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FACT SHEET FOR HEALTHCARE PROVIDERS:
EMERGENCY USE AUTHORIZATION FOR PAXLOVID™

HIGHLIGHTS OF EMERGENCY USE AUTHORIZATION (EUA)
These highlights of the EUA do not include all the information
needed to use PAXLOVID™ under the EUA. See the FULL FACT
SHEET FOR HEALTHCARE PROVIDERS for PAXLOVID.

PAXLOVID (nirmatrelvir tablets; ritonavir tablets), co-packaged for

oral use
Original EUA Authorized Date: 12/2021

EUA FOR PAXLOVID

The U.S. Food and Drug Administration has issued an EUA for the
emergency use of the unapproved PAXLOVID which includes
nirmatrelvir, a SARS-CoV-2 main protease (Mpro: also referred to as
3CLpro or nsp5 protease) inhibitor, and ritonavir, an HIV-1 protease
inhibitor and CYP3A inhibitor, for the treatment of mild-to-moderate
coronavirus disease 2019 (COVID-19) in adults and pediatric patients

(12 years of age and older weighing at least 40 kg) with positive results

of direct severe acute respiratory syndrome coronavirus 2
(SARS-CoV-2) viral testing, and who are at high risk for progression to
severe COVID-19, including hospitalization or death.

LIMITATIONS OF AUTHORIZED USE

o PAXLOVID is not authorized for initiation of treatment in patients
requiring hospitalization due to severe or critical COVID-19.

e PAXLOVID is not authorized for pre-exposure or post-exposure
prophylaxis for prevention of COVID-19.

e PAXLOVID is not authorized for use longer than 5 consecutive
days.

PAXLOVID may only be prescribed for an individual patient by
physicians, advanced practice registered nurses, and physician
assistants that are licensed or authorized under state law to prescribe
drugs in the therapeutic class to which PAXLOVID belongs (i.e., anti-
infectives).

PAXLOVID is not approved for any use, including for use as treatment
of COVID-19. (1)

PAXLOVID is authorized only for the duration of the declaration that
circumstances exist justifying the authorization of the emergency use
of PAXLOVID under section 564(b)(1) of the Act, 21 U.S.C.

§ 360bbb-3(b)(1), unless the authorization is terminated or revoked
sooner.

See Full Fact Sheet for Healthcare Providers for the justification for
emergency use of drugs during the COVID-19 pandemic, information
on available alternatives, and additional information on COVID-19.

----------------------- DOSAGE AND ADMINISTRATION -e-cesmemeememcemence-

PAXLOVID is nirmatrelvir tablets co-packaged with ritonavir tablets.

(2.1)

Nirmatrelvir must be co-administered with ritonavir. (2.1)

o Initiate PAXLOVID treatment as soon as possible after diagnosis of
COVID-19 and within 5 days of symptom onset. (2.1)

o Administer orally with or without food. (2.1)

e Dosage: 300 mg nirmatrelvir (two 150 mg tablets) with 100 mg
ritonavir (one 100 mg tablet), with all three tablets taken together
twice daily for 5 days. (2.1)

¢ Dose reduction for moderate renal impairment (eGFR 230 to
<60 mL/min): 150 mg nirmatrelvir (one 150 mg tablet) with 100 mg
ritonavir (one 100 mg tablet), with both tablets taken together twice
daily for 5 days. (2.2)

o PAXLOVID is not recommended in patients with severe renal
impairment (eGFR <30 mL/min). (2.2, 8.6)

o PAXLOVID is not recommend in patients with severe hepatic
impairment (Child-Pugh Class C). (2.3, 8.7)

--------------------- DOSAGE FORMS AND STRENGTHS --==s-==ssnmmmneane
e Tablets: nirmatrelvir 150 mg (3)
e Tablets: ritonavir 100 mg (3)

CONTRAINDICATIONS
o History of clinically significant hypersensitivity reactions to the active
ingredients (nirmatrelvir or ritonavir) or any other components. (4)

e Co-administration with drugs highly dependent on CYP3A for
clearance and for which elevated concentrations are associated with
serious and/or life-threatening reactions. (4, 7.3)

e Co-administration with potent CYP3A inducers where significantly
reduced nirmatrelvir or ritonavir plasma concentrations may be
associated with the potential for loss of virologic response and
possible resistance. (4)

----------------------- WARNINGS AND PRECAUTIONS -----ssmmmemmmmmmeeee

e The concomitant use of PAXLOVID and certain other drugs may
result in potentially significant drug interactions. Consult the full
prescribing information prior to and during treatment for potential
drug interactions. (5.1, 7)

¢ Hepatotoxicity: Hepatic transaminase elevations, clinical hepatitis,
and jaundice have occurred in patients receiving ritonavir. (5.2)

e HIV-1 Drug Resistance: PAXLOVID use may lead to a risk of HIV-1
developing resistance to HIV protease inhibitors in individuals with
uncontrolled or undiagnosed HIV-1 infection. (5.3)

ADVERSE REACTIONS
Adverse events (incidence 21% and =5 subject difference) were
dysgeusia, diarrhea, hypertension, and myalgia. (6.1)

You or your designee must report all SERIOUS ADVERSE
EVENTS or MEDICATION ERRORS potentially related to
PAXLOVID (1) by submitting FDA Form 3500 online, (2) by
downloading_this form and then submitting by mail or fax, or (3)
contacting the FDA at 1-800-FDA-1088 to request this form.
Please also provide a copy of this form to Pfizer Inc. at fax
number: 1-866-635-8337. (6.4)

DRUG INTERACTIONS
Co-administration of PAXLOVID can alter the plasma concentrations of
other drugs and other drugs may alter the plasma concentrations of
PAXLOVID. Consider the potential for drug interactions prior to and
during PAXLOVID therapy and review concomitant medications during
PAXLOVID therapy. (2.4, 4,5.1,7,12.3)

See FACT SHEET FOR PATIENTS, PARENTS, AND CAREGIVERS.
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FULL FACT SHEET FOR HEALTHCARE PROVIDERS
1 EMERGENCY USE AUTHORIZATION

The U.S. Food and Drug Administration (FDA) has issued an Emergency Use Authorization (EUA) for
the emergency use of the unapproved product PAXLOVID for the treatment of mild-to-moderate
coronavirus disease 2019 (COVID-19) in adults and pediatric patients (12 years of age and older
weighing at least 40 kg) with positive results of direct severe acute respiratory syndrome coronavirus
2 (SARS-CoV-2) viral testing, and who are at high risk' for progression to severe COVID-19, including
hospitalization or death.

LIMITATIONS OF AUTHORIZED USE
e PAXLOVID is not authorized for initiation of treatment in patients requiring hospitalization due
to severe or critical COVID-19 [see Dosage and Administration (2.1)].2
e PAXLOVID is not authorized for use as pre-exposure or post-exposure prophylaxis for
prevention of COVID-19.
e PAXLOVID is not authorized for use for longer than 5 consecutive days.

PAXLOVID may only be prescribed for an individual patient by physicians, advanced practice
registered nurses, and physician assistants that are licensed or authorized under state law to
prescribe drugs in the therapeutic class to which PAXLOVID belongs (i.e., anti-infectives).
PAXLOVID is not approved for any use, including for use for the treatment of COVID-19.

PAXLOVID is authorized only for the duration of the declaration that circumstances exist justifying the
authorization of the emergency use of PAXLOVID under section 564(b)(1) of the Act, 21 U.S.C.

§ 360bbb-3(b)(1), unless the authorization is terminated or revoked sooner.

Justification for Emergency Use of Drugs During the COVID-19 Pandemic

There is currently an outbreak of COVID-19 caused by SARS-CoV-2, a novel coronavirus. The
Secretary of Health and Human Services (HHS) has declared that:

e A public health emergency related to COVID-19 has existed since January 27, 2020.
e Circumstances exist justifying the authorization of emergency use of drugs and biological
products during the COVID-19 pandemic (March 27, 2020 declaration).

An EUA is a U.S. Food and Drug Administration authorization for the emergency use of an
unapproved product or unapproved use of an approved product (i.e., drug, biological product, or
device) in the United States under certain circumstances including, but not limited to, when the
Secretary of HHS declares that there is a public health emergency that affects the national security or
the health and security of United States citizens living abroad, and that involves biological agent(s) or
a disease or condition that may be attributable to such agent(s). Criteria for issuing an EUA include:

" For information on medical conditions and factors associated with increased risk for progression to severe COVID-19,
see the Centers for Disease Control and Prevention (CDC) website: https://www.cdc.gov/coronavirus/2019-ncov/need-
extra-precautions/people-with-medical-conditions.html. Healthcare providers should consider the benefit-risk for an
individual patient.

2 Patients requiring hospitalization due to severe or critical COVID-19 after starting treatment with PAXLOVID may
complete the full 5-day treatment course per the healthcare provider’s discretion.

Revised: 22 Dec 2021 3



e The biological agent(s) can cause a serious or life-threatening disease or condition;
e Based on the totality of the available scientific evidence (including data from adequate and
well-controlled clinical trials, if available), it is reasonable to believe that
o the product may be effective in diagnosing, treating, or preventing the serious or
life-threatening disease or condition; and
o the known and potential benefits of the product—when used to diagnose, prevent, or
treat such disease or condition—outweigh the known and potential risks of the product,
taking into consideration the material threat posed by the biological agent(s);
e There is no adequate, approved, and available alternative to the product for diagnosing,
preventing, or treating the serious or life-threatening disease or condition.

Information Regarding Available Alternatives for the EUA Authorized Use

There are no approved alternatives to PAXLOVID for the treatment of mild-to-moderate COVID-19 in
adults and pediatric patients (12 years of age and older weighing at least 40 kg) with positive results
of direct SARS-CoV-2 viral testing, and who are at high risk for progression to severe COVID-19,
including hospitalization or death.

Other therapeutics are currently authorized for the same use as PAXLOVID. For additional
information on all products authorized for treatment or prevention of COVID-19, please see
https://www.fda.gov/emergency-preparedness-and-response/mcm-legal-regulatory-and-policy-
framework/emergency-use-authorization.

For information on clinical studies that are testing the use of PAXLOVID in COVID-19, please see
www.clinicaltrials.gov.

2 DOSAGE AND ADMINISTRATION
2.1 Dosage for Emergency Use of PAXLOVID
PAXLOVID is nirmatrelvir tablets co-packaged with ritonavir tablets.

Nirmatrelvir must be co-administered with ritonavir. Failure to correctly co-administer nirmatrelvir with
ritonavir may result in plasma levels of nirmatrelvir that are insufficient to achieve the desired
therapeutic effect.

The dosage for PAXLOVID is 300 mg nirmatrelvir (two 150 mg tablets) with 100 mg ritonavir (one
100 mg tablet) with all three tablets taken together orally twice daily for 5 days. Prescriptions should
specify the numeric dose of each active ingredient within PAXLOVID. Completion of the full 5-day
treatment course and continued isolation in accordance with public health recommendations are
important to maximize viral clearance and minimize transmission of SARS-CoV-2.

The 5-day treatment course of PAXLOVID should be initiated as soon as possible after a diagnosis of
COVID-19 has been made, and within 5 days of symptom onset. Should a patient require
hospitalization due to severe or critical COVID-19 after starting treatment with PAXLOVID, the patient
should complete the full 5-day treatment course per the healthcare provider’s discretion.

If the patient misses a dose of PAXLOVID within 8 hours of the time it is usually taken, the patient

should take it as soon as possible and resume the normal dosing schedule. If the patient misses a
dose by more than 8 hours, the patient should not take the missed dose and instead take the next

Revised: 22 Dec 2021 4



dose at the regularly scheduled time. The patient should not double the dose to make up for a missed
dose.

PAXLOVID (both nirmatrelvir and ritonavir tablets) can be taken with or without food [see Clinical
Pharmacology (12.3)]. The tablets should be swallowed whole and not chewed, broken, or crushed.

2.2 Important Dosing Information in Patients with Renal Impairment

No dosage adjustment is needed in patients with mild renal impairment (eGFR =60 to <90 mL/min). In
patients with moderate renal impairment (eGFR 230 to <60 mL/min), the dosage of PAXLOVID is

150 mg nirmatrelvir and 100 mg ritonavir twice daily for 5 days. Prescriptions should specify the
numeric dose of each active ingredient within PAXLOVID. Providers should counsel patients about
renal dosing instructions [see Patient Counseling Information (17)].

PAXLOVID is not recommended in patients with severe renal impairment (eGFR <30 mL/min) until
more data are available; the appropriate dosage for patients with severe renal impairment has not
been determined [see Use in Specific Populations (8.6) and Clinical Pharmacology (12.3)].

2.3 Use in Patients with Hepatic Impairment

No dosage adjustment is needed in patients with mild (Child-Pugh Class A) or moderate (Child-Pugh
Class B) hepatic impairment. No pharmacokinetic or safety data are available regarding the use of
nirmatrelvir or ritonavir in subjects with severe hepatic impairment (Child-Pugh Class C); therefore,
PAXLOVID is not recommended for use in patients with severe hepatic impairment [see Use in
Specific Populations (8.7)].

2.4 Important Drug Interactions with PAXLOVID

No dosage adjustment is required when co-administered with other products containing ritonavir or
cobicistat.

Patients on ritonavir- or cobicistat-containing HIV or HCV regimens should continue their treatment as
indicated.

Refer to other sections of the Fact Sheet for important drug interactions with PAXLOVID. Consider
the potential for drug interactions prior to and during PAXLOVID therapy and review concomitant
medications during PAXLOVID therapy [see Contraindications (4), Warnings and Precautions (5.1),
and Drug Interactions (7)].

3 DOSAGE FORMS AND STRENGTHS

PAXLOVID is nirmatrelvir tablets co-packaged with ritonavir tablets.

e Nirmatrelviris supplied as oval, pink immediate-release, film-coated tablets debossed with
“‘PFE” on one side and “3CL” on the other side. Each tablet contains 150 mg of nirmatrelvir.

e Ritonavir is supplied as white film-coated ovaloid tablets debossed with the "a" logo and the
code NK. Each tablet contains 100 mg of ritonavir.

Revised: 22 Dec 2021 5



4 CONTRAINDICATIONS

PAXLOVID is contraindicated in patients with a history of clinically significant hypersensitivity
reactions [e.g., toxic epidermal necrolysis (TEN) or Stevens-Johnson syndrome] to its active
ingredients (nirmatrelvir or ritonavir) or any other components of the product.

PAXLOVID is contraindicated with drugs that are highly dependent on CYP3A for clearance and for
which elevated concentrations are associated with serious and/or life-threatening reactions [see Drug
Interactions (7.3)]

Alphat-adrenoreceptor antagonist: alfuzosin

Analgesics: pethidine, piroxicam, propoxyphene

Antianginal: ranolazine

Antiarrhythmic: amiodarone, dronedarone, flecainide, propafenone, quinidine

Anti-gout: colchicine

Antipsychotics: lurasidone, pimozide, clozapine

Ergot derivatives: dihydroergotamine, ergotamine, methylergonovine

HMG-CoA reductase inhibitors: lovastatin, simvastatin

PDES5 inhibitor: sildenafil (Revatio®) when used for pulmonary arterial hypertension (PAH)
Sedative/hypnotics: triazolam, oral midazolam

PAXLOVID is contraindicated with drugs that are potent CYP3A inducers where significantly reduced
nirmatrelvir or ritonavir plasma concentrations may be associated with the potential for loss of
virologic response and possible resistance. PAXLOVID cannot be started immediately after
discontinuation of any of the following medications due to the delayed offset of the recently
discontinued CYP3A inducer [see Drug Interactions (7.3)]:

Anticancer drugs: apalutamide

Anticonvulsant: carbamazepine, phenobarbital, phenytoin
Antimycobacterials: rifampin

Herbal products: St. John’s Wort (hypericum perforatum)

5 WARNINGS AND PRECAUTIONS

There are limited clinical data available for PAXLOVID. Serious and unexpected adverse events may
occur that have not been previously reported with PAXLOVID use.

5.1 Risk of Serious Adverse Reactions Due to Drug Interactions
Initiation of PAXLOVID, a CYP3A inhibitor, in patients receiving medications metabolized by CYP3A
or initiation of medications metabolized by CYP3A in patients already receiving PAXLOVID, may

increase plasma concentrations of medications metabolized by CYP3A.

Initiation of medications that inhibit or induce CYP3A may increase or decrease concentrations of
PAXLOVID, respectively.

These interactions may lead to:

¢ Clinically significant adverse reactions, potentially leading to severe, life-threatening, or fatal
events from greater exposures of concomitant medications.

Revised: 22 Dec 2021 6



e Clinically significant adverse reactions from greater exposures of PAXLOVID.
e Loss of therapeutic effect of PAXLOVID and possible development of viral resistance.

See Table 1 for clinically significant drug interactions, including contraindicated drugs. Consider the
potential for drug interactions prior to and during PAXLOVID therapy; review concomitant medications
during PAXLOVID therapy and monitor for the adverse reactions associated with the concomitant
medications [see Contraindications (4) and Drug Interactions (7)].

5.2 Hepatotoxicity

Hepatic transaminase elevations, clinical hepatitis, and jaundice have occurred in patients receiving
ritonavir. Therefore, caution should be exercised when administering PAXLOVID to patients with
pre-existing liver diseases, liver enzyme abnormalities, or hepatitis.

