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Veklury® 100 mg Powder for Concentrate for Solution for

Infusion (remdesivir 100 mg/vial)
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Veklury is indicated for the treatment of coronavirus disease 2019 (COVID-19) in adults
and in adolescents (aged 12 to less than 18 years and weighing at least 40 kg) with
pneumonia requiring supplemental oxygen (low- or high-flow oxygen or other non-
invasive ventilation at start of treatment).
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https://data.health.gov.il/drugs/index.html#/byDrug
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4.5 Interaction with other medicinal products and other forms of interaction

Pharmacodynamic interactions
Due to antagonism observed in vitro, concomitant use of remdesivir with chloroquine phosphate or
hydroxychloroquine sulphate is not recommended.

Pharmacokinetic interactions

Effects of other medicinal products on remdesivir

In vitro, remdesivir is a substrate for esterases in plasma and tissue, drug metabolizing erzymes
CYP2C8,-C¥P2D6and enzyme CYP3A4; and is a substrate for Organic Anion Transporting
Polypeptides 1B1 (OATP1B1) and P-glycoprotein (P-gp) transporters. GS-704277 (a metabolite of
remdesivir) is a substrate for OATP1B1 and OATP1B3.

A drug-drug interaction study was conducted with remdesivir. Table 2 summarises the
pharmacokinetic effects of studied drugs on remdesivir and metabolites GS-704277 and GS-441524.

Table 2:  Effect of other drugs on remdesivir and metabolites GS-704277 and GS-441524
Co-administered Drug Interaction Recommendation
Dose (mg) Geometric mean change (%) concerning co-
administration
remdesivir:  Chax 149%
Cyclosporin AUC¢ 189% No dose adjustment of
400 single dose GS-704277: Crax 1151% remdesivir is required
AUC, ¢ 1197% when it is co-administered
GS-441524: Conax 17% with inhibitors of
AUC; ¢ o OATP1B1 and OATP1BS.

No interactions are expected when co-administering

remdesivir with inhibitors of OATP1B1/1B3 and/or P-gp.

Carbamazepine
300 twice daily

remdesivir:  Crax
AUC

GS-704277: Crax
AUC

GS-441524: Cpax
AUC;

113%
18%
<«

<>

L nd

117%

No interactions are expected when co-administering
remdesivir with strong CYP3A4 inducers or CYP3A4

inhibitors.

No dose adjustment of
remdesivir is required
when it is co-administered
with strong CYP3A4
and/or P-gp inducers.

NOTE: Interaction study conducted in healthy volunteers.
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Effects of remdesivir on other medicinal products
In vitro, remdesivir is an inhibitor of CYP3A4, UGT1Al, MATEL, OAT3, OCT1, OATP1B1 and
OATPlB3 IFhe-Untll respectlve clinical Felevaneedata become avallable the coadmlnlstratlon of

transporters should be adm+mste#ed—at—least
2-hoursafterremdesivir. considered with caution. Remdesivir induced CYP1A2 and potentially
CYP3A in vitro. Co-administration of remdesivir with CYP1A2 or CYP3A4 substrates with narrow
therapeutic index may lead to loss of their efficacy.

[...]

5.1 Pharmacodynamic properties

[...]

Antiviral activity

For the clinical isolates of the Delta (B.1.617.2) and Omicron (B.1.1.529sub-lineages, BA.1, BA.2,
BA.2.12.1, BA.4 and BA.25) variants, remdesivir also maintained antiviral activity (< 0.67-fold
change) relative to the lineage A SARS-CoV-2 isolates

[...]

5.2 Pharmacokinetic properties

[...]

Elimination

[...]

Pharmacokinetics of remdesivir and metabolites in adults with COVID-19

Pharmacokinetic exposures for remdesivir and its metabolites in adults with COVID-19 are provided
in Table 6.

Table 6:  Multiple dose PK parameters? of remdesivir and metabolites (GS-441524 and
GS-704277) following 1V administration of remdesivir 100 mg to adults with

COVID-19
Mgggfgggjgl ) Remdesivir GS-441524 GS-704277
g]”;;m 0 2700 (2440, 2990) | 143 (135, 152) 198 (180, 218)
é‘lszl‘;;m) 1710 (1480, 1980) | 2410 (2250, 2580) 392 (348, 442)
Cuau(ng/mL) ND 615 (56.5, 66.8) ND

Cl=Confidence Interval; ND=Not detectable (at 24 hours post-dose)
a. Population PK estimates for 30-minute 1V infusion of remdesivir for 3 days (Study GS-US-540-9012, n=147).
b. Geometric mean estimates

Other special populations

Gender race and age

Based on gender, race and age, pharmacokinetic differences on the exposures of remdesivir were
evaluated using population pharmacokinetic analysis. Gender and race did not affect the
pharmacokinetics of remdesivir and its metabolites (GS-704277 and GS-441524). Pharmacokinetic
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exposures of the GS-441524 metabolite were modestly increased in hospitalised COVID-19 patients
> 60 years of age, however no dose adjustment is needed in these patients.

[...]

Hospitalisation

Pharmacokinetic exposures for remdesivir in hospitalised patients with severe COVID-19 pneumonia
were generally within the range of the exposures in non-hospitalised patients. The GS-704277 and
GS-441524 metabolite levels were modestly increased.

Interactions

Remdesivir inhibited CYP3A4 in vitro (see section 4.5). At physiologically relevant concentrations

(steady-state), remdesivir or its metabolites GS-441524 and GS-704277 did not inhibit CYP1A2, 2B6,

208 2C9, 2C19, and 2D6 in V|tr0 Remdeswlr may—hewevee#ansre#ﬁly—mh+bﬂ—@¥ﬁ%86—2@8—2@9
tsHAhi pas-1s not studied-

Ilihe-petennal—fer—a tlme dependent +nh+|emen |nh|b|tor of CYP450 enzymes by—mmdesm—r—was—net
studied in vitro.

Remdesivir induced CYP1A2 and potentially CYP3A4, but not CYP2B6 in vitro (see section 4.5).

In vitro data indicates no clinically relevant inhibition of UGFLALIA3 UGT1A3, 1A4, 1A6, 1A9 or
2B7 by remdesivir or its metabolites GS-441524 and GS-704277. Remdesivir, but not its metabolites,
inhibited UGT1A1 in vitro.

For GS-441524 and GS-704277, the only enzyme for which metabolism could be detected was
UGT1A3.

Remdeswlr |nh|b|ted OAT3, MATE1L, OCT1, OATPlBl and OATPlBS in vitro (see section 4.5).
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