ANTI-COVID-19 DRUGS

DR FOROUZAN AHMADPOUR
CLINICAL PHARMACIST




DRUGS LIST OF COVID-19

- Remdesivir

* Favipiravir

- Atazanavir

* Azitromycin

- Kaletra

- IVIG

* IFN-P

- Hydroxychloroquine



ATAZANAVIR

Reyataz, Atazor, Atavir®
Cap: 100, 150, 200, 300
Tab 300 mg Atazanavir+ 100 mg Ritonavir

Tab 300 mg Atazanavir+100mg Cobicistat \

(Evotaz) .

0 1% ptazanavir Sulphate and

Mechanism of action: Protease Inhibitor 1| ™ Ritonavir Tablets
300 mg/wo mg
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MECHANISM OF ACTION

- ORF1 (Open Reading Frame T)] (pplb, ppla)

3-chymotripsin-like protease (3CL pro Mgro)
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DOSE AND DURATION

Aduli:

One tab 300 mg Atazanavir+ 100 mg Ritonavir with
food for 7-14 days. OR 400 mg Atazanavir with food for
7-14 days.

Children:

<14 kg=not recommended

15-34 kg= 200 mg Atazanavir+ 100 mg Ritonavir
235 kg= 300 mg Atazanavir+ 100 mg Ritonavir



DOSE ADJUSTMENT

* Not renal dose adjustment

- Tab 300 mg Atazanavir+ 100 mg Ritonavir not
recommended in liver failure at any stage.

» Tab 300 mg Atazanavirnot recommended in severe
liver failure.
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PHARMACOKINETIC

» Oral absorption of Atazanavir is dependent on the
acidic environment

- Administrated with food increase oral absorpftion.

* It Is also contraindicated in combination with proton
pump inhibitors.

* Interval for at least 10 hours with neutralizing and
reducing drugs Gastric  acid secretion s
recommended.

« Atazanavir has a hepatic metabolism (CYP3A4)

 Inhibitor of liver enzymes CYP2C?, CYP3A4,
UGT1A) (DRUGS INTERACTION)|



ADVERS EFFECT

* Incidence 210% * Incidence 1-10%

* Increased CPK - Decreased neutrophils
 Increased Total bilirubin ~ « Jaundice

* Fever  Headache

* Rash » Peripheral neuropathy
* Hypercholesterolemia » Vomiting

- Nausead  Dizziness

 Diarrhea - Myalgia

« Cough + Abdominal pain

» Depression



ADVERS EFFECT

Incidence <1
New onset of diabetes

Exacerbation of previous
diabetes and
hyperglycemia
Prolongation of PR
Pancreatitis

Gallbladder disorders

Gallstone and kidney stones
formation



USE IN PREGNANCY AND LACTATION

« Atazanavir has been evaluated in a limited number
of women during pregnancy; Animal and human
information available Atazanavir has not been
shown to increase the risk of major birth defects.
Also Iin pregnant women, Atazanavir should be
taken with ritonavir.

- Atazanavir is excreted in human milk; However,
there is no information on the effect of this drug on
milk production

* It is recommended that the baby not be breastfed.



DRUG INTERACTIONS

«  Concomitant use with inducers CYP3A4 decreased

effectiveness
Rifampin
Barbiturates
Phenytoin
Pioglitazone
Carbamazepine
Corticosteroids

Atazanavir may increase the
serum levels of the following
drugs, lead to serious and even
life-threatening complications
(Concomitant use with CYP3A4
substrates:)

Irinotecan

Triozolam

Oral midazolam

Ergo products intrauterine
Lovastatin

Simvastatin

Ranolazine

Pimozide

Colchicine

Sildenafil



CONTRAINDICATIONS:

 History of severe allergic reactions, such as Stevens-
Johnson syndrome and erythema mulfiforme,

* In people with advanced kidney disease requiring
hemodialysis, severe liver failure
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AZITROMYCIN

& lelerelnte i€ [er el o160 e
« Susp: 100, 200 mg
* Vial: 500 mg

DOSE IN ADULT FOR COVID:
500 mg daily for 7-10 days.

