs and symptoms of cardiomyopathy is advised and Plaquenil should be discontinued if
cardiomyopathy develops. Chronic toxicity should be considered when conduction disorders
(bundle branch block / atrio-ventricular heart block) as well as biventricular hypertrophy are
diagnosed._Monitor cardiac function as clinically indicated during therapy. Discontinue
Plaquenil if cardiotoxicity is suspected or demonstrated by tissue biopsy.

Hepatotoxicity

Serious cases of drug-induced liver injury (DILI) including hepatocellular injury, acute
hepatitis and fulminant hepatic failure (including fatal cases) have been reported during use
of Plaquenil (see Section 4.8 Adverse effects (Undesirable effects). Risk factors may include
pre-existing liver disease, or predisposing conditions such as uroporphyrinogen
decarboxylase deficiency or, concomitant hepatotoxic medications. Prompt clinical evaluation
and measurement of liver function tests should be performed in patients who report
symptoms that may indicate liver injury. For patients with significant liver function
abnormalities, physicians should assess the benefits/risk of continuing the treatment.

Hepatitis B reactivation
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Reactivation of hepatitis B virus has been reported in patients treated with
hydroxychloroguine in combination with other immunosuppressants (see Section 4.8
Adverse effects (Undesirable effects).

Skeletal Muscle Myopathy or Neuropathy

Muscle and nerve biopsies have shown associated phospholipidosis. Drug-induced
phospholipidosis may occur in other organ systems.

Discontinue Plaguenil if muscle or nerve toxicity is suspected or demonstrated by tissue
biopsy.

Renal Toxicity

Proteinuria with or without moderate reduction in glomerular filtration rate have been reported
with the use of Plaquenil. Renal biopsy showed phospholipidosis without immune deposits,
inflammation, and/or increased cellularity. Physicians should consider phospholipidosis as a
possible cause of renal injury in patients with underlying connective tissue disorders who are
receiving Plaquenil. Drug-induced phospholipidosis may occur in other organ systems.
Discontinue Plaquenil if renal toxicity is suspected or demonstrated by tissue biopsy.

Data from a population-based cohort study (Huybrechts et al-2021) including 2045
hydroxychloroquine exposed pregnancies suggests a small increase in the relative risk (RR)
of major congenital malformations associated with hydroxychloroquine exposure in the first
trimester (n = 112 events). For a daily dose of = 400 mg the RR was 1.33 (95% CI, 1.08 —
1.65). For a daily dose of <400 mg the RR was 0.95 (95% CI, 0.60 — 1.50). At higher doses
= 400 mq, caution should be exercised, and hydroxychloroquineHydroxyechloroguine-should
be avoided in pregnancy except when, in the judgement of the physician, the potential
benefits outweigh the potential hazards. Close monitoring of pregnancy is recommended for
early detection of congenital malformations.

Renal and urinary disorders
Not known: Renal Phospholipids leading to renal injury

Not known: __ Hepatitis B reactivation
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