5.3 Risk of HIV-1 Resistance Development

Because nirmatrelvir is co-administered with ritonavir, there may be a risk of HIV-1 developing
resistance to HIV protease inhibitors in individuals with uncontrolled or undiagnosed HIV-1 infection
[see Dosage and Administration (2.4), Contraindications (4), and Drug Interactions (7)].

6 ADVERSE REACTIONS
6.1 Adverse Reactions from Clinical Studies

The following adverse reactions have been observed in the clinical studies of PAXLOVID that
supported the EUA. The adverse reaction rates observed in these clinical studies cannot be directly
compared to rates in the clinical studies of another drug and may not reflect the rates observed in
clinical practice. Additional adverse events associated with PAXLOVID may become apparent with
more widespread use.

The safety of PAXLOVID is based on data from Study C4671005 (EPIC-HR), a Phase 2/3
randomized, placebo-controlled trial in non-hospitalized adult subjects with a laboratory confirmed
diagnosis of SARS-CoV-2 infection [see Clinical Studies (14.1)]. A total of 2,224 symptomatic adult
subjects 18 years of age and older who are at high risk of developing severe COVID-19 illness
received at least one dose of either PAXLOVID (n=1,109) or placebo (n=1,115). Adverse events were
those reported while subjects were on study medication and through Day 34 after initiating study
treatment. PAXLOVID [300 mg nirmatrelvir (two 150 mg tablets) with 100 mg ritonavir] or matching
placebo were to be taken twice daily for 5 days.

Adverse events (all grades regardless of causality) in the PAXLOVID group (=1%) that occurred at a
greater frequency (25 subject difference) than in the placebo group were dysgeusia (6% and <1%,
respectively), diarrhea (3% and 2%), hypertension (1% and <1%), and myalgia (1% and <1%).

The proportions of subjects who discontinued treatment due to an adverse event were 2% in the
PAXLOVID group and 4% in the placebo group.

6.4 Required Reporting for Serious Adverse Events and Medication Errors

The prescribing healthcare provider and/or the provider’s designee are/is responsible for mandatory
reporting of all serious adverse events* and medication errors potentially related to PAXLOVID within
7 calendar days from the onset of the event, using FDA Form 3500 (for information on how to access
Revised: 22 Dec 2021 7



this form, see below). The FDA recommends that such reports, using FDA Form 3500, include the
following:

Patient demographics and baseline characteristics (e.g., patient identifier, age or date of birth,
gender, weight, ethnicity, and race).

A statement " PAXLOVID use for COVID-19 under Emergency Use Authorization (EUA)”
under the “Describe Event, Problem, or Product Use/Medication Error” heading.
Information about the serious adverse event or medication error (e.g., signs and symptoms,
test/laboratory data, complications, timing of drug initiation in relation to the occurrence of the
event, duration of the event, treatments required to mitigate the event, evidence of event
improvement/disappearance after stopping or reducing the dosage, evidence of event
reappearance after reintroduction, clinical outcomes).

Patient’s pre-existing medical conditions and use of concomitant products.

Information about the product (e.g., dosage, route of administration, NDC #).

Submit adverse event and medication error reports, using Form 3500, to FDA MedWatch using one
of the following methods:

Complete and submit the report online: https://www.fda.gov/medwatch/report.htm
Complete and submit a postage-paid FDA Form 3500
(https://www.fda.gov/media/76299/download) and return by:

o Mail to MedWatch, 5600 Fishers Lane, Rockville, MD 20852-9787, or

o Faxto 1-800-FDA-0178, or
Call 1-800-FDA-1088 to request a reporting form

In addition, please provide a copy of all FDA MedWatch forms to:

Website Fax number Telephone number

www.pfizersafetyreporting.com 1-866-635-8337 1-800-438-1985

The prescribing healthcare provider and/or the provider's designee is/are to provide mandatory
responses to requests from FDA for information about adverse events and medication errors
associated with PAXLOVID.

*Serious adverse events are defined as:

Death or a life-threatening adverse event;

A medical or surgical intervention to prevent death, a life-threatening event, hospitalization,
disability, or congenital anomaly;

Inpatient hospitalization or prolongation of existing hospitalization;

A persistent or significant incapacity or substantial disruption of the ability to conduct normal
life functions; or

A congenital anomaly/birth defect.
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7 DRUG INTERACTIONS

7.1  Potential for PAXLOVID to Affect Other Drugs

PAXLOVID (nirmatrelvir co-packaged with ritonavir) is an inhibitor of CYP3A and may increase
plasma concentrations of drugs that are primarily metabolized by CYP3A. Co-administration of
PAXLOVID with drugs highly dependent on CYP3A for clearance and for which elevated plasma
concentrations are associated with serious and/or life-threatening events is contraindicated [see
Contraindications (4) and Table 1]. Co-administration with other CYP3A substrates may require a
dose adjustment or additional monitoring as shown in Table 1.

7.2 Potential for Other Drugs to Affect PAXLOVID

Nirmatrelvir and ritonavir are CYP3A substrates; therefore, drugs that induce CYP3A may decrease
nirmatrelvir and ritonavir plasma concentrations and reduce PAXLOVID therapeutic effect.

7.3 Established and Other Potentially Significant Drug Interactions

Table 1 provides listing of clinically significant drug interactions, including contraindicated drugs.
Drugs listed in Table 1 are a guide and not considered a comprehensive list of all possible drugs that
may interact with PAXLOVID. The healthcare provider should consult appropriate references for
comprehensive information [see Contraindications (4)].

Table 1: Established and Other Potentially

y Significant Drug Interactions

Effect on

Drug Class Drugs within Class Concentration Clinical Comments

Alpha alfuzosin 1 alfuzosin Co-administration contraindicated

1-adrenoreceptor due to potential hypotension [see

antagonist Contraindications (4)].

Analgesics pethidine, 1 pethidine Co-administration contraindicated
piroxicam, 1 piroxicam due to potential for serious
propoxyphene 1 propoxyphene respiratory depression or

hematologic abnormalities [see
Contraindications (4)].

Antianginal ranolazine 1 ranolazine Co-administration contraindicated
due to potential for serious and/or
life-threatening reactions [see
Contraindications (4)].

Antiarrhythmics amiodarone, 1 antiarrhythmic Co-administration contraindicated
dronedarone, due to potential for cardiac
flecainide, arrhythmias [see Contraindications
propafenone, (4)].
quinidine

Antiarrhythmics bepridil, 1 antiarrhythmic Caution is warranted and therapeutic
lidocaine (systemic) concentration monitoring is

recommended for antiarrhythmics if
available.

Anticancer drugs apalutamide | nirmatrelvir/ritonavir | Co-administration contraindicated
due to potential loss of virologic
response and possible resistance
[see Contraindications (4)].
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Table 1: Established and Other Potentially

Significant Drug Interactions

Drug Class

Drugs within Class

Effect on
Concentration

Clinical Comments

Anticancer drugs abemaciclib, 1 anticancer drug Avoid co-administration of
ceritinib, encorafenib or ivosidenib due to
dasatinib, potential risk of serious adverse
encorafenib, events such as QT interval
ibrutinib, prolongation. Avoid use of neratinib,
ivosidenib, venetoclax or ibrutinib.
neratinib,
nilotinib, Co-administration of vincristine and
venetoclax, vinblastine may lead to significant
vinblastine, hematologic or gastrointestinal side
vincristine effects.
For further information, refer to
individual product label for
anticancer drug.

Anticoagulants warfarin 1| warfarin Closely monitor INR if
co-administration with warfarin is
necessary.

rivaroxaban 1 rivaroxaban Increased bleeding risk with

rivaroxaban. Avoid concomitant use.

Anticonvulsants

carbamazepine?,

| nirmatrelvir/ritonavir

Co-administration contraindicated

phenobarbital, due to potential loss of virologic

phenytoin 1 carbamazepine response and possible resistance
| phenobarbital [see Contraindications (4)].
| phenytoin

Antidepressants bupropion | bupropion and active | Monitor for an adequate clinical

metabolite hydroxy- response to bupropion.
bupropion

trazodone 1 trazodone Adverse reactions of nausea,

dizziness, hypotension, and syncope
have been observed following
co-administration of trazodone and
ritonavir. A lower dose of trazodone
should be considered. Refer to
trazadone product label for further
information.

Antifungals

voriconazole,

ketoconazole,
isavuconazonium
sulfate
itraconazole?

| voriconazole

1 ketoconazole

1 isavuconazonium
sulfate

1 itraconazole

1 nirmatrelvir/ritonavir

Avoid concomitant use of
voriconazole.

Refer to ketoconazole,
isavuconazonium sulfate, and
itraconazole product labels for
further information.
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Table 1: Established and Other Potentially

Significant Drug Interactions

Effect on
Drug Class Drugs within Class Concentration Clinical Comments
Anti-gout colchicine 1 colchicine Co-administration contraindicated

due to potential for serious and/or
life-threatening reactions in patients
with renal and/or hepatic impairment
[see Contraindications (4)].

bictegravir/
emtricitabine/
tenofovir

1 bictegravir
< emtricitabine
1 tenofovir

Anti-HIV protease | amprenavir, 1 protease Inhibitor For further information, refer to the
inhibitors atazanauvir, respective protease inhibitors’
darunavir, prescribing information.
fosamprenavir,
indinavir, Patients on ritonavir- or
nelfinavir, cobicistat-containing HIV regimens
saquinauvir, should continue their treatment as
tipranavir indicated. Monitor for increased
PAXLOVID or protease inhibitor
adverse events with concomitant use
of these protease inhibitors [see
Dosage and Administration (2.4)].
Anti-HIV didanosine, 1 didanosine For further information, refer to the
delavirdine, 1 efavirenz respective anti-HIV drugs prescribing
efavirenz, 1 maraviroc information.
maraviroc,
nevirapine, | raltegravir
raltegravir, | zidovudine
zidovudine

Anti-infective

clarithromycin,
erythromycin

1 clarithromycin
1 erythromycin

Refer to the respective prescribing
information for anti-infective dose
adjustment.

Antimycobacterial

rifampin

| nirmatrelvir/ritonavir

Co-administration contraindicated
due to potential loss of virologic
response and possible resistance.
Alternate antimycobacterial drugs
such as rifabutin should be
considered [see Contraindications

(4)].

Antimycobacterial

bedaquiline

rifabutin

1 bedaquiline

1 rifabutin

Refer to the bedaquiline product
label for further information.

Refer to rifabutin product label for
further information on rifabutin dose
reduction.

Antipsychotics

lurasidone,
pimozide,
clozapine

1 lurasidone
1 pimozide
1 clozapine

Co-administration contraindicated
due to serious and/or life-threatening
reactions such as cardiac
arrhythmias [see Contraindications

(4)]
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Table 1: Established and Other Potentially

Significant Drug Interactions

Effect on
Drug Class Drugs within Class Concentration Clinical Comments
Antipsychotics quetiapine 1 quetiapine If co-administration is necessary,

reduce quetiapine dose and monitor
for quetiapine-associated adverse
reactions. Refer to the quetiapine
prescribing information for
recommendations.

Calcium channel
blockers

amlodipine,
diltiazem,
felodipine,
nicardipine,
nifedipine

1 calcium channel
blocker

Caution is warranted and clinical
monitoring of patients is
recommended. A dose decrease
may be needed for these drugs
when co-administered with
PAXLOVID.

If co-administered, refer to individual
product label for calcium channel
blocker for further information.

Cardiac glycosides

digoxin

1 digoxin

Caution should be exercised when
co-administering PAXLOVID with
digoxin, with appropriate monitoring
of serum digoxin levels.

Refer to the digoxin product label for
further information.

Endothelin
receptor
Antagonists

bosentan

1 bosentan

Discontinue use of bosentan at least
36 hours prior to initiation of
PAXLOVID.

Refer to the bosentan product label
for further information.

Ergot derivatives

dihydroergotamine,
ergotamine,
methylergonovine

1 dihydroergotamine
1 ergotamine
1 methylergonovine

Co-administration contraindicated
due to potential for acute ergot
toxicity characterized by vasospasm
and ischemia of the extremities and
other tissues including the central
nervous system [see
Contraindications (4)].
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Table 1: Established and Other Potentially

Significant Drug Interactions

acting antivirals

glecaprevir/pibrentasv
ir

ombitasvir/paritaprevir
[ritonavir and
dasabuvir

sofosbuvir/velpatasvir/
voxilaprevir

Effect on
Drug Class Drugs within Class Concentration Clinical Comments
Hepatitis C direct elbasvir/grazoprevir, 1 antiviral Increased grazoprevir

concentrations can result in ALT
elevations.

It is not recommended to
co-administer ritonavir with
glecaprevir/pibrentasvir.

Refer to the
ombitasvir/paritaprevir/ritonavir and
dasabuvir label for further
information.

Refer to the
sofosbuvir/velpatasvir/voxilaprevir
product label for further information.

Patients on ritonavir-containing HCV
regimens should continue their
treatment as indicated. Monitor for
increased PAXLOVID or HCV drug
adverse events with concomitant use
[see Dosage and Administration

(2.4)].

Herbal products

St. John’s Wort

| nirmatrelvir/ritonavir

Co-administration contraindicated

(hypericum due to potential loss of virologic
perforatum) response and possible resistance
[see Contraindications (4)].
HMG-CoA lovastatin, 1 lovastatin Co-administration contraindicated
reductase simvastatin 1 simvastatin due to potential for myopathy
inhibitors including rhabdomyolysis [see
Contraindications (4)].
Discontinue use of lovastatin and
simvastatin at least 12 hours prior to
initiation of PAXLOVID.
HMG-CoA atorvastatin, 1 atorvastatin Consider temporary discontinuation
reductase rosuvastatin 1 rosuvastatin of atorvastatin and rosuvastatin
inhibitors during treatment with PAXLOVID.
Hormonal ethinyl estradiol | ethinyl estradiol An additional, non-hormonal method
contraceptive of contraception should be

considered.
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Table 1: Established and Other Potentially

Significant Drug Interactions

Drug Class

Drugs within Class

Effect on
Concentration

Clinical Comments

Immunosuppressa
nts

cyclosporine,
tacrolimus,
sirolimus

1 cyclosporine
1 tacrolimus
1 sirolimus

Therapeutic concentration
monitoring is recommended for
immunosuppressants.

Avoid use of PAXLOVID when close
monitoring of immunosuppressant
serum concentrations is not feasible.

Avoid concomitant use of sirolimus
and PAXLOVID.

If co-administered, refer to individual
product label for
immunosuppressant for further
information.

Long-acting
beta-adrenoceptor
agonist

salmeterol

1 salmeterol

Co-administration is not
recommended. The combination
may result in increased risk of
cardiovascular adverse events
associated with salmeterol, including
QT prolongation, palpitations, and
sinus tachycardia.

Narcotic
analgesics

fentanyl

methadone

1 fentanyl

| methadone

Careful monitoring of therapeutic
and adverse effects (including
potentially fatal respiratory
depression) is recommended when
fentanyl is concomitantly
administered with PAXLOVID.

Monitor methadone-maintained
patients closely for evidence of
withdrawal effects and adjust the
methadone dose accordingly.

PDES5 inhibitor sildenafil (Revatio®) 1 sildenafil Co-administration contraindicated
when used for due to the potential for sildenafil
pulmonary arterial associated adverse events, including
hypertension visual abnormalities hypotension,

prolonged erection, and syncope
[see Contraindications (4)].
Sedative/hypnotics | triazolam, 1 triazolam Co-administration contraindicated

oral midazolam

1 midazolam

due to potential for extreme sedation
and respiratory depression [see
Contraindications (4)].
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Table 1: Established and Other Potentially

Significant Drug Interactions

triamcinolone

Effect on
Drug Class Drugs within Class Concentration Clinical Comments
Sedative/hypnotics | midazolam 1 midazolam Co-administration of midazolam
(administered (parenteral) should be done in a
parenterally) setting which ensures close clinical
monitoring and appropriate medical
management in case of respiratory
depression and/or prolonged
sedation. Dosage reduction for
midazolam should be considered,
especially if more than a single dose
of midazolam is administered.
Refer to the midazolam product label
for further information.
Systemic betamethasone, 1 corticosteroid Increased risk for Cushing’s
corticosteroids budesonide, syndrome and adrenal suppression.
ciclesonide, Alternative corticosteroids including
dexamethasone, beclomethasone and prednisolone
fluticasone, should be considered.
methylprednisolone,
mometasone,
prednisone,

a. See Pharmacokinetics, Drug Interaction Studies Conducted with Nirmatrelvir and Ritonavir (12.3).

8 USE IN SPECIFIC POPULATIONS

8.1  Pregnancy

Risk Summary

There are no available human data on the use of nirmatrelvir during pregnancy to evaluate for a
drug-associated risk of major birth defects, miscarriage, or adverse maternal or fetal outcomes.
Published observational studies on ritonavir use in pregnant women have not identified an increase in
the risk of major birth defects. Published studies with ritonavir are insufficient to identify a
drug-associated risk of miscarriage (see Data). There are maternal and fetal risks associated with

untreated COVID-19 in pregnancy (see Clinical Considerations).

In an embryo-fetal development study with nirmatrelvir, reduced fetal body weights following oral
administration of nirmatrelvir to pregnant rabbits were observed at systemic exposures (AUC)
approximately 10 times higher than clinical exposure at the authorized human dose of PAXLOVID. No
other adverse developmental outcomes were observed in animal reproduction studies with
nirmatrelvir at systemic exposures (AUC) greater than or equal to 3 times higher than clinical

exposure at the authorized human dose of PAXLOVID (see Data).