USE IN PREGNANCY AND LACTATION
B category
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| virus | virus 1 induction of

replication (RV) release (RV) Type | and :
type Ill IFNs 1 I1SGs degranulation &

1 PRRs RIG-,
MDAS,

phosTBK1,
(®
Autop)hagy

| autophagy by
inhibition of
vacuolar ATPases
and phagosome-
lysosome fusion

| virus-induced
cytopathic effect

Altered DC
function

1 neutrophil

oxidative burst

| Mucus
hypersecretion

I
o

V“T‘Tdtight junction
integrity

} NLRP3 &
NFkB

| IL-6, CXCL8, CXCL9,
IL-17, sTNF, CSF2

Apoptosis

Chemotaxis
Chemotaxis
Neutrophils

1 cells

| Tcell

numbers 1 Tcell 1 Neutrophil

recruitment apoptosis
Concentrates 100- | Neutrophil
1000 x in phagocyte chemotaxis
lysosomes



PHARMACOKINETICS

+ Creates high concentrations in the lungs,
Leukocytes of polymorphonuclears, human skin
fibroblasts and macrophages

Half life 72h

Food reduces the maximum plasma level and
amount of drug absorption.
ADVERS EFFECT:

Diarrhea (main), increased LFT, Headache,
Decreased hearing
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ADVERS EFFECT

* Incidence 210%  Incidence 1-10%

 Headache * Diarrhea

» Fatigue « Cough

* Nausea * Increase LDH

* Fever and chills » Decreased

e Pain nematocrit

- Vomiting * Increased tofal
plood bilirubin




PRECAUTIONS

Patients prone to acute rendl « Age over 65
dysfunction and renal failure
« Sepsis
- Patients with varying
degrees of renal failure

« Patfients taking nephrotoxic
drugs

* Diabetes mellitus



KALETRA

Tab LOPINAVIR/RITONAVIR

200mg/50mg

Tab LOPINAVIR/RITONAVIR | J
133mg/33mg —_—
Ritonavir Boosting agent Lopinavi/Rionai) |

Loovesere 1)

Mechanism of action: Protease Lo
Inhibitor (Type 1 aspartate 1
protease) |

Reduce pathogenicity and
infectivity



DOSE, PHARMACOKINETIC

i e TS DY ERSIERFERT
- Tab 400/100 lopinavir/ritonavir o AR S
BD for 10-14 DAYS ommon side effects:

- Diarrheq, nausea, vomiting,

iy e SRRy ok 1 abdominal pain and anorexia

* Has a hepatic metabolism . ¥, MR SR,
(CYP3AA4) pper respiratory tract infection

(fever, chills, cough, swollen

lymph nodes)
« DOSE adjustment in hepatic

failure
« Not need in kidney failure



UNCOMMON SIDE EFFECTS

Allergic reactions: hives and itching + Prolongation of QT interval

Pancreatitis: Importance in people

+ Bleeding (cutaneous
with a history of pancreatitis 9 |

hematoma and infra-articular

. . _ bleeding)
Temporary increase in hepatic

tfransaminases included
Hepatitis

Hypertriglyceridemia and
hypercholesterolemia

Insulin resistance and diabetes
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CONTRAINDICATIONS

« Sensitivity to any of the components of the drug
(lupinavir, ...)

- Severe liver failure

« Concomitant use with drugs such as flecainide,
propafenone, dihydroargotamine, ergonovin,
ergotamine, methyl ergonovin, Pimozide,
midazolam, cisapride, triazolam, alfuzosin, rifampin,
loracidone, simvastatin, lovastatin, sildenafil



MONITORING




HYDROXYCHLOROQUINE

« Tab 200 mg
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DOSE

+ 400 mg bd at first day then 200 mg bd for 5-10 days
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« Tab 200 mg

* Pyrazine analog

* Virostatic

« RNA polymerase inhibitor
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