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Plaquenil is indicated for the suppressive 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 erythematosus and rheumatoid arthritis
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4.4 SPECIAL WARNINGS AND PRECAUTIONS FOR USE

Severe cutaneous adverse reactions (SCARs)

Cases of severe cutaneous adverse drug reactions (SCARs), including drug reaction with eosinophilia and
systemic symptoms (DRESS), acute generalized exanthematous pustulosis (AGEP), Stevens-Johnson
syndrome (SJS) and toxic epidermal necrolysis (TEN), have been reported during treatment with
hydroxychloroquine. Patients with serious dermatological reactions may require hospitalization, as these
conditions may be life-threatening and may be fatal. Patients should be informed about the signs and
symptoms of serious skin manifestations and monitored closely. If signs and symptoms suggestive of severe
skin reactions appear, hydroxychloroguine should be withdrawn at once and alternative therapy should be
considered.

Miscellaneous

Extrapyramidal disorders may occur with hydroxychloroquine. Also observe caution in patients with
gastrointestinal, neurological, or blood disorders, in those with a sensitivity to quinine, and in glucose-6-
phosphate dehydrogenase deficiency, porphyria and psoriasis.

Patients with porphyria cutanea tarda (PCT) are more susceptible to hepatotoxicity (see Section 4.8 Adverse
effects (Undesirable effects)).

4.5 INTERACTIONS WITH OTHER MEDICINES AND OTHER FORMS OF INTERACTIONS

Effects of hydroxychloroquine on other medicinal products:

CYP3A4 substrates

Hydroxychloroguine inhibits CYP3A4 in vitro and PBPK predictions show that hydroxychloroquine is a
moderate CYP3A4 inhibitor in vivo. Hydroxychloroquine would increase the exposures of drugs highly
metabolised by CYP3A4 such as midazolam and simvastatin by 2.1- and 4.2-fold, respectively. An increased
plasma level of ciclosporin (a CYP3A4 and p-gp substrate) was reported when ciclosporin and
hydroxychloroguine were coadministered. Caution is advised (e.g. monitoring for adverse reactions) when
CYP3A4 substrates (such as ciclosporin, statins) are concomitantly administered.

42504 onT N1 ,8090 1.1 2719 Ar9 ,10 [IXa 12 "N 7R 0'0)IIX 'O1IXRO
09-8851444 :oppo 09-8633700 :"70



sanofi

CYP2D6 substrates

Hydroxychloroguine inhibits CYP2D6 in vitro. In patients receiving hydroxychloroguine and a single dose of
metoprolol, a CYP2D6 probe, the Cmax and AUC of metoprolol were increased by 1.7-fold, which suggests
that hydroxychloroguine is a mild inhibitor of CYP2D6. However, given that metoprolol is a moderate
sensitive substrate, the maximum increase in exposure could result in levels considered consistent with a
moderate or strong inhibitor when co-administered with a sensitive substrate. Caution is advised (e.g.
monitoring of adverse reactions or for plasma concentrations as appropriate) when CYP2D6 substrates with
narrow therapeutic index (such as flecainide, propafenone) are concomitantly administered.

4.8 ADVERSE EFFECTS
Hepatobiliary Disorders

Uncommon: abnormal liver function tests

Very rare: fulminant-hepatitis Drug-induced liver injury (DILI) including hepatocellular injury, acute hepatitis
and fulminant hepatitic failure

Skin and Subcutaneous Tissue Disorders

Very rare: butted ueh-asaeuteg alised-exa sleusustels SERedeliat
dermatitisand erythema multiforme, photosensitivity, exfoliative dermatitis, Sweet’s syndrome and severe
cutaneous adverse reactions (SCARs) including Stevens-Johnson syndrome (SJS), Drug Rash with
Eosinophilia and Systemic Symptoms (DRESS syrdreme), toxic epidermal necrolysis (TEN), acute

generalised exanthematous pustolosis (AGEP) phetesensitivity. (see Section 4.4 Special warnings and
precautions for use)
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