In animal reproduction studies with ritonavir, no evidence of adverse developmental outcomes was
observed following oral administration of ritonavir to pregnant rats and rabbits at doses (based on
body surface area conversions) or systemic exposures (AUC) greater than or equal to 3 times higher
than clinical doses or exposure at the authorized human dose of PAXLOVID (see Data).

The estimated background risk of major birth defects and miscarriage for the indicated population is
unknown. All pregnancies have a risk of birth defect, loss, or other adverse outcomes. In the U.S.
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general population, the estimated background risk of major birth defects and miscarriage in clinically
recognized pregnancies is 2% to 4% and 15% to 20%, respectively.

Clinical Considerations

Disease-associated Maternal and/or Embryo-fetal Risk

COVID-19 in pregnancy is associated with adverse maternal and fetal outcomes, including
preeclampsia, eclampsia, preterm birth, premature rupture of membranes, venous thromboembolic
disease, and fetal death.

Data
Human Data

Ritonavir

Based on prospective reports to the antiretroviral pregnancy registry of live births following exposure
to ritonavir-containing regimens (including over 3,400 live births exposed in the first-trimester and
over 3,500 live births exposed in the second and third trimesters), there was no difference in the rate
of overall birth defects for ritonavir compared with the background birth defect rate of 2.7% in the U.S.
reference population of the Metropolitan Atlanta Congenital Defects Program (MACDP). The
prevalence of birth defects in live births was 2.3% (95% confidence interval [Cl]: 1.9%-2.9%) following
first-trimester exposure to ritonavir-containing regimens and 2.9% (95% CI: 2.4%-3.6%) following
second and third trimester exposure to ritonavir-containing regimens. While placental transfer of
ritonavir and fetal ritonavir concentrations are generally low, detectable levels have been observed in
cord blood samples and neonate hair.

Animal Data

Nirmatrelvir

Embryo-fetal developmental (EFD) toxicity studies were conducted in pregnant rats and rabbits
administered oral nirmatrelvir doses of up to 1,000 mg/kg/day during organogenesis [on Gestation
Days (GD) 6 through 17 in rats and 6 through 19 in rabbits]. No biologically significant developmental
effects were observed in the rat EFD study. At the highest dose of 1,000 mg/kg/day, the systemic
nirmatrelvir exposure (AUC24) in rats was approximately 8 times higher than clinical exposures at the
authorized human dose of PAXLOVID. In the rabbit EFD study, lower fetal body weights (9%
decrease) were observed at 1,000 mg/kg/day in the absence of significant maternal toxicity findings.
At 1,000 mg/kg/day, the systemic exposure (AUCz24) in rabbits was approximately 10 times higher
than clinical exposures at the authorized human dose of PAXLOVID. No other significant
developmental toxicities (malformations and embryo-fetal lethality) were observed at up to the highest
dose tested, 1,000 mg/kg/day. No developmental effects were observed in rabbits at 300 mg/kg/day
resulting in systemic exposure (AUC24) approximately 3 times higher than clinical exposures at the
authorized human dose of PAXLOVID. A pre- and postnatal developmental (PPND) study in pregnant
rats administered oral nirmatrelvir doses of up to 1,000 mg/kg/day from GD 6 through Lactation

Day (LD) 20 is ongoing and only interim data through postnatal day (PND) 56 are currently available.
Although no difference in body weight was noted at birth when comparing offspring born to
nirmatrelvir treated versus control animals, a decrease (8% in males and females) in the body weight
of offspring was observed at PND 17. No significant differences in offspring body weight were
observed from PND 28 to PND 56. The maternal systemic exposure (AUC24) at 1,000 mg/kg/day was
approximately 8 times higher than clinical exposures at the authorized human dose of PAXLOVID. No
body weight changes in the offspring were noted at 300 mg/kg/day, resulting in systemic exposure
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(AUC24) approximately 5 times higher than clinical exposures at the authorized human dose of
PAXLOVID.

Ritonavir

Ritonavir was administered orally to pregnant rats (at 0, 15, 35, and 75 mg/kg/day) and rabbits (at O,
25, 50, and 110 mg/kg/day) during organogenesis (on GD 6 through 17 and 6 through 19,
respectively). No evidence of teratogenicity due to ritonavir was observed in rats and rabbits at
systemic exposures (AUC) approximately 4 times higher than exposure at the authorized human
dose of PAXLOVID. Increased incidences of early resorptions, ossification delays, and developmental
variations, as well as decreased fetal body weights were observed in rats in the presence of maternal
toxicity, at systemic exposures approximately 4 times higher than exposure at the authorized human
dose of PAXLOVID. A slight increase in the incidence of cryptorchidism was also noted in rats (at a
maternally toxic dose) at an exposure approximately 5 times the exposure at the authorized human
dose of PAXLOVID. In rabbits, resorptions, decreased litter size, and decreased fetal weights were
observed at maternally toxic doses approximately 11 times higher than the authorized human dose of
PAXLOVID, based on a body surface area conversion factor. In a pre- and postnatal development
study in rats, administration of 0, 15, 35, and 60 mg/kg/day ritonavir from GD 6 through postnatal day
20 resulted in no developmental toxicity, at ritonavir doses 3 times higher than the authorized human
dose of PAXLOVID, based on a body surface area conversion factor.

8.2 Lactation

Risk Summary

There are no available data on the presence of nirmatrelvir in human or animal milk, the effects on
the breastfed infant, or the effects on milk production. A transient decrease in body weight was
observed in the nursing offspring of rats administered nirmatrelvir (see Data). Limited published data
reports that ritonavir is present in human milk. There is no information on the effects of ritonavir on
the breastfed infant or the effects of the drug on milk production. The developmental and health
benefits of breastfeeding should be considered along with the mother's clinical need for PAXLOVID
and any potential adverse effects on the breastfed infant from PAXLOVID or from the underlying
maternal condition. Breastfeeding individuals with COVID-19 should follow practices according to
clinical guidelines to avoid exposing the infant to COVID-19.

Data

In the pre- and postnatal developmental study, body weight decreases (up to 8%) were observed in
the offspring of pregnant rats administered nirmatrelvir at maternal systemic exposure (AUC24)
approximately 8 times higher than clinical exposures at the authorized human dose of PAXLOVID. No
body weight changes in the offspring were noted at maternal systemic exposure (AUC24)
approximately 5 times higher than clinical exposures at the authorized human dose of PAXLOVID.

8.3 Females and Males of Reproductive Potential

Contraception

Use of ritonavir may reduce the efficacy of combined hormonal contraceptives. Advise patients using
combined hormonal contraceptives to use an effective alternative contraceptive method or an
additional barrier method of contraception [see Drug Interactions (7.3)].
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8.4 Pediatric Use

PAXLOVID is not authorized for use in pediatric patients younger than 12 years of age or weighing
less than 40 kg. The safety and effectiveness of PAXLOVID have not been established in pediatric
patients. The authorized adult dosing regimen is expected to result in comparable serum exposures
of nirmatrelvir and ritonavir in patients 12 years of age and older and weighing at least 40 kg as
observed in adults, and adults with similar body weight were included in the trial EPIC-HR [see
Adverse Reactions (6.1), Clinical Pharmacology (12.3), and Clinical Studies (14)].

8.5 Geriatric Use

Clinical studies of PAXLOVID include subjects 65 years of age and older and their data contributes to
the overall assessment of safety and efficacy [see Adverse Reactions (6.1) and Clinical Studies
(14.1)]. Of the total number of subjects in EPIC-HR randomized to receive PAXLOVID (N=1,120),
13% were 65 years of age and older and 3% were 75 years of age and older.

8.6 Renal Impairment

Systemic exposure of nirmatrelvir increases in renally impaired patients with increase in the severity
of renal impairment [see Clinical Pharmacology (12.3)].

No dosage adjustment is needed in patients with mild renal impairment. In patients with moderate
renal impairment (eGFR =30 to <60 mL/min), reduce the dose of PAXLOVID to 150 mg nirmatrelvir
and 100 mg ritonavir twice daily for 5 days. Prescriptions should specify the numeric dose of each
active ingredient within PAXLOVID. Providers should counsel patients about renal dosing instructions
[see Patient Counseling Information (17)].

PAXLOVID is not recommended in patients with severe renal impairment (eGFR <30 mL/min based
on CKD-EPI formula) until more data are available; the appropriate dosage for patients with severe
renal impairment has not been determined.

8.7 Hepatic Impairment

No dosage adjustment of PAXLOVID is needed for patients with either mild (Child-Pugh Class A) or
moderate (Child-Pugh Class B) hepatic impairment. No pharmacokinetic or safety data are available
regarding the use of nirmatrelvir or ritonavir in subjects with severe hepatic impairment (Child-Pugh
Class C), therefore, PAXLOVID is not recommended for use in patients with severe hepatic
impairment [see Warnings and Precautions (5.2) and Clinical Pharmacology (12.3)].

10 OVERDOSAGE
Treatment of overdose with PAXLOVID should consist of general supportive measures including

monitoring of vital signs and observation of the clinical status of the patient. There is no specific
antidote for overdose with PAXLOVID.
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11 DESCRIPTION

PAXLOVID is nirmatrelvir tablets co-packaged with ritonavir tablets. Nirmatrelvir is a SARS-CoV-2
main protease (Mpro) inhibitor, and ritonavir is an HIV-1 protease inhibitor and CYP3A inhibitor.

Nirmatrelvir

The chemical name of active ingredient of nirmatrelvir is (1R,2S,5S)-N-((1S)-1-Cyano-2-((3S)-2-
oxopyrrolidin-3-yl)ethyl)-3-((2S)-3,3-dimethyl-2-(2,2,2-trifluoroacetamido)butanoyl)-6,6-dimethyl-3-
azabicyclo[3.1.0]hexane-2-carboxamide]. It has a molecular formula of C23H32F3N504 and a molecular
weight of 499.54. Nirmatrelvir has the following structural formula:
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Nirmatrelvir is available as immediate-release, film-coated tablets. Each tablet contains 150 mg
nirmatrelvir with the following inactive ingredients: colloidal silicon dioxide, croscarmellose sodium,
lactose monohydrate, microcrystalline cellulose, and sodium stearyl fumarate. The following are the
ingredients in the film coating: hydroxy propyl methylcellulose, iron oxide red, polyethylene glycol, and
titanium dioxide.

Ritonavir

Ritonavir is chemically designated as 10-Hydroxy-2-methyl-5-(1-methylethyl)-1- [2-(1 methylethyl)-4-
thiazolyl]-3,6-dioxo-8,11-bis(phenylmethyl)-2,4,7,12- tetraazatridecan-13-oic acid, 5-thiazolylmethyl
ester, [5S-(5R*,8R*,10R*,11R*)]. Its molecular formula is C37H4sNeO5S2, and its molecular weight is
720.95. Ritonavir has the following structural formula:

AT

Ritonavir is available as film-coated tablets. Each tablet contains 100 mg ritonavir with the following
inactive ingredients: anhydrous dibasic calcium phosphate, colloidal silicon dioxide, copovidone,
sodium stearyl fumarate, and sorbitan monolaurate. The following are the ingredients in the film
coating: colloidal silicon dioxide, hydroxypropyl cellulose, hypromellose, polyethylene glycol 400,
polyethylene glycol 3350, polysorbate 80, talc, and titanium dioxide.
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12 CLINICAL PHARMACOLOGY
12.1 Mechanism of Action

Nirmatrelvir is a peptidomimetic inhibitor of the SARS-CoV-2 main protease (Mpro), also referred to
as 3C-like protease (3CLpro) or nsp5 protease. Inhibition of SARS-CoV-2 Mpro renders it incapable
of processing polyprotein precursors, preventing viral replication. Nirmatrelvir inhibited the activity of
recombinant SARS-CoV-2 Mpro in a biochemical assay with a Ki value of 3.1 nM and an ICso value of
19.2 nM. Nirmatrelvir was found to bind directly to the SARS-CoV-2 Mpro active site by X-ray
crystallography.

Ritonavir is an HIV-1 protease inhibitor but is not active against SARS-CoV-2 Mpro. Ritonavir inhibits
the CYP3A-mediated metabolism of nirmatrelvir, resulting in increased plasma concentrations of
nirmatrelvir.

12.3 Pharmacokinetics

The pharmacokinetics of nirmatrelvir/ritonavir have been studied in healthy subjects.

Ritonavir is administered with nirmatrelvir as a pharmacokinetic enhancer resulting in higher systemic
concentrations and longer half-life of nirmatrelvir, thereby supporting a twice daily administration
regimen.

Upon oral administration of nirmatrelvir/ritonavir, the increase in systemic exposure appears to be
less than dose proportional up to 750 mg as a single dose and up to 500 mg twice daily as multiple
doses. Twice daily dosing over 10 days achieved steady-state on Day 2 with approximately 2-fold
accumulation. The pharmacokinetic properties of nirmatrelvir/ritonavir are displayed in Table 2.

Table 2: Pharmacokinetic Properties of Nirmatrelvir and Ritonavir in Healthy Subjects

Nirmatrelvir (When Given
With Ritonavir) Ritonavir

Absorption
Tmax (h), median | 3.002 \ 3.98?
Distribution
% bound to human plasma 69% 98-99%
proteins
Blood-to-plasma ratio 0.60 0.14¢
VZ/F (L), mean 104.7° 112.4°
Elimination
Major route of elimination Renal elimination® Hepatic metabolism
Half-life (t1,2) (hr), mean 6.05% 6.152
Oral clearance (CL/F), mean 8.99P 13.92b
Metabolism
Metabolic pathways Minimal® Major CYP3A4, Minor CYP2D6
Excretion
% drug-related material in 49.6%° 86.4%'
feces
% drug-related material in 35.3%® 11.3%f
urine
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Table 2: Pharmacokinetic Properties of Nirmatrelvir and Ritonavir in Healthy Subjects

a. Represents data after a single dose of 300 mg nirmatrelvir (2 x 150 mg tablet formulation) administered together with
100 mg ritonavir tablet in healthy subjects.

b. 300 mg nirmatrelvir (oral suspension formulation) and 100 mg ritonavir (tablet formulation) administered together twice a

day for 3 days.

Red blood cell to plasma ratio.

Nirmatrelvir is a CYP3A4 substrate but when dosed with ritonavir metabolic clearance is minimal.

e. Determined by '"®F-NMR analysis following 300 mg oral suspension enhanced with 100 mg ritonavir at -12 hours, 0 hours,
12 hours, and 24 hours.

f.  Determined by 'C analysis following 600 mg “C-ritonavir oral solution.

oo

Single dose pharmacokinetic data of PAXLOVID in healthy subjects is depicted below (Table 3).

Table 3: Single Dose Pharmacokinetics of Nirmatrelvir Following Dosing with
300 mg/100 mg Nirmatrelvir/Ritonavir in Healthy Subjects

Nirmatrelvir
PK Parameter (units) (N=12)
Crmax (Mg/mL) 2.21 (33)
AUCinf (ug*hr/mL) 23.01 (23)
Tmax (hr) 3.00 (1.02-6.00)
T2 (hr) 6.05+1.79

Represents data from 2 x 150 mg tablets of nirmatrelvir. Values are presented as geometric mean (geometric % CV) except
median (range) for Tmax and arithmetic mean = SD for T1.2.

Effect of Food on Oral Absorption of Nirmatrelvir

Dosing with a high fat meal modestly increased the exposure of nirmatrelvir (approximately 15%
increase in mean Cmax and 1.6% increase in mean AUCiast) relative to fasting conditions following
administration of a suspension formulation of nirmatrelvir co-administered with ritonavir tablets.

Specific Populations

The pharmacokinetics of nirmatrelvir/ritonavir based on age and gender have not been evaluated.

Pediatric Patients
The pharmacokinetics of nirmatrelvir/ritonavir in patients less than 18 years of age have not been
evaluated.

Using a population PK model, the dosing regimen is expected to result in comparable steady-state
plasma exposure of nirmatrelvir in patients 12 years of age and older and weighing at least 40 kg to
those observed in adults after adjusting for body weight.

Racial or Ethnic Groups
Systemic exposure in Japanese subjects was numerically lower but not clinically meaningfully
different than those in Western subjects.

Patients with Renal Impairment

An open-label study compared nirmatrelvir/ritonavir pharmacokinetics in healthy adult subjects and
subjects with mild (eGFR 260 to <90 mL/min), moderate (eGFR =30 to <60 mL/min), and severe
(eGFR <30 mL/min) renal impairment following administration of a single oral dose of nirmatrelvir
100 mg enhanced with ritonavir 100 mg administered at -12, 0, 12, and 24 hours. Compared to
healthy controls with no renal impairment, the Cmax and AUC of nirmatrelvir in patients with mild renal
impairment was 30% and 24% higher, in patients with moderate renal impairment was 38% and 87%
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higher, and in patients with severe renal impairment was 48% and 204% higher, respectively

(Table 4).

Table 4: Impact of Renal Impairment on Nirmatrelvir/Ritonavir Pharmacokinetics

Normal Renal Mild Renal Moderate Renal Severe Renal
Function Impairment Impairment Impairment
(n=8) (n=8) (n=8) (n=8)
Cmax (ug/mL) 1.60 (31) 2.08 (29) 2.21 (17) 2.37 (38)
AUCint (ug*hr/mL) 14.46 (20) 17.91 (30) 27.11 (27) 44.04 (33)
Tmax (hr) 2.0(1.0-4.0) 2.0(1.0-3.0) 2.50 (1.0 -6.0) 3.0(1.0-6.1)
T1/2 (hr) 7.73+£1.82 6.60 £ 1.53 9.95+ 342 13.37 + 3.32

Values are presented as geometric mean (geometric % CV) except median (range) for Tmax and arithmetic mean + SD for t1/2.

Patients with Hepatic Impairment
A single oral dose of 100 mg nirmatrelvir enhanced with 100 mg ritonavir at -12 hours, 0 hours,

12 hours and 24 hours in subjects with moderate hepatic impairment resulted in similar exposures
compared to subjects with normal hepatic function (Table 5).

Table 5: Impact of Hepatic Impairment on Nirmatrelvir/Ritonavir Pharmacokinetics

Normal Hepatic Function Moderate Hepatic Impairment
(n=8) (n=8)
Crmax (Mg/mL) 1.89 (20) 1.92 (48)
AUCinf (ug*hr/mL) 15.24 (36) 15.06 (43)
Tmax (hr) 20(0.6-2.1) 1.5(1.0-2.0)
T12 (hr) 7.21+£2.10 545+ 1.57

Values are presented as geometric mean (geometric % CV) except median (range) for Tmax and arithmetic mean + SD for t1/2.

Nirmatrelvir/ritonavir has not been studied in patients with severe hepatic impairment.

Drug Interaction Studies Conducted with Nirmatrelvir

In vitro data indicates that nirmatrelvir is a substrate for human MDR1 (P-gp) and 3A4, but not a
substrate for human BCRP, MATE1, MATE2K, NTCP, OAT1, OAT2, OAT3, OCT1, OCT2, PEPT1,
OATPs 1B1, 1B3, 2B1, or 4C1.

Nirmatrelvir does not reversibly inhibit CYP1A2, CYP2B6, CYP2C8, CYP2C9, CYP2C19, or CYP2D6
in vitro at clinically relevant concentrations. Nirmatrelvir has the potential to reversibly and
time-dependently inhibit CYP3A4 and inhibit MDR1 (P-gp).

Nirmatrelvir does not induce any CYPs at clinically relevant concentrations.

Drug Interaction Studies Conducted with Ritonavir

In vitro studies indicate that ritonavir is mainly a substrate of CYP3A. Ritonavir also appears to be a
substrate of CYP2D6 which contributes to the formation of isopropylthiazole oxidation metabolite M-2.

Ritonavir is an inhibitor of CYP3A and to a lesser extent CYP2D6. Ritonavir appears to induce
CYP3A, CYP1A2, CYP2C9, CYP2C19, and CYP2B6 as well as other enzymes, including
glucuronosyl transferase.
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The effects of co-administration of PAXLOVID with itraconazole (CYP3A inhibitor) and
carbamazepine (CYP3A inducer) on the nirmatrelvir AUC and Cmax are summarized in Table 6 (effect
of other drugs on nirmatrelvir).

Table 6: Drug Interactions: Pharmacokinetic Parameters for Nirmatrelvir in the Presence of
the Co-administered Drugs

Ratio (in combination with
Co-administered
drug/alone) of Nirmatrelvir
Pharmacokinetic
Parameters (90% CI);

Dose (Schedule) No Effect=100

Co-administered Co-administered Nirmatrelvir/
Drug Drug Ritonavir N Cmax AUC?
Carbamazepine® 300 mg twice daily 300 mg/100 mg 9 56.82 44.50
(16 doses) twice daily (47.04, 68.62) | (33.77, 58.65)
(5 doses)
Itraconazole 200 mg once daily 300 mg/100 mg 11 118.57 138.82
(8 doses) twice daily (112.50, (129.25,
(5 doses) 124.97) 149.11)

Abbreviations: AUC=area under the plasma concentration-time curve; Cl=confidence interval; Cmax=maximum plasma
concentrations.
a. For carbamazepine, AUC=AUCmf, for itraconazole, AUC=AUC‘au_

b. Carbamazepine titrated up to 300 mg twice daily on Day 8 through Day 15 (e.g., 100 mg twice daily on Day 1 through Day 3
and 200 mg twice daily on Day 4 through Day 7).

12.4 Microbiology

Antiviral Activity

Nirmatrelvir exhibited antiviral activity against SARS-CoV-2 (USA-WA1/2020 isolate) infection of
differentiated normal human bronchial epithelial (dANHBE) cells with ECso and ECgo values of 62 nM
and 181 nM, respectively, after 3 days of drug exposure.

Nirmatrelvir had similar cell culture antiviral activity (ECso values <3-fold relative to USA-WA1/2020)
against SARS-CoV-2 isolates belonging to the Alpha (B.1.1.7), Beta (B.1.351), Gamma (P.1), Delta
(B.1.617.2), and Lambda (C.37) variants. The Beta (B.1.351) variant was the least susceptible tested
variant with approximately 3-fold reduced susceptibility relative to the USA-WA1/2020 isolate.

No data are available regarding the activity of nirmatrelvir against the SARS-CoV-2 Omicron
(B.1.1.529) variant in cell culture. However, in a biochemical assay, the Mpro P132H substitution
found in the Omicron variant did not reduce nirmatrelvir activity (Ki fold change <1) compared to the
USA-WA1/2020 enzyme.

Antiviral Activity Against SARS-CoV-2 in Animal Models

Nirmatrelvir showed antiviral activity in BALB/c and 129 mice infected with mouse-adapted
SARS-CoV-2. Oral administration of nirmatrelvir at 300 mg/kg or 1,000 mg/kg twice daily initiated
4 hours post-inoculation or 1,000 mg/kg twice daily initiated 12 hours post-inoculation resulted in
reduction of lung viral titers and ameliorated indicators of disease (weight loss and lung pathology)
compared to placebo-treated animals.
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Antiviral Resistance

Phenotypic assessments were conducted to characterize the impact of naturally occurring
SARS-CoV-2 Mpro polymorphisms on the activity of nirmatrelvir in a biochemical assay using
recombinant Mpro enzyme. The clinical significance of these polymorphisms is unknown, and it is
also unknown if results from the biochemical assay are predictive of antiviral activity in cell culture.
The following Mpro amino acid substitutions were associated with reduced nirmatrelvir activity
(=3-fold higher Ki values): G15S (4.4-fold), T135I (3.5-fold), S144A (91.9-fold), H164N (6.4-fold),
H172Y (233-fold), Q189K (65.4-fold), and D248E (3.7-fold). G15S is present in the Lambda variant,
which did not have reduced susceptibility to nirmatrelvir (relative to USA-WA1/2020) in cell culture.

In addition, three SARS-CoV-2 Mpro amino acid positions where polymorphisms have not been
naturally observed were evaluated by substituting alanine at these positions and assessing their
impact on activity in biochemical assays. These Mpro amino acid substitutions were associated with
reduced nirmatrelvir activity (i.e., higher Ki values): Y54A (23.6-fold), F140A (39.0-fold), and E166A
(33.4-fold). The clinical significance of substitutions at these Mpro positions is unknown.

Cell culture resistance selection studies with nirmatrelvir using mouse hepatitis virus (MHV, a
betacoronavirus used as a surrogate) resulted in the emergence of Mpro amino acid substitutions
P15A, T50K, P55L, T129M, and/or S144A. The clinical relevance of these changes is not known. The
presence of the substitutions P55L and S144A was associated with reduced nirmatrelvir susceptibility
(~4- to 5-fold higher ECso values). These positions correspond to E55 and S144 in SARS-CoV-2
Mpro, respectively. ES5L alone did not affect nirmatrelvir activity against SARS-CoV-2 Mpro in a
biochemical assay, while S144A reduced nirmatrelvir activity by 91.9-fold (based on Ki value).

Limited SARS-CoV-2 sequencing data are available to characterize nirmatrelvir resistance in clinical
trials. The SARS-CoV-2 Mpro substitutions A260V (n=3) or A260T (n=1) emerged in 4% (4/97) of
nirmatrelvir/ritonavir treated subjects in clinical trial EPIC-HR with available sequence analysis data.
A260T and A260V substitutions are infrequent natural polymorphisms in publicly available
SARS-CoV-2 sequences (as of Dec 5, 2021). In a biochemical assay, the A260V Mpro substitution
did not reduce nirmatrelvir activity (Ki fold-change <1).

Cross-resistance is not expected between nirmatrelvir and anti-SARS-CoV-2 monoclonal antibodies
or remdesivir based on their different mechanisms of action.

13 NONCLINICAL TOXICOLOGY

13.1 Carcinogenesis, Mutagenesis, Impairment of Fertility

Nirmatrelvir

Carcinogenicity studies have not been conducted with nirmatrelvir.

Nirmatrelvir was negative for mutagenic or clastogenic activity in a battery of in vitro and

in vivo assays including the Ames bacterial reverse mutation assay using S. typhimurium and E. coli,
the in vitro micronucleus assay using human lymphoblastoid TK6 cells, and the in vivo rat
micronucleus assays.

In a fertility and early embryonic development study, nirmatrelvir was administered orally to male and

female rats at doses of 60, 200, or 1,000 mg/kg/day once daily beginning 14 days prior to mating,
throughout the mating phase, and continued through GD 6 for females and for a total of 32 doses for
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males. There were no effects on fertility, reproductive performance, or early embryonic development
at doses up to 1,000 mg/kg/day, resulting in systemic exposure (AUCz24) approximately 4 times higher
than exposure at the authorized human dose of PAXLOVID.

Ritonavir

Carcinogenicity studies in mice and rats have been conducted on ritonavir. In male mice, at levels of
50, 100, or 200 mg/kg/day, there was a dose dependent increase in the incidence of both adenomas
and combined adenomas and carcinomas in the liver. Based on AUC measurements, the exposure at
the high dose was approximately 2 times higher (in males) than the exposure in humans at the
authorized human dose of PAXLOVID. There were no carcinogenic effects seen in females at the
dosages tested. The exposure at the high dose was approximately 4 times higher (in females) than
the exposure in humans at the authorized human dose of PAXLOVID. In rats dosed at levels of 7, 15,
or 30 mg/kg/day, there were no carcinogenic effects. In this study, the exposure at the high dose was
approximately 36% that of the exposure in humans at the authorized human dose of PAXLOVID.

Ritonavir was found to be negative for mutagenic or clastogenic activity in a battery of in vitro and

in vivo assays including the Ames bacterial reverse mutation assay using S. typhimurium and E. coli,
the mouse lymphoma assay, the mouse micronucleus test and chromosomal aberration assays in
human lymphocytes.

Ritonavir produced no effects on fertility in rats at drug exposures approximately 2 (male) and
4 (female) times higher than the exposure in humans at the authorized human dose of PAXLOVID.

13.2 Animal Toxicology and/or Pharmacology

Studies with nirmatrelvir included repeat dose toxicity studies in rats (14 days) and monkeys

(15 days). Repeated daily oral dosing in rats at up to 1,000 mg/kg/day resulted in non-adverse
hematological, liver, and thyroid effects. All of the hematology and coagulation findings (i.e.,
increases in PT and APTT) had no clinical or microscopic correlates and all findings completely
recovered at the end of the 2-week recovery period. The liver (i.e., minimal to mild periportal
hepatocyte hypertrophy and vacuolation) and thyroid gland (i.e., thyroid follicular cell hypertrophy)
findings were consistent with secondary adaptive effects related to microsomal enzyme-induced
increase in thyroid hormone clearance in the liver, a mechanism that rats are known to be particularly
sensitive to relative to humans. All of the findings observed in the liver and thyroid were low severity
and occurred in the absence of correlating alterations in clinical pathology parameters, and all of
these findings fully recovered. No adverse effects were observed at doses up to 1,000 mg/kg/day,
resulting in systemic exposure approximately 4 times higher than exposures at the authorized human
dose of PAXLOVID. Nirmatrelvir-related findings following repeat oral dosing in monkeys for 15 days
were limited to emesis and increase in fibrinogen. Increased fibrinogen may be attributed to an
inflammatory state but lacked a microscopic correlate. At the high dose of 600 mg/kg/day, the
systemic exposure in monkeys was about 18 times higher than exposures at the authorized human
dose of PAXLOVID.

14  CLINICAL STUDIES
14.1 Efficacy in Subjects at High Risk of Progressing to Severe COVID-19 lliness
The data supporting this EUA are based on the analysis of EPIC-HR (NCT04960202), a Phase 2/3,

randomized, double-blind, placebo-controlled study in non-hospitalized symptomatic adult subjects
with a laboratory confirmed diagnosis of SARS-CoV-2 infection. Eligible subjects were 18 years of
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age and older with at least 1 of the following risk factors for progression to severe disease: diabetes,
overweight (BMI >25), chronic lung disease (including asthma), chronic kidney disease, current
smoker, immunosuppressive disease or immunosuppressive treatment, cardiovascular disease,
hypertension, sickle cell disease, neurodevelopmental disorders, active cancer, medically-related
technological dependence, or were 60 years of age and older regardless of comorbidities. Subjects
with COVID-19 symptom onset of <5 days were included in the study. Subjects were randomized
(1:1) to receive PAXLOVID (nirmatrelvir/ritonavir 300 mg/100 mg) or placebo orally every 12 hours for
5 days. The study excluded individuals with a history of prior COVID-19 infection or vaccination. The
primary efficacy endpoint was the proportion of subjects with COVID-19 related hospitalization or
death from any cause through Day 28. The analysis was conducted in the modified intent-to-treat
(mITT) analysis set (all treated subjects with onset of symptoms <3 days who at baseline did not
receive nor were expected to receive COVID-19 therapeutic mAb treatment), the mITT1 analysis set
(all treated subjects with onset of symptoms <5 days who at baseline did not receive nor were
expected to receive COVID-19 therapeutic mAb treatment), and the mITT2 analysis set (all treated
subjects with onset of symptoms <5 days).

A total of 2,246 subjects were randomized to receive either PAXLOVID or placebo. At baseline, mean
age was 46 years; 51% were male; 72% were White, 5% were Black, and 14% were Asian; 45%
were Hispanic or Latino; 66% of subjects had onset of symptoms <3 days from initiation of study
treatment; 47% of subjects were serological negative at baseline; the mean (SD) baseline viral load
was 4.63 log1o copies/mL (2.87); 26% of subjects had a baseline viral load of >10"7 (units); 6% of
subjects either received or were expected to receive COVID-19 therapeutic monoclonal antibody
treatment at the time of randomization and were excluded from the mITT and mITT1 analyses.

The baseline demographic and disease characteristics were balanced between the PAXLOVID and
placebo groups.

Table 7 provides results of the primary endpoint in mITT1 analysis population. For the primary
endpoint, the relative risk reduction in the mITT1 analysis population for PAXLOVID compared to
placebo was 88% (95% CI: 75%, 94%).

Table 7: Efficacy Results in Non-Hospitalized Adults with COVID-19 Dosed within 5 Days of
Symptom Onset who Did Not Receive COVID-19 Monoclonal Antibody Treatment at
Baseline (mITT1 Analysis Set)

PAXLOVID Placebo
(N=1,039) (N=1,046)
COVID-19 related hospitalization or death from any cause through Day 28
n (%) 8 (0.8%) 66 (6.3%)
Reduction relative to placebo? [95% Cl], % -5.62 (-7.21, -4.03)
All-cause mortality through Day 28, % 0 12 (1.1%)

Abbreviations: Cl=confidence interval.

The determination of primary efficacy was based on a planned interim analysis of 780 subjects in mITT population. The estimated

risk reduction was -6.3% with a 95% CI of (-9.0%, -3.6%) and 2-sided p-value <0.0001.

a. The estimated cumulative proportion of participants hospitalized or death by Day 28 was calculated for each treatment group
using the Kaplan-Meier method, where subjects without hospitalization and death status through Day 28 were censored at the
time of study discontinuation.

Consistent results were observed in the mITT and mITT2 analysis populations. A total of

1,379 subjects were included in the mITT analysis population. The event rates were 5/697 (0.72%) in
the PAXLOVID group, and 44/682 (6.45%) in the placebo group. The primary SARS-CoV-2 variant
across both treatment arms was Delta (98%), including clades 21J, 21A, and 211.
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Similar trends have been observed across subgroups of subjects (see Figure 1). These subgroup
analyses are considered exploratory.

Figure 1: Adults with COVID-19 Dosed within 5 Days of Symptom Onset with
COVID-19-Related Hospitalization or Death from Any Cause Through Day 28
(Protocol C4671005)

Category PF-07321332 300 mg + Ritonavir 100 mg Placebo Difference in % (95% CI)
nN n/N
Overall (mITT1) F—— I 8/1039 66/1046 -5.62(-7.21,-4.03)
Symptom onset duration: <= 3 days i : 5/697 44/682 -5.81 (-7.78, -3.84)
Symptom onset duration: > 3 days A : 3/342 22/364 -523 (-7.91,-2.55)
Age: <= 60 years —— I 7/845 37/821 -3.73 (-5.30, -2.16)
Age: > 60 years i | : 17194 29/225 -12.47 (-17.00, -7.95)
Gender: Male e : 4/520 41/540 -6.93 (-9.32,-4.53)
Gender: Female — | 45519 25/506 -423 (-629,-2.17)
|
BMI: < 30 kg/m™2 —— | 4/667 37/673 -4.95 (-6.79.-3.11)
BMI: >= 30 kg/m*™2 — I 47371 29/373 -6.85 (-9.82, -3.87)
Diabetes mellitus = Yes F—’—II 2125 9127 -5.51 (-1051,-0.52)
Diabetes mellitus = No i : 6/913 57/919 -5.63 (-7.30, -3.96)
Baseline SARS-CoV-2 serology status: Negative A I 7/487 58/505 -10.25 (-13.28, -7.21)
Baseline SARS-CoV-2 serology status: Positive }—'—1: 1/540 8/528 -1.34 (-2.45,-0.23)
Received/expected to receive COVID-19 mAbs treatment Yes }—0:—1 1/70 2/69 -1.51 (-6.40, 3.37)
Received/expected to receive COVID-19 mAbs treatment No —— l 8/1039 66/1046 -5.62 (-7.21,-4.03)
T T T T T T T
-20 <16 12 -8 -4 0 4
Difference in % from Placebo

N=number of participants in the category of the analysis set.

All categories are based on mITT1 population except for COVID-19 mAb treatment which is based on mITT2 population.
Seropositivity was defined if results were positive in either Elecsys anti-SARS-CoV-2 S or Elecsys anti-SARS-CoV-2 (N) assay.
The difference of the proportions in the 2 treatment groups and its 95% confidence interval based on Normal approximation of the
data are presented.

Relative to placebo, PAXLOVID treatment was associated with an approximately 0.9 log1o copies/mL
greater decline in viral RNA levels in nasopharyngeal samples through Day 5, with similar results
observed in the mITT, mITT1, and mITT2 analysis populations.

16 HOW SUPPLIED/STORAGE AND HANDLING

How Supplied

PAXLOVID is nirmatrelvir tablets co-packaged with ritonavir tablets.

e Nirmatrelvir tablets, 150 mg are oval, pink immediate-release, film-coated tablets debossed
with “PFE” on one side and “3CL” on the other side.

e Ritonavir tablets, 100 mg are white film-coated ovaloid tablets debossed with the "a" logo and
the code NK.

Nirmatrelvir tablets and ritonavir tablets are supplied in separate blister cavities within the same
child-resistant blister card.
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Each carton contains 30 tablets divided in 5 daily-dose blister cards (NDC number: 0069-1085-30).
Each daily blister card (NDC number: 0069-1085-06) contains 4 nirmatrelvir tablets (150 mg each)
and 2 ritonavir tablets (100 mg each) and indicates which tablets need to be taken in the morning and
evening.

Storage and Handling

Store at USP controlled room temperature 20°C to 25°C (68°F to 77°F); excursions permitted
between 15°C to 30°C (59°F to 86°F).

17 PATIENT COUNSELING INFORMATION

As a healthcare practitioner, you must communicate to the patient and/or caregiver information
consistent with the “FACT SHEET FOR PATIENTS, PARENTS, AND CAREGIVERS” and provide
them with a copy of this Fact Sheet prior to administration of PAXLOVID.

Use in Patients with Renal Impairment

No dose adjustment is needed in patients with mild renal impairment.

To ensure appropriate dosing in patients with moderate renal impairment, instruct such patients that
they will be taking one 150 mg nirmatrelvir tablet with one 100 mg ritonavir tablet together twice daily
for 5 days. Instruct patients that the pharmacist will alter their daily blister cards to ensure they
receive the correct dose.

Pharmacist should refer to the provided instructions entitled “IMPORTANT PAXLOVID™ EUA
DISPENSING INFORMATION FOR PATIENTS WITH MODERATE RENAL IMPAIRMENT” for
dispensing of PAXLOVID to patients with moderate renal impairment [see Dosage and
Administration (2.2)].

Appropriate dosage for patients with severe renal impairment has not been determined [see Dosage
and Administration (2.2), Use in Specific Populations (8.6), and Clinical Pharmacology (12.3)].

Drug Interactions

Inform patients that PAXLOVID may interact with some drugs and is contraindicated for use with
some drugs; therefore, patients should be advised to report to their healthcare provider the use of any
prescription, non-prescription medication, or herbal products [see Dosage and Administration (2.4),
Contraindications (4), Warnings and Precautions (56.1), and Drug Interactions (7)].

Administration Instructions

Inform patients to take PAXLOVID with or without food as instructed. Advise patients to swallow all
tablets for PAXLOVID whole and not to chew, break, or crush the tablets. Alert the patient of the
importance of completing the full 5-day treatment course and to continuing isolation in accordance
with public health recommendations to maximize viral clearance and minimize transmission of
SARS-CoV-2. If the patient misses a dose of PAXLOVID within 8 hours of the time it is usually taken,
the patient should take it as soon as possible and resume the normal dosing schedule. If the patient
misses a dose by more than 8 hours, the patient should not take the missed dose and instead take
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the next dose at the regularly scheduled time. The patient should not double the dose to make up for
a missed dose [see Dosage and Administration (2.1)].

18 MANUFACTURER INFORMATION

For general questions, visit the website or call the telephone number provided below.

Website \ Telephone number
www.COVID19oralRx.com

1-877-219-7225
(1-877-C19-PACK)

For Medical Information about PAXLOVID, please visit www.pfizermedinfo.com or call
1-800-438-1985.

@Pﬁzer
Distributed by

Pfizer Labs
Division of Pfizer Inc.
New York, NY 10017

LAB-1492-1.0
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DESPCNTIRIE L7214, BHOBEAF YV a— VIR D 2 L, @ ORI 5 8 RIS
Bl L CW DS EITE OS2 IREET, KREGZEE O TERBICKRE TS Z L, TORRIIER
RFES EEDET2RIGEZRIE LN &,

AH| (nirmatrelvir 235 L ONY N ELEEDE ) IZBRFOFEII DL TARAAETH D
[ERFERE (12.3) ZME]  SERNIEATED, BloTz 0, e 9, TOF FAATZ
& o

22. BEEE 2 AT BB CORGICHET I EERR

T DB HERERSE  (eGFR 60 mL/min PL_E 90 mL/min AR¥ii) %A 5B 2B 2 HERZIIAR
EThD, PEEOBMAERESE (eGFR 30 mL/min UL I 60 mL/min R¥#) 2A 9 2H8E T, K
%l % nirmatrelvir 150 mg 3 XY b E/L100mg 1 A 2[R 5 Af&EG- L3252 &, AFEIIIAR
FNCEENDEIRORBEZIRT S Z &, EREFE ITBHERE X 2 HEFEIZONT
BEICHATIVEND D [EE~DHWIZ[TSIEHR 17) /]

HE OB (eGFR 30 mL/min AKiti) %A 9 2 BH TOARAOHEMIZ, BIMEFRIE LN
D ETIFHEE S R, EEOBKEERE S 2 A3 5 B3 2R D IE A EITHEE L Then
[FFRIEE] TORG (8.6) F5L DMK FERE (12.3) 2

23. iR E 2 F 9 5 BE TOMA

AL (Child-Pugh 7338 A) F 721X (Child-Pugh 5358 B) DOIFHEREREEZ A3 2 B& BT
LHETEIIAE CTh S, BEEONTHEERE (Child-Pugh 53738 C) %A 3 % B3 TO nirmatrelvir
F72IXY M FEALOFERICET 2EYEREE XL RO T — X ITHEL T, Lieno
T, BEEDONTHERRIEEZ AT 5 EE CORKOMEITHERE L7 [R5 256 H] TORS:
8.7) ZH]

2.4. AH| & DB/ I (A
Y R FEAERIEIC YRSy P ETOEH L T 2 B0 REREITECH 5.

U R FELERITae s 24y b&ETe HIV 27213 HCV OIEEZ 2T TV A A, HEIZST
TR AT D 2 &,
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AKFN & OEBELRIYAHEAERICOWTIL, A FACT SHEET DhOER 2B = L, KKIOR
HAiR X O EHIL, KW EEROGREREEZEBET L2 L, Fi2, AFOEEFIX, HEHZEK
EHERTH L [HE @), BEL LR EDOE (5.1) BLOFEYHEES (7) £

W]

o

AR LIOEE
AFNL, nirmatrelvir E& Y T EAEERFEMI S NZRAITH 5,

e Nirmatrelvir i%, B> 7 @ THEMEBEORIBMN7 s Vv bha—T o 78 EE LG S, Fm
\Z TPFEJ , xfmz 3CL) EHIFI STV 5, 1 8EIC 150 mg O nirmatrelvir 2589 5,

e U LNFENE, AOTHEABEO 7 4 VAa—F 078 LTSS, Ta) ook
INKJ ®O=2— RBZESTWD, 1EIZ100mgD Y N FELEZERT S,

3

4. 25

AANE, BB (irmatrelvir & L< 13U R EL) ERIEAAIOZDMOWT DRI
xt U CHRIRAICER O & 2 MBUERG (HEMERERERAE, A7 — T A - Yaryy
FEEREZ L) OBEEENR S 2 BEFIC IR TH S,

..l

AHNE, 7 VT T AP CYPIAICKRE ARFTLHA LT &, RENERL, EER/
ez OSHEC 2120, RIS THD (EYHEZES (7.3) ZH]

o ol 7T RUFT Y UZFIRETEK . Ty

o BHJRIK . XF Y, BuFxI LA, propoxyphene

o  HUPELMESK : ranolazine

o PIARENRE : 7 IAF 1z, dronedarone, 7L A=K, TaRXT7x ), =V
o PUREME : aLbF U

o PUFMIHE . LTV Ry, EEVR, Zuhry

o FMAFHYEL Vb RunTAIdXIy, TAIAXIL, AFLT)LT ) B

o  HMG-CoA BILHHRILER : mRZF o, Lo NAZF

e PDESPHEH : i@ RMAT S MEE (PAH) (353 0T F 7 41 (LAFFE)

o BEFFIE-{EIRIK: NUT YT LA, IXVTA (ROKE)

AFNE, 5RO CYPIA FEIETH D HA L OOFHIZEEZR TH D, 58V CYPIA FHEIK L 4%

&, nirmatrelvir £7213 Y P EAOMBEFRENZE LIKTL, 7A /LVRAZERZNEOE IS
PERBUCE D AREMER H D, JRV CYP3A BB OB G- H I GRG0 GE, FERAIEH S E5S
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PEIZEIN D720, LT OFEAFOWT NN Z I LIEERICARORGE LGS 2 2 I3 TER
W LEAEN (7.3) 2]

o PIMAIK : T/ HEIR

o PRI : HANTVPE L, T )L EE—L, Tz AV
o PinAANITIVTI VT 7V

o VEHELH Vb Va—XU—b (ErIUTIFI D)

5. 858 I OMEM LOER

AANZBIT DIRIRT — 2 IR BN TV D, AFI O TIT@EEICTHE SN TORWARMOERE
B ERERNREHT D ATREIEN D D,

5.1. BRMMEERIC X 2EEZEWEROY 27

CYP3A TR SN2 AN 2 HE5FOBREIIAA] (CYPIALER) oG #BKBLI-GE, -
I IARN 2 BRI 5P D E 12 CYP3A TR SN2 BN DK 52 Bt L7=354, CYP3A TIRUHT
SN ALK O MAEPPEE N BSR4 REM N D B,

CYP3A [HLFH L 12 ITFHEIOK G- 20l L7256, AAOREN B (HFHK) E7I3MET
(FEHK) T 5 REMEND D,

CYP3A FHERKEITFHEIR L O AERHICE Y, LFICEDLAIEERH D,

o GFAEEDIBBEREROHIICLY, HRNICEWKROHDEIWERNEBLL, EEEmadgnd/
FECICEL RN H 5,

o AFIDOBRFEEDOENNT X 2 EIKAIZEKRD & % AITEH
o KEIDIEHFNR DRI LT A )V AMHPEDIEH

K ST e R R RIS B D B 5 HFE HAERIZ DWW TCiL Table | #ZWD Z &, AFIOF5-i
BLOSG L, EUMHEEROREN2EZET 52 &, ARloREHIE, OHHAEZMHERL
OFRERICEE T 2 RWERN R WNE =X U v 752 & [HZE @) BLOEYIHEEY (7)
2],

5.2. iFsit:

U b FenzigbfhoB#FI, 7027 IF7—8 EH, EERETFZBIXOHEEIRD L
TW5, Lo T, MEE, IFERRE EIITROBEREZ AT 2 BF A &ET S
GEFEET S 2 &,
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5.3. HIV-1 OTiHHEED Y X7

Nirmatrelvir 2V b ELEFEHT L7280, HIV-1EERN a2 ho—/LE -T2 STz
BFIZBWT, HIV-1 8 HIV 7' 7 7 —BHERICH T O 2 EE T2V 2708365 [
e A 24) , BE 4) BLOEYHEEY (7) 2],

6. BlIfEH

6.1. ERRFABR TR bV BITEA

BREERFF I OB T & 72 > TEAFIOERREBR TIE, UTORERNREOATWD, Zhb
D EFARFABR TR V- EWEH OFEH =, B OFAN DR IRFER TR0 b U7 =R L EHE L
BT 52 LFTTERY, Fo, WWRIG TR 6N L FBHRE ML TORWARER S 5,
AEINEV L OBFITHEMSND Z LTV, RANCEET S ORIEH A FEBLT 5 TRet
N5,

ARBN DML, BERMRA T SARS-CoV-2 YL DB W 3 HEE L T2 iR AN BE & kf5 b L=
YEAAL, 77 B AR%R, %6 2/3 FikBk [C4671005 (EPIC-HR) #Br] OF —Z (2SN TW5

LR (14.1) M) . COVID-19 OEIE(L Y A 7 KT %A DIEGEMED 18 LA LD A
DIRERSINE 2224 Bz, AF (1109 61]) £/ 7 78R (111541 % 1R ERE L, AE
FHUTIRBIE O GRS X O 58846 34 B B £ ClaiiE sz, AAl [nirmatrelvir
300mg (150 mg #£ 2 48) BL Y b FENL 100 mg] F7/-13xHET257 78R X1 H2E, 5H
k5 L7,

AFEE (1%LLLE) OFRT T2 REEE X TREBENE -7 GHILLEDE) FEFSR
(KFEARZ D724 Grade) 1, WHRAE (ZNLEN 6%, 1%AK0) , TH (3%, 2%) ,
mIE (1%, 1% BELOWRAFE (1%, 1% CTho7-,

BEHIECE ST AHFEERORBEIRIT, AFRET 2%, 7T ERHETA%TH -7,

6.4. ER LA EFRE L UCREBROBRE TET 5 EMH

ARHN ST D ERUEEE ok SNT-EL, ABIEBEET AR S DT X COERERA
FHL R L ORI %, FDA Form 3500 (Z D7 4+ —A~D 7T 7 & A FIEICET D15 HIZLL
TEZH) ZHWT, YEFROBIND TEAURNICHET 2REEZAS, 2O L9 i
(21X, FDA Form 3500 # WV CLUL T2 EH5H Z L% FDA [FHESE L T 5,

o BEDONAMEHERIRHERS OB GATORHE (BERNIE S, FhnE/23EFEA B, M,
REE, R, AR L)

e  [Describe Event, Problem, or Product Use/Medication Error (5%, R, SO - &
HIWAOFB) | Vo R LOTIZ, TPAXLOVID use for COVID-19 under Emergency Use
Authorization (EUA) (B2 MFFANIZHE-5< COVID-19 IZ%}3 % PAXLOVID Offf]) | &52
W5,

o HEELAFEFRELIIRIGHBRICHE T OMH (il LOER, & /ERRET -4, &
OHE, GBS 2 HROBHRTY, HROFHHFE, FROBRICHKIEL R-T720R
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W, BeHPIEE I ITEEROFROWEHIOR R, RS ER%OESZEEOME, K
R 70 &)

o HEOBEFERER X OWEHE O AR
o ARANZETHE®R (HE, H5RK, NDCESZL)

AERELE L OWEEIAICEET 5841, Form 3500 2 fAWT, LLFOWFN D515 T FDA
MedWatch IZ#2HI 95 Z &,

o T4 —AIIFEAL, T4 TRMT S (https://www.fda.gov/medwatch/report.htm)

o HR{ERMESHAE A D FDA Form 3500 (https://www.fda.gov/media/76299/download) (ZFEA L
TUTOsEEICERE L, WEEZITE S,

o  MedWatch, 5600 Fishers Lane, Rockville, MD 20852-9787 (2695, F£7ziE
o 1-800-FDA-0178 127 7 v 7 A9 5%, F7-i%
e 1-800-FDA-1088 (2R L CT7 4 — LD EM HKIET 5,

X 51T, T_XTP FDA MedWatch 7 4+ — 2D a ' —% U FIZERHT A Z &,

v=7H%A k 779 A BREE

www.pfizersafetyreporting.com 1-866-635-8337 1-800-438-1985

AFNEN T 5 ERNEEE fas S8, AFNCBEET 268 FFLE L ORI EEd
% FDA 76 DIE RO EF I IGT 2R E 2 A D,

*EHERAEFROTCEIILUTOHEY TH D,
o WLICEALAEITAMAEENTAESRSR

o L, AEmAENTESR, AP, BEEIIEREE L TT 5720 ONEE £ 72135 Y
AN

o ABRERIITABHIROERENLE LD HO
o UK - BRERHERE AT D b O E o iT@E OATEKREAE LR D, HDHNE

o JEREHE - ERMEXREEZKTHO
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7.1 ARF DM DIRFN R & RAE§ W REME
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2 3AN O MAE PR 2 R S5 ATEE

(nirmatrelvir & U b FELZEMR) 1% CYP3AFHESRKTH D, CYPIAIZ LY EIcR#Esh
MWND D, KEFNE, 70T T AN CYP3AICKRE KTE

THREAEGHT D L, MRS R L, B MR T RISNE LB, B

IR THD [ZE 4) BLTable | /)
RLTEEBY, AEFBEEAITE=2Y T OBERANE L 2B

7.2, D EFN B AK B L KT T W REME:
Nirmatrelvir & U b FE/LIZ CYP3A EETH D, L7=2- 7T, CYP3A #%HEIKIL nirmatrelvir & V

N ELOMSEFRE AR T S8, AFO

DIGFNRZ LT SE 5 T4

fli> CYP3A HE LT 5356 1%, Table 12

mi)‘g?)%)o

EMEN D D,

7.3. BER OFEMAHEAE B L OIBERNICEIRDO 5 5 £ O OEMEEER

Table 1 \—iﬁg‘i%ﬁ Uﬁun E/‘JLZ
ZETHY, KEIEOHMEERNAET 5 AR

Vo EREEEE, afENRERICOVWTHEYIRSEZEREZSMT L L [HE @) ZH) .

BEROHHEWMEERO— &% RT,
MO EH 5T~ TOHEH

Table 1 (27~ U 7= 38A01%
B LY A N T

Table 1 : BEEN O E/ER B L OBERICERO H 5 Z Do ZY

R (S
A SE PEIZE Eh B A BE~DHXE ﬁ%%%m
al7 RLFU | TATy v T = o FTHEME & 0 OF A=
NS YIS TE B [i%i‘% (4) ZH]
3
BE K RFV, T ARFU E%&@WWﬁitimﬁ%%
EE SN IR=R=E BEOAREMEIC K 0 FHE R &
propoxyphene T propoxyphene +5 [ﬁﬁ (4) e
Pue O 3K ranolazine 1 ranolazine BHER/mE )t Ko ]
RRMICE VRS T2 [2F
& (4) 7"%*%’]
PLAHERSE TIAHu, T PRI RER FREEARO ATREMEIZ L 0 PE A=
dronedarone, LT5 [# 5 (4) =]
VA =N,
TanNRTx ),
T
PLAHE )RR 7YV, T PR EEAREE HEZET D, £7o, FWRERYG
U RhAr (B B, REWRI S D IR RIRE O
5) T=X ) RIS,
EAWIYIE S VA Z AN 4 nirmatrelvir/ U 7 | 7 A L R Z2EGRD B D 1 ST
=% FEBLD A F f VPR S
I5 [ZEE 4) ZH
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Table 1 : BEENOEMEE/ER B L OBENICERD S 5 F Doy

R (S
A SE PEIZE Eh B A B E~DFE RN

WAV TR YT, THAASK QTHIMRIE R 72 F O EE N ER
v F=7, BOBERIR ) AT RS D1
HHF=7, W, Tag 7 z=7FE-13A
Ty a7 =", TNF =T OFFHITRET b,
A TNF =7, neratinib, R h 27 77 A F 1%
ivosidenib, ATNF=TIIHEH L0,
neratinib,
—aF=7, BT IAF BRI Y
RX NI TT R, AFrEHHTLE, BROH

BT T AT,
v RAF

2 MR FE 72 13 H R D El
TEM 3383 2 FIREME DN & 5

FEIT, BPID AKDO YT SCE
ROz L,

ARZIHE S In7y Y

YoR—nm N

Norzsy o

T U N—mFY oSy

N7 7 ) OFRNNER
&, INREEERS =XV 7
T 5,

R = AR I DIt A
L, HiLD 27 3EE 5, HEH
ZWET D,

Pt HNRwEE L, 4 nirmatrelvir,/ U b T A IV A EERIN I DV IR
T )N A — Fen FELOFREMEIZ L 0 AR &
v, 5 [BZE 4) =T,
Tr=hAV P IR
7z veH—
V%
7 z=hra1v
IIROL 3 AT A= I 77tz | 7Fuvet s+ 5 -+
DIEMEARHY) RS E LTV D NE=H
hydroxy-bupropion Vo745,
1.
FFY R ThIV RS K7V R e R ELDOHEH

B GRITEL, FEED EW,
I 8 & OVt 0 BIlE FH 23 38
HHILTWD, IKHETDO T
VR OB ERGTT S, FE
X, 7Y RUOiffttEELS
oz b,
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Table 1 : BEENOEMEE/ER B L OBENICERD S 5 F Doy
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PSP ST E TN D EA B E~DFE Wi PR R
PLERE K R 3y — IRy ary—i AU 3 — oGt IR
Do
rhaFy—i, T hary—n L, bV —, A
AHTary=un (T4 Tary=y | Tary=virfBiEs L0
iR, N v3ic rTaF Y — LORMIEELS
A hTary—n T rFaFry— | Boz .,
d nirmatrelvir/ YV
|
P A S ajeF o TanreFr EHEE e EA BT 5 A
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BB FELT 25 W REMER B 5 7=
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=M
HIVZ 157 T LFEN, T reTr 7 —EHE | L, £ e T 7 —BIRER
—PRHEK TAPFFE L, 3K DR CEESROZ &,
ZIF eI,
RAT 7T LFE U FENLERITaE RS
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HEF L, BIHEK EOFHT 250, AH
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S A=
FETE, L IVT7Ten
FNTFTTEN, IV RTVv
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v 770/ o
TARYLEEY S T rsTFIITEN
= JREL VRN VN N I S i
TF o AREN
ENEE S 77 ) An~wA Y YTV ravAY | PiEEKO AR, S50
>, N W CEESROZ &
TR~ Ty zra~Afy
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AUNE S EL FELOFREMEIZ L 0 AR &
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e PR R0
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YT xFTE S

FRBRERG S, 7 2FTE
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UINFTE A,
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L T 2

HEZET L, £/, BHEOWR
RE=2V IR IS,
AFN BT 25E, b0
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TzITH I,
AF)jT g ) e
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Tz ax I
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MAEEEEEe, MU KO 0
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PSP ST E TN D EA B E~DFE Wi PR R
CHIPFREEIE | =AR_2EN /75 | TH A LR T TVENRED EHIC L
HRIF A4 | VT L e, D, ALTH LEHT 25 a[aeM0 &
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TV A AE
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FLEH AR FENE., X RE L XY
VE7ILren/U b X27Lren,/ ) v e/
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INE AN X A ¥V voxilaprevir® ¥Ast 3L
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U M FELEETLHCVDIREZ
ZTTWAEE, BEIZETT
BT 22 &, PR S
WA, ARAIE-ITHCVIEREREKIZ
BE T 2 G EFELEIL T
WD E=H ) U TTDH [
e JE 2.4) B
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)

IFY T A GEREA
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TRUTVI A
TIFVT A
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1 O S O o v
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anp
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IXY TN GERNEE) &0f
M+ 254, ERERVEKT=
Z 0 TN A, RE ] B
FrOIER N A 5z 6 12w )
REREREITZADE T D
ZL, KR, SH VT AEEEK
BT 256, IX4 Y T7L0
EERET 5,

FEANE, XY T LD CE
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g )Fa AT
nA K (&2
5

RERXHT
TF V=R,

I LY =R,
TP AL,

TarFazxradg
e

T v IR B ] O
VAT IMN@EED, XTarx)
VR R=va e S ok
AT 5,
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,
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ANNEXI

SUMMARY OF PRODUCT CHARACTERISTICS



vThis medicinal product is subject to additional monitoring. This will allow quick identification of
new safety information. Healthcare professionals are asked to report any suspected adverse reactions.
See section 4.8 for how to report adverse reactions.

1. NAME OF THE MEDICINAL PRODUCT

PAXLOVID 150 mg and 100 mg film-coated tablets

PF-07321332 and ritonavir

2. QUALITATIVE AND QUANTITATIVE COMPOSITION

Each pink PF-07321332 film-coated tablet contains 150 mg of PF-07321332.
Each white ritonavir film-coated tablet contains 100 mg of ritonavir.

Excipients with known effect

Each PF-07321332 150 mg film-coated tablet contains 176 mg of lactose.

For the full list of excipients, see section 6.1.

3.  PHARMACEUTICAL FORM

PF-07321332

Film-coated tablet.

Pink, oval, with a dimension of approximately 17.6 mm in length and 8.6 mm in width debossed with
‘PFE’ on one side and ‘3CL’ on the other side.

Ritonavir

Film-coated tablet.

White to off white, capsule shaped tablets, with a dimension of approximately 17.1 mm in length and
9.1 mm in width, debossed with 'H' on one side and 'R9' on other side.

4. CLINICAL PARTICULARS

4.1 Therapeutic indications

PAXLOVID is indicated for the treatment of mild-to-moderate Coronavirus Disease 2019
(COVID-19) in adult and adolescent patients (12 years of age and older weighing at least 40 kg) and
who are at high risk for progression to severe COVID-19 (see section 5.1).

4.2 Posology and method of administration

PAXLOVID is PF-07321332 tablets co-packaged with ritonavir tablets.

PF-07321332 must be coadministered with ritonavir. Failure to correctly coadminister PF-07321332

with ritonavir will result in plasma levels of PF-07321332 that will be insufficient to achieve the
desired therapeutic effect.



Posology

The recommended dosage in adult and adolescent patients (12 years of age and older weighing at least
40 kg) is 300 mg PF-07321332 (two 150 mg tablets) with 100 mg ritonavir (one 100 mg tablet) all
taken together orally every 12 hours for 5 days. PAXLOVID should be given as soon as possible after
a diagnosis of COVID-19 has been made and within 5 days of symptom onset. Completion of the full
5-day treatment course is recommended even if the patient requires hospitalisation due to severe or
critical COVID-19 after starting treatment with PAXLOVID.

If the patient misses a dose of PAXLOVID within 8 hours of the time it is usually taken, the patient
should take it as soon as possible and resume the normal dosing schedule. If the patient misses a dose
by more than 8 hours, the patient should not take the missed dose and instead take the next dose at the
regularly scheduled time. The patient should not double the dose to make up for a missed dose.

Patient selection

The following medical conditions or other factors place adult and adolescent patients (12 years of age
or older and weighing at least 40 kg) at high risk for progression to severe COVID-19:

Older age (e.g., 60 years of age and older)

Obesity or being overweight (e.g., body mass index [BMI] > 25 kg/m?)

Current smoker

Chronic kidney disease

Diabetes

Immunosuppressive disease or immunosuppressive treatment

Cardiovascular disease (including congenital heart disease) or hypertension

Chronic lung disease (e.g., chronic obstructive pulmonary disease, asthma [moderate-to-

severe], interstitial lung disease, cystic fibrosis and pulmonary hypertension)

Sickle cell disease

e Neurodevelopmental disorders (e.g., cerebral palsy, Down’s syndrome) or other conditions
that confer medical complexity (e.g., genetic or metabolic syndromes and severe congenital
anomalies)

e Active cancer

e Medical-related technological dependence not related to COVID-19 (e.g., tracheostomy,

gastrostomy or positive pressure ventilation)

Other medical conditions or factors (e.g., race or ethnicity) may also place individual patients at high
risk for progression to severe COVID-19 and the approved use of PAXLOVID is not limited to the
medical conditions or factors listed above. For additional information on medical conditions and
factors associated with increased risk for progression to severe COVID-19, see the European Centre
for Disease Prevention and Control website: https://www.ecdc.europa.eu/en/covid-19/latest-
evidence/risk-factors-risk-groups. Healthcare providers should consider the benefit-risk for an
individual patient.

Special populations

Paediatric population
The safety and efficacy of PAXLOVID have not been studied in patients younger than 18 years of age.

Adolescents dosing is based on pharmacokinetic modelling and simulation which show that the
plasma exposures of PF-07321332 and ritonavir in adolescent patients 12 years or older who weigh at
least 40 kg is comparable to adults at the dose of PF-07321332/ritonavir 300 mg/100 mg (see sections
5.1 and 5.2).

The safety and efficacy of PAXLOVID in paediatric patients younger than 12 years of age have not
yet been established.



Renal impairment

No dose adjustment is needed in patients with mild renal impairment (eGFR > 60 to < 90 mL/min). In
patients with moderate renal impairment (¢GFR > 30 to < 60 mL/min), the dose of PAXLOVID
should be reduced to PF-07321332/ritonavir 150 mg/100 mg twice daily for 5 days. PAXLOVID is
not recommended in patients with severe renal impairment (eGFR < 30 mL/min) until more data are
available; the appropriate dosage for patients with severe renal impairment has not been determined
(see section 5.2).

Hepatic impairment

No dose adjustment of PAXLOVID is needed for patients with either mild (Child-Pugh Class A) or
moderate (Child-Pugh Class B) hepatic impairment. PAXLOVID is not recommended in patients with
severe hepatic impairment.

Concomitant therapy with ritonavir- or cobicistat-containing regimen

No dose adjustment is needed; the dose of PAXLOVID is 300 mg/100 mg twice daily for 5 days.
Patients diagnosed with human immunodeficiency virus (HIV) or hepatitis C virus (HCV) infection
who are receiving ritonavir- or cobicistat-containing regimen should continue their treatment as
indicated.

Method of administration

For oral use.

PAXLOVID can be taken with or without food. The tablets should be swallowed whole and not
chewed, broken or crushed.

4.3 Contraindications
Hypersensitivity to the active substances or to any of the excipients listed in section 6.1.

PAXLOVID is contraindicated with medicinal products that are highly dependent on CYP3A for
clearance and for which elevated concentrations are associated with serious and/or life-threatening
reactions. PAXLOVID is also contraindicated with medicinal products that are potent CYP3A
inducers where significantly reduced PF-07321332/ritonavir plasma concentrations may be associated
with the potential for loss of virologic response and possible resistance. PAXLOVID cannot be started
immediately after discontinuation of any of the following medications due to the delayed offset of the
recently discontinued CYP3A inducer (see section 4.5).

Table 1:  Medicinal products that are contraindicated for concomitant use with PAXLOVID

Medicinal products

Medicinal product class within class Rationale

Concomitant medicinal product levels increased or decreased

al-Adrenoreceptor Antagonist | Alfuzosin Increased plasma concentrations of
alfuzosin which may lead to severe
hypotension (see section 4.5).

Analgesics Pethidine, piroxicam, Increased plasma concentrations of

propoxyphene norpethidine, piroxicam and

propoxyphene. Thereby, increasing the
risk of serious respiratory depression or
haematologic abnormalities, or other
serious adverse effects from these
agents.

Antianginal Ranolazine Increased plasma concentrations of
ranolazine which may increase the
potential for serious and/or




Table 1:

Medicinal products that are contraindicated for concomitant use with PAXLOVID

Medicinal product class

Medicinal products
within class

Rationale

life-threatening reactions (see
section 4.5).

Anticancer

Neratinib

Venetoclax

Increased plasma concentrations of
neratinib which may increase the
potential for serious and/or
life-threatening reactions including
hepatotoxicity (see section 4.5).

Increased plasma concentrations of
venetoclax. Increased risk of tumour
lysis syndrome at the dose initiation and
during the dose-titration phase (see
section 4.5).

Antiarrhythmics

Amiodarone, bepridil,
dronedarone, encainide,
flecanide, propafenone,
quinidine

Increased plasma concentrations of
amiodarone, bepridil, dronedarone,
encainide, flecanide, propafenone,
quinidine. Thereby, increasing the risk
of arrhythmias or other serious adverse
reactions from these agents.

Antibiotic

Fusidic acid

Increased plasma concentrations of
fusidic acid and ritonavir.

Anti-gout

Colchicine

Potential for serious and/or
life-threatening reactions in patients
with renal and/or hepatic impairment
(see section 4.5).

Antihistamines

Astemizole, terfenadine

Increased plasma concentrations of
astemizole and terfenadine. Thereby,
increasing the risk of serious
arrhythmias from these agents.

Antipsychotics/Neuroleptics

Lurasidone

Clozapine, pimozide

Increased plasma concentrations of
lurasidone which may increase the
potential for serious and/or life-
threatening reactions (see section 4.5).

Increased plasma concentrations of
clozapine and pimozide. Thereby,
increasing the risk of serious
haematologic abnormalities, or other
serious adverse effects from these
agents.

Quetiapine
Increased plasma concentrations of
quetiapine which may lead to coma.
The concomitant administration with
quetiapine is contraindicated (see
section 4.5).

Ergot derivatives Dihydroergotamine, Increased plasma concentrations of
ergonovine, ergotamine, | ergot derivatives leading to acute ergot
methylergonovine toxicity, including vasospasm and

ischaemia.

Lipid-modifying agents

Lovastatin, simvastatin

Increased plasma concentrations of
lovastatin and simvastatin; thereby,




Table 1:

Medicinal products that are contraindicated for concomitant use with PAXLOVID

Medicinal product class

Medicinal products
within class

Rationale

HMG Co-A reductase
inhibitors

Microsomal triglyceride
transfer protein (MTTP)

inhibitor

Lomitapide

increasing the risk of myopathy
including rhabdomyolysis (see section
4.5).

Increased plasma concentrations of
lomitapide (see section 4.5).

PDES5 inhibitors

Avanafil

Sildenafil

Vardenafil

Increased plasma concentrations of
avanafil (see section 4.5).

Contraindicated when used for the
treatment of pulmonary arterial
hypertension (PAH) only. Increased
plasma concentrations of sildenafil.
Thereby, increasing the potential for
sildenafil associated adverse events
(which include hypotension and
syncope). See section 5.4 for
coadministration of sildenafil in
patients with erectile dysfunction.

Increased plasma concentrations of
vardenafil (see section 4.5).

Sedatives/hypnotics

Clorazepate, diazepam,
estazolam, flurazepam,

Increased plasma concentrations of
clorazepate, diazepam, estazolam,

oral midazolam and
triazolam

flurazepam, oral midazolam and
triazolam. Thereby, increasing the risk
of extreme sedation and respiratory
depression from these agents. (For
caution on parenterally administered
midazolam, see section 4.5).

PF-07321332/ritonavir level decreased

Herbal preparations containing St
John’s wort (Hypericum perforatum)
due to the risk of decreased plasma
concentrations and reduced clinical
effects of PF-07321332 and ritonavir
(see section 4.5).

Herbal preparation St. John’s wort

Decreased plasma concentration and
reduced clinical effects of PF-07321332
and ritonavir.

Anticonvulsant
Antiinfective

Carbamazepine?,
rifampin

a. See section 5.2, Interaction studies conducted with PF-07321332/ritonavir.
4.4 Special warnings and precautions for use

Risk of serious adverse reactions due to interactions with other medicinal products

Initiation of PAXLOVID, a CYP3A inhibitor, in patients receiving medicinal products metabolised by
CYP3A or initiation of medicinal products metabolised by CYP3A in patients already receiving
PAXLOVID, may increase plasma concentrations of medicinal products metabolised by CYP3A.

Initiation of medicinal products that inhibit or induce CYP3A may increase or decrease concentrations
of PAXLOVID, respectively.



These interactions may lead to:

e Clinically significant adverse reactions, potentially leading to severe, life-threatening or fatal
events from greater exposures of concomitant medicinal products.

e Clinically significant adverse reactions from greater exposures of PAXLOVID.

e Loss of therapeutic effect of PAXLOVID and possible development of viral resistance.

See Table 1 for medicinal products that are contraindicated for concomitant use with
PF-07321332/ritonavir (see section 4.3) and Table 2 for potentially significant interactions with other
medicinal products (see section 4.5). Potential for interactions should be considered with other
medicinal products prior to and during PAXLOVID therapy; concomitant medicinal products should
be reviewed during PAXLOVID therapy and the patient should be monitored for the adverse reactions
associated with the concomitant medicinal products.

Hepatotoxicity
Hepatic transaminase elevations, clinical hepatitis and jaundice have occurred in patients receiving
ritonavir. Therefore, caution should be exercised when administering PAXLOVID to patients with

pre-existing liver diseases, liver enzyme abnormalities or hepatitis.

Risk of HIV-1 resistance development

Because PF-07321332 is coadministered with ritonavir, there may be a risk of HIV-1 developing
resistance to HIV protease inhibitors in individuals with uncontrolled or undiagnosed HIV-1 infection.

Excipients

PF-07321332 tablets contain lactose. Patients with rare hereditary problems of galactose intolerance,
total lactase deficiency or glucose-galactose malabsorption should not take this medicine.

PF-07321332 and ritonavir tablets each contain less than 1 mmol sodium (23 mg) per dose, that is to
say essentially ‘sodium-free’.

4.5 Interaction with other medicinal products and other forms of interaction

PAXLOVID (PF-07321332/ritonavir) is an inhibitor of CYP3A and may increase plasma
concentrations of medicinal products that are primarily metabolised by CYP3A. Medicinal products
that are extensively metabolised by CYP3A and have high first pass metabolism appear to be the most
susceptible to large increases in exposure when coadministered with PF-07321332/ritonavir. Thus,
coadministration of PF-07321332/ritonavir with medicinal products highly dependent on CYP3A for
clearance and for which elevated plasma concentrations are associated with serious and/or
life-threatening events is contraindicated (see Table 1, section 4.3).

PF-07321332 does not reversibly inhibit CYP2D6, CYP2C9, CYP2C19, CYP2CS, or CYP1A2

in vitro at clinically relevant concentrations. /n vitro study results showed PF-07321332 may be
inducer of CYP3A4, CYP2B6, CYP2C8 and CYP2C9. The clinical relevance is unknown. Based on in
vitro data, PF-07321332 has a low potential to inhibit BCRP, MATE2K, OAT1, OAT3, OATP1B3
and OCT2. There is a potential for PF-07321332 to inhibit MDR1, MATE1, OCT1 and OATP1B1 at
clinically relevant concentrations.

Ritonavir has a high affinity for several cytochrome P450 (CYP) isoforms and may inhibit oxidation
with the following ranked order: CYP3A4 > CYP2D6. Ritonavir also has a high affinity for
P-glycoprotein (P-gp) and may inhibit this transporter. Ritonavir may induce glucuronidation and
oxidation by CYP1A2, CYP2CS8, CYP2C9 and CYP2C19 thereby increasing the biotransformation of
some medicinal products metabolised by these pathways and may result in decreased systemic
exposure to such medicinal products, which could decrease or shorten their therapeutic effect.



Coadministration of other CYP3A4 substrates that may lead to potentially significant interaction
should be considered only if the benefits outweigh the risks (see Table 2).

PF-07321332 and ritonavir are CYP3A substrates; therefore, medicinal products that induce CYP3A
may decrease PF-07321332 and ritonavir plasma concentrations and reduce PAXLOVID therapeutic

effect.

Medicinal products listed in Table 1 (section 4.3) and Table 2 are a guide and not considered a
comprehensive list of all possible medicinal products that may interact with PF-07321332/ritonavir.
The healthcare provider should consult appropriate references for comprehensive information.

Table 2:  Interaction with other medicinal products and other forms of interaction

Medicinal product Medicinal product within class

class (AUC change, Cnax Change) Clinical comments

al-adrenoreceptor 1 Alfuzosin Increased plasma concentrations of

antagonist alfuzosin may lead to severe hypotension
and is therefore contraindicated (see
section 4.3).

Amphetamine 1T Amphetamine Ritonavir dosed as an antiretroviral agent

derivatives is likely to inhibit CYP2D6 and as a result
is expected to increase concentrations of
amphetamine and its derivatives. Careful
monitoring of adverse effects is
recommended when these medicines are
coadministered with PAXLOVID.

Analgesics 1Buprenorphine (57%, 77%), The increases of plasma levels of

TNorbuprenorphine (33%,
108%)

1Pethidine,
1Piroxicam,
1Propoxyphene

1Fentanyl

|Methadone (36%, 38%)

buprenorphine and its active metabolite did
not lead to clinically significant
pharmacodynamic changes in a population
of opioid tolerant patients. Adjustment to
the dose of buprenorphine may therefore
not be necessary when the two are dosed
together.

Increased plasma concentrations of
norpethidine, piroxicam and propoxyphene
may result in serious respiratory depression
or haematologic abnormalities (see section
4.3).

Ritonavir dosed as a pharmacokinetic
enhancer inhibits CYP3A4 and as a result
is expected to increase the plasma
concentrations of fentanyl. Careful
monitoring of therapeutic and adverse
effects (including respiratory depression) is
recommended when fentanyl is
concomitantly administered with ritonavir.

Increased methadone dose may be
necessary when coadministered with
ritonavir dosed as a pharmacokinetic
enhancer due to induction of
glucuronidation. Dose adjustment should
be considered based on the patient’s
clinical response to methadone therapy.




Table 2:  Interaction with other medicinal products and other forms of interaction

Medicinal product Medicinal product within class
class (AUC change, Cnax Change) Clinical comments
|Morphine Morphine levels may be decreased due to
induction of glucuronidation by
coadministered ritonavir dosed as a
pharmacokinetic enhancer.

Antianginal TRanolazine Due to CYP3A inhibition by ritonavir,
concentrations of ranolazine are expected
to increase. The concomitant
administration with ranolazine is
contraindicated (see section 4.3).

Antiarrhythmics 1 Amiodarone, Ritonavir coadministration is likely to

1Dronedarone, result in increased plasma concentrations
1Flecainide, of amiodarone, dronedarone, flecainide,
1Propafenone, propafenone and quinidine and is therefore
1Quinidine contraindicated (see section 4.3).
1Digoxin This interaction may be due to
modification of P-gp mediated digoxin
efflux by ritonavir dosed as a
pharmacokinetic enhancer.
Antiasthmatic | Theophylline (43%, 32%) An increased dose of theophylline may be

required when coadministered with
ritonavir, due to induction of CYP1A2.

Anticancer agents

1 Afatinib

1 Abemaciclib

1 Apalutamide

Serum concentrations may be increased
due to Breast Cancer Resistance Protein
(BCRP) and acute P-gp inhibition by
ritonavir. The extent of increase in AUC
and Cmax depends on the timing of
ritonavir administration. Caution should be
exercised in administering afatinib with
PAXLOVID (refer to the afatinib SmPC).
Monitor for ADRs related to afatinib.

Serum concentrations may be increased
due to CYP3A4 inhibition by ritonavir.
Coadministration of abemaciclib and
PAXLOVID should be avoided. If this
coadministration is judged unavoidable,
refer to the abemaciclib SmPC for dosage
adjustment recommendations. Monitor for
ADRs related to abemaciclib.

Apalutamide is a moderate to strong
CYP3A4 inducer and this may lead to a
decreased exposure of
PF-07321332/ritonavir and potential loss
of virologic response. In addition, serum
concentrations of apalutamide may be
increased when coadministered with
ritonavir resulting in the potential for
serious adverse events including seizure.




Table 2:  Interaction with other medicinal products and other forms of interaction

Medicinal product
class

Medicinal product within class
(AUC change, Cnax Change)

Clinical comments

1Ceritinib

1Dasatinib,
TNilotinib,
1Vincristine,
1Vinblastine

1Encorafenib

1Fostamatinib

1Ibrutinib

TNeratinib

Concomitant use of PAXLOVID with
apalutamide is not recommended.

Serum concentrations of ceritinib may be
increased due to CYP3A and P-gp
inhibition by ritonavir. Caution should be
exercised in administering ceritinib with
PAXLOVID. Refer to the ceritinib SmPC
for dosage adjustment recommendations.
Monitor for ADRs related to ceritinib.

Serum concentrations may be increased
when coadministered with ritonavir
resulting in the potential for increased
incidence of adverse events.

Serum concentrations of encorafenib may
be increased when coadministered with
ritonavir which may increase the risk of
toxicity, including the risk of serious
adverse events such as QT interval
prolongation. Coadministration of
encorafenib and ritonavir should be
avoided. If the benefit is considered to
outweigh the risk and ritonavir must be
used, patients should be carefully
monitored for safety.

Coadministration of fostamatinib with
ritonavir may increase fostamatinib
metabolite R406 exposure resulting in
dose-related adverse events such as
hepatotoxicity, neutropenia, hypertension
or diarrhoea. Refer to the fostamatinib
SmPC for dose reduction
recommendations if such events occur.

Serum concentrations of ibrutinib may be
increased due to CYP3A inhibition by
ritonavir, resulting in increased risk for
toxicity including risk of tumour lysis
syndrome. Coadministration of ibrutinib
and ritonavir should be avoided. If the
benefit is considered to outweigh the risk
and ritonavir must be used, reduce the
ibrutinib dose to 140 mg and monitor
patient closely for toxicity.

Serum concentrations may be increased
due to CYP3A4 inhibition by ritonavir.
Concomitant use of neratinib with
PAXLOVID is contraindicated due to
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Table 2:  Interaction with other medicinal products and other forms of interaction

Medicinal product
class

Medicinal product within class
(AUC change, Cnax Change)

Clinical comments

1Venetoclax

serious and/or life-threatening potential
reactions including hepatotoxicity (see
section 5.2).

Serum concentrations may be increased
due to CYP3A inhibition by ritonavir,
resulting in increased risk of tumour lysis
syndrome at the dose initiation and during
the ramp-up phase (see section 5.2 and
refer to the venetoclax SmPC). For patients
who have completed the ramp-up phase
and are on a steady daily dose of
venetoclax, reduce the venetoclax dose by
at least 75% when used with strong
CYP3A inhibitors (refer to the venetoclax
SmPC for dosing instructions).

Anticoagulants

TRivaroxaban (153%, 53%)

1Vorapaxar

Warfarin,
11S-Warfarin (9%, 9%),
l—R-Warfarin (33%)

Inhibition of CYP3A and P-gp lead to
increased plasma levels and
pharmacodynamic effects of rivaroxaban
which may lead to an increased bleeding
risk. Therefore, the use of ritonavir is not
recommended in patients receiving
rivaroxaban.

Serum concentrations may be increased
due to CYP3A inhibition by ritonavir. The
coadministration of vorapaxar with
PAXLOVID is not recommended (refer to
the vorapaxar SmPC).

Induction of CYP1A2 and CYP2C9 lead to
decreased levels of R-warfarin while little
pharmacokinetic effect is noted on
S-warfarin when coadministered with
ritonavir. Decreased R-warfarin levels may
lead to reduced anticoagulation, therefore
it is recommended that anticoagulation
parameters are monitored when warfarin is
coadministered with ritonavir.

Anticonvulsants

Carbamazepine

| Divalproex,
Lamotrigine,
Phenytoin

Carbamazepine is strong CYP3A4 inducer,
and this may lead to a decreased exposure
of PF-07321332 and ritonavir and potential
loss of virologic response. Concomitant
use of carbamazepine with PAXLOVID is
contraindicated (see section 4.3).

Ritonavir dosed as a pharmacokinetic
enhancer induces oxidation by CYP2C9
and glucuronidation and as a result is
expected to decrease the plasma
concentrations of anticonvulsants. Careful
monitoring of serum levels or therapeutic
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Table 2:

Interaction with other medicinal products and other forms of interaction

Medicinal product
class

Medicinal product within class
(AUC change, Cnax Change)

Clinical comments

effects is recommended when these
medicines are coadministered with
ritonavir. Phenytoin may decrease serum
levels of ritonavir.

Antidepressants

T Amitriptyline,
Fluoxetine,
Imipramine,
Nortriptyline,
Paroxetine,
Sertraline

1Desipramine (145%, 22%)

Ritonavir dosed as an antiretroviral agent
is likely to inhibit CYP2D6 and as a result
is expected to increase concentrations of
imipramine, amitriptyline, nortriptyline,
fluoxetine, paroxetine or sertraline. Careful
monitoring of therapeutic and adverse
effects is recommended when these
medicines are concomitantly administered
with antiretroviral doses of ritonavir (see
section 4.4).

The AUC and Cnayx of the 2-hydroxy
metabolite were decreased 15% and 67%,
respectively. Dosage reduction of
desipramine is recommended when
coadministered with ritonavir.

Anti-gout

1Colchicine

Concentrations of colchicine are expected
to increase when coadministered with
ritonavir. Life-threatening and fatal drug
interactions have been reported in patients
treated with colchicine and ritonavir
(CYP3A4 and P-gp inhibition).
Concomitant use of colchicine with
PAXLOVID is contraindicated (see
section 4.3).

Antihistamines

1Fexofenadine

TLoratadine

Ritonavir may modify P-gp mediated
fexofenadine efflux when dosed as a
pharmacokinetic enhancer resulting in
increased concentrations of fexofenadine.

Ritonavir dosed as a pharmacokinetic
enhancer inhibits CYP3A and as a result is
expected to increase the plasma
concentrations of loratadine. Careful
monitoring of therapeutic and adverse
effects is recommended when loratadine is
coadministered with ritonavir.

Anti-infectives

1Fusidic acid

TRifabutin (4-fold, 2.5-fold),
125-0-desacetyl rifabutin
metabolite (38-fold, 16-fold)

Ritonavir coadministration is likely to
result in increased plasma concentrations
of both fusidic acid and ritonavir and is
therefore contraindicated (see section 4.3).

Due to the large increase in rifabutin AUC,
reduction of the rifabutin dose to 150 mg

3 times per week may be indicated when
coadministered with ritonavir as a
pharmacokinetic enhancer.
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Table 2:  Interaction with other medicinal products and other forms of interaction

Medicinal product
class

Medicinal product within class
(AUC change, Cnax Change)

Clinical comments

Rifampicin

| Voriconazole (39%, 24%)

TKetoconazole (3.4-fold, 55%)

Tltraconazole?,
1Erythromycin

| Atovaquone

1Bedaquiline

Delamanid

Rifampicin is strong CYP3A4 inducer, and
this may lead to a decreased exposure of
PF-07321332/ritonavir and potential loss
of virologic response. Concomitant use of
rifampicin with PAXLOVID is
contraindicated (see section 4.3).

Coadministration of voriconazole and
ritonavir dosed as a pharmacokinetic
enhancer should be avoided, unless an
assessment of the benefit/risk to the patient
justifies the use of voriconazole.

Ritonavir inhibits CYP3A-mediated
metabolism of ketoconazole. Due to an
increased incidence of gastrointestinal and
hepatic adverse reactions, a dose reduction
of ketoconazole should be considered
when coadministered with ritonavir.

Ritonavir dosed as a pharmacokinetic
enhancer inhibits CYP3A4 and as a result
is expected to increase the plasma
concentrations of itraconazole and
erythromycin. Careful monitoring of
therapeutic and adverse effects is
recommended when erythromycin or
itraconazole is coadministered with
ritonavir.

Ritonavir dosed as a pharmacokinetic
enhancer induces glucuronidation and as a
result is expected to decrease the plasma
concentrations of atovaquone. Careful
monitoring of serum levels or therapeutic
effects is recommended when atovaquone
is coadministered with ritonavir.

No interaction study is available with
ritonavir only. Due to the risk of
bedaquiline related adverse events,
coadministration should be avoided. If the
benefit outweighs the risk,
coadministration of bedaquiline with
ritonavir must be done with caution. More
frequent electrocardiogram monitoring and
monitoring of transaminases is
recommended (see bedaquiline Summary
of Product Characteristics)

No interaction study is available with
ritonavir only. In a healthy volunteer drug
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Table 2:  Interaction with other medicinal products and other forms of interaction

Medicinal product
class

Medicinal product within class
(AUC change, Cnax Change)

Clinical comments

TClarithromycin (77%, 31%),
1 14-OH clarithromycin
metabolite (100%, 99%)

Sulfamethoxazole/trimethoprim

interaction study of delamanid 100 mg
twice daily and lopinavir/ritonavir
400/100 mg twice daily for 14 days, the
exposure of the delamanid metabolite
DM-6705 was 30% increased. Due to the
risk of QTc prolongation associated with
DM-6705, if coadministration of
delamanid with ritonavir is considered
necessary, very frequent ECG monitoring
throughout the full delamanid treatment
period is recommended (see section 4.4
and refer to the delamanid Summary of
Product Characteristics).

Due to the large therapeutic window of
clarithromycin no dose reduction should be
necessary in patients with normal renal
function. Clarithromycin doses greater than
1 g per day should not be coadministered
with ritonavir dosed as a pharmacokinetic
enhancer. For patients with renal
impairment, a clarithromycin dose
reduction should be considered: for
patients with creatinine clearance of 30 to
60 ml/min the dose should be reduced by
50%, for patients with creatinine clearance
less than 30 ml/min the dose should be
reduced by 75%.

Dose alteration of
sulfamethoxazole/trimethoprim during
concomitant ritonavir therapy should not
be necessary.
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Table 2:  Interaction with other medicinal products and other forms of interaction

Medicinal product
class

Medicinal product within class
(AUC change, Cnax Change)

Clinical comments

Anti-HIV protease
inhibitors

T Amprenavir (64%, 5-fold)

1 Atazanavir (86%, 11-fold)

TDarunavir (14-fold)

TFosamprenavir (2.4-fold,
11-fold measured as amprenavir)

Ritonavir increases the serum levels of
amprenavir as a result of CYP3A4
inhibition. For further information,
physicians should refer to the Summary of
Product Characteristics for amprenavir.

Ritonavir increases the serum levels of
atazanavir as a result of CYP3A4
inhibition. For further information,
physicians should refer to the Summary of
Product Characteristics for atazanavir.

Ritonavir increases the serum levels of
darunavir as a result of CYP3A inhibition.
Darunavir must be given with ritonavir to
ensure its therapeutic effect. For further
information, refer to the Summary of
Product Characteristics for darunavir.

Ritonavir increases the serum levels of
amprenavir (from fosamprenavir) as a
result of CYP3A4 inhibition.
Fosamprenavir must be given with
ritonavir to ensure its therapeutic effect.
For further information, physicians should
refer to the Summary of Product
Characteristics for fosamprenavir.

Anti-HIV

1Efavirenz (21%)

TMaraviroc (161%, 28%)

|Raltegravir (16%, 1%)

1Zidovudine (25%, ND)

A higher frequency of adverse reactions
(e.g., dizziness, nausea, paraesthesia) and
laboratory abnormalities (elevated liver
enzymes) have been observed when
efavirenz is coadministered with ritonavir.

Ritonavir increases the serum levels of
maraviroc as a result of CYP3A inhibition.
Maraviroc may be given with ritonavir to
increase the maraviroc exposure. For
further information, refer to the Summary
of Product Characteristics for maraviroc.

Coadministration of ritonavir and
raltegravir results in a minor reduction in
raltegravir levels

Ritonavir may induce the glucuronidation
of zidovudine, resulting in slightly
decreased levels of zidovudine. Dose
alterations should not be necessary.

Antipsychotics

1Clozapine,
1Pimozide

Ritonavir coadministration is likely to
result in increased plasma concentrations
of clozapine or pimozide and is therefore
contraindicated (see section 4.3).
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Table 2:

Interaction with other medicinal products and other forms of interaction

Medicinal product
class

Medicinal product within class
(AUC change, Cnax Change)

Clinical comments

THaloperidol,
TRisperidone,
1Thioridazine

1Lurasidone

TQuetiapine

Ritonavir is likely to inhibit CYP2D6 and
as a result is expected to increase
concentrations of haloperidol, risperidone
and thioridazine. Careful monitoring of
therapeutic and adverse effects is
recommended when these medicines are
concomitantly administered with
antiretroviral doses of ritonavir.

Due to CYP3A inhibition by ritonavir,
concentrations of lurasidone are expected
to increase. The concomitant
administration with lurasidone is
contraindicated (see section 4.3).

Due to CYP3A inhibition by ritonavir,
concentrations of quetiapine are expected
to increase. Concomitant administration of
PAXLOVID and quetiapine is
contraindicated as it may increase
quetiapine-related toxicity (see section
4.3).

B2-agonist (long
acting)

1Salmeterol

Ritonavir inhibits CYP3A4 and as a result
a pronounced increase in the plasma
concentrations of salmeterol is expected.
Therefore, concomitant use is not
recommended.

Calcium channel
antagonist

1 Amlodipine,
1Diltiazem,
TNifedipine

Ritonavir dosed as a pharmacokinetic
enhancer or as an antiretroviral agent
inhibits CYP3A4 and as a result is
expected to increase the plasma
concentrations of calcium channel
antagonists. Careful monitoring of
therapeutic and adverse effects is
recommended when these medicines are
concomitantly administered with ritonavir.

Endothelin
antagonists

TBosentan

TRiociguat

Coadministration of bosentan and ritonavir
may increase steady-state bosentan
maximum concentrations (Cmax) and area
under the curve (AUC).

Serum concentrations may be increased
due to CYP3A and P-gp inhibition by
ritonavir. The coadministration of riociguat
with PAXLOVID is not recommended
(refer to riociguat SmPC).

Ergot derivatives

1Dihydroergotamine,
TErgonovine,
1Ergotamine,
TMethylergonovine

Ritonavir coadministration is likely to
result in increased plasma concentrations
of ergot derivatives and is therefore
contraindicated (see section 4.3)
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Table 2:

Interaction with other medicinal products and other forms of interaction

Medicinal product Medicinal product within class

class (AUC change, Cnax Change) Clinical comments

HCV direct acting 1Glecaprevir/pibrentasvir Serum concentrations may be increased
antiviral due to P-gp, BCRP and OATPI1B

inhibition by ritonavir. Concomitant
administration of glecaprevir/pibrentasvir
and PAXLOVID is not recommended due
to an increased risk of ALT elevations
associated with increased glecaprevir
exposure.

HMG Co-A reductase
inhibitors

1 Atorvastatin,
Fluvastatin,
Lovastatin,
Pravastatin,
Rosuvastatin,
Simvastatin

HMG-CoA reductase inhibitors which are
highly dependent on CYP3A metabolism,
such as lovastatin and simvastatin, are
expected to have markedly increased
plasma concentrations when
coadministered with ritonavir dosed as an
antiretroviral agent or as a pharmacokinetic
enhancer. Since increased concentrations
of lovastatin and simvastatin may
predispose patients to myopathies,
including rhabdomyolysis, the combination
of these medicinal products with ritonavir
is contraindicated (see section 5.2).
Atorvastatin is less dependent on CYP3A
for metabolism. While rosuvastatin
elimination is not dependent on CYP3A,
an elevation of rosuvastatin exposure has
been reported with ritonavir
coadministration. The mechanism of this
interaction is not clear, but may be the
result of transporter inhibition. When used
with ritonavir dosed as a pharmacokinetic
enhancer or as an antiretroviral agent, the
lowest possible doses of atorvastatin or
rosuvastatin should be administered. The
metabolism of pravastatin and fluvastatin
is not dependent on CYP3A, and
interactions are not expected with
ritonavir. If treatment with an HMG-CoA
reductase inhibitor is indicated, pravastatin
or fluvastatin is recommended.

Hormonal
contraceptive

| Ethinyl Estradiol (40%, 32%)

Due to reductions in ethinyl estradiol
concentrations, barrier or other
non-hormonal methods of contraception
should be considered with concomitant
ritonavir use when dosed as an
antiretroviral agent or as a pharmacokinetic
enhancer. Ritonavir is likely to change the
uterine bleeding profile and reduce the
effectiveness of estradiol-containing
contraceptives.

Immunosupressants

1Cyclosporine,
1Tacrolimus,
1Everolimus

Ritonavir dosed as a pharmacokinetic
enhancer or as an antiretroviral agent
inhibits CYP3A4 and as a result is
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Table 2:  Interaction with other medicinal products and other forms of interaction

Medicinal product
class

Medicinal product within class
(AUC change, Cnax Change)

Clinical comments

expected to increase the plasma
concentrations of cyclosporine, tacrolimus
or everolimus. Careful monitoring of
therapeutic and adverse effects is
recommended when these medicines are
concomitantly administered with ritonavir.

Lipid-modifying
agents

TLomitapide

CYP3 A4 inhibitors increase the exposure
of lomitapide, with strong inhibitors
increasing exposure approximately
27-fold. Due to CYP3A inhibition by
ritonavir, concentrations of lomitapide are
expected to increase. Concomitant use of
PAXLOVID with lomitapide is
contraindicated (see prescribing
information for lomitapide) (see section
4.3).

Phosphodiesterase
(PDES5) inhibitors

1 Avanafil (13-fold, 2.4-fold)

1Sildenafil (11-fold, 4-fold)

1Tadalafil (124%, <)

1Vardenafil (49-fold, 13-fold)

Concomitant use of avanafil with
PAXLOVID is contraindicated (see section
4.3).

Concomitant use of sildenafil for the
treatment of erectile dysfunction with
ritonavir dosed as an antiretroviral agent or
as a pharmacokinetic enhancer should be
with caution and in no instance should
sildenafil doses exceed 25 mg in 48 hours.
Concomitant use of sildenafil with
PAXLOVID is contraindicated in
pulmonary arterial hypertension patients
(see section 4.3).

The concomitant use of tadalafil for the
treatment of erectile dysfunction with
ritonavir dosed as an antiretroviral agent or
as a pharmacokinetic enhancer should be
with caution at reduced doses of no more
than 10 mg tadalafil every 72 hours with
increased monitoring for adverse reactions.

Concomitant use of vardenafil with
PAXLOVID is contraindicated (see section
4.3).

Sedatives/hypnotics

1Clorazepate,
1Diazepam,
1Estazolam,
1Flurazepam,

1Oral and parenteral

Midazolam

Ritonavir coadministration is likely to
result in increased plasma concentrations
of clorazepate, diazepam, estazolam and
flurazepam and is therefore contraindicated
(see section 4.3).

Midazolam is extensively metabolised by
CYP3A4. Coadministration with
PAXLOVID may cause a large increase in
the concentration of midazolam. Plasma
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Table 2:  Interaction with other medicinal products and other forms of interaction

Medicinal product
class

Medicinal product within class
(AUC change, Cnax Change)

Clinical comments

1Triazolam (> 20-fold, 87%)

| Pethidine (62%, 59%),
TNorpethidine metabolite (47%,
87%)

1 Alprazolam (2.5-fold, <)

1Buspirone

concentrations of midazolam are expected
to be significantly higher when midazolam
is given orally. Therefore, PAXLOVID
should not be coadministered with orally
administered midazolam (see section 5.2),
whereas caution should be used with
coadministration of PAXLOVID and
parenteral midazolam. Data from
concomitant use of parenteral midazolam
with other protease inhibitors suggests a
possible 3 — 4 fold increase in midazolam
plasma levels. If PAXLOVID is
coadministered with parenteral midazolam,
it should be done in an intensive care unit
(ICU) or similar setting which ensures
close clinical monitoring and appropriate
medical management in case of respiratory
depression and/or prolonged sedation.
Dosage adjustment for midazolam should
be considered, especially if more than a
single dose of midazolam is administered.

Ritonavir coadministration is likely to
result in increased plasma concentrations
of triazolam and is therefore
contraindicated (see section 4.3)

The use of pethidine and ritonavir is
contraindicated due to the increased
concentrations of the metabolite,
norpethidine, which has both analgesic and
CNS stimulant activity. Elevated
norpethidine concentrations may increase
the risk of CNS effects (e.g., seizures) (see
section 4.3).

Alprazolam metabolism is inhibited
following the introduction of ritonavir.
Caution is warranted during the first
several days when alprazolam is
coadministered with ritonavir dosed as an
antiretroviral agent or as a pharmacokinetic
enhancer, before induction of alprazolam
metabolism develops.

Ritonavir dosed as a pharmacokinetic
enhancer or as an antiretroviral agent
inhibits CYP3A and as a result is expected
to increase the plasma concentrations of
buspirone. Careful monitoring of
therapeutic and adverse effects is
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Table 2:  Interaction with other medicinal products and other forms of interaction

Medicinal product Medicinal product within class

class (AUC change, Cnax Change) Clinical comments
recommended when buspirone
concomitantly administered with ritonavir.

Sleeping agent 1Zolpidem (28%, 22%) Zolpidem and ritonavir may be

coadministered with careful monitoring for
excessive sedative effects.

Smoke cessation

| Bupropion (22%, 21%)

Bupropion is primarily metabolised by
CYP2B6. Concurrent administration of
bupropion with repeated doses of ritonavir
is expected to decrease bupropion levels.
These effects are thought to represent
induction of bupropion metabolism.
However, because ritonavir has also been
shown to inhibit CYP2B6 in vitro, the
recommended dose of bupropion should
not be exceeded. In contrast to long-term
administration of ritonavir, there was no
significant interaction with bupropion after
short-term administration of low doses of
ritonavir (200 mg twice daily for 2 days),
suggesting reductions in bupropion
concentrations may have onset several
days after initiation of ritonavir
coadministration.

Steroids

Inhaled, injectable or intranasal
fluticasone propionate,
Budesonide,

Triamcinolone

TDexamethasone

Systemic corticosteroid effects including
Cushing's syndrome and adrenal
suppression (plasma cortisol levels were
noted to be decreased 86%) have been
reported in patients receiving ritonavir and
inhaled or intranasal fluticasone
propionate; similar effects could also occur
with other corticosteroids metabolised by
CYP3A e.g., budesonide and
triamcinolone. Consequently, concomitant
administration of ritonavir dosed as an
antiretroviral agent or as a pharmacokinetic
enhancer and these glucocorticoids is not
recommended unless the potential benefit
of treatment outweighs the risk of systemic
corticosteroid effects. A dose reduction of
the glucocorticoid should be considered
with close monitoring of local and
systemic effects or a switch to a
glucocorticoid, which is not a substrate for
CYP3A4 (e.g., beclomethasone).
Moreover, in case of withdrawal of
glucocorticoids progressive dose reduction
may be required over a longer period.

Ritonavir dosed as a pharmacokinetic
enhancer or as an antiretroviral agent
inhibits CYP3A and as a result is expected
to increase the plasma concentrations of
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Table 2:  Interaction with other medicinal products and other forms of interaction

Medicinal product Medicinal product within class
class (AUC change, Cnax Change) Clinical comments

dexamethasone. Careful monitoring of
therapeutic and adverse effects is
recommended when dexamethasone is
concomitantly administered with ritonavir.

1Prednisolone (28%, 9%) Careful monitoring of therapeutic and
adverse effects is recommended when
prednisolone is concomitantly
administered with ritonavir. The AUC of
the metabolite prednisolone increased by
37 and 28% after 4 and 14 days ritonavir,

respectively.
Thyroid hormone Levothyroxine Post-marketing cases have been reported
replacement therapy indicating a potential interaction between

ritonavir containing products and
levothyroxine. Thyroid-stimulating
hormone (TSH) should be monitored in
patients treated with levothyroxine at least
the first month after starting and/or ending
ritonavir treatment.

Abbreviations: ATL=alanine aminotransferase.
a. See section 5.2, Interaction studies conducted with PF-07321332/ritonavir.

4.6 Fertility, pregnancy and lactation

Women of childbearing potential/Contraception in males and females

There are no human data on the use of PAXLOVID during pregnancy to inform the drug-associated
risk of adverse developmental outcomes; women of childbearing potential should avoid becoming
pregnant during treatment with PAXLOVID and for 7 days after completing PAXLOVID treatment.

Use of ritonavir may reduce the efficacy of combined hormonal contraceptives. Patients using
combined hormonal contraceptives should be advised to use an effective alternative contraceptive
method or an additional barrier method of contraception during treatment with PAXLOVID, and until
one menstrual cycle after stopping PAXLOVID (see section 4.5).

Pregnancy

There are no data from the use of PAXLOVID in pregnant women. PAXLOVID should be used
during pregnancy only if the potential benefits outweigh the potential risks for the mother and the
foetus.

There was no PF-07321332-related effect on foetal morphology or embryo-foetal viability at any dose
tested in rat or rabbit embryo-foetal developmental toxicity studies (see section 5.3).

A large number (6,100 live births) of pregnant women were exposed to ritonavir during pregnancy; of
these, 2,800 live births were exposed during the first trimester. These data largely refer to exposures
where ritonavir was used in combination therapy and not at therapeutic ritonavir doses but at lower
doses as a pharmacokinetic enhancer for other protease inhibitors, similar to the ritonavir dose used for
PF-07321332/ritonavir. These data indicate no increase in the rate of birth defects compared to rates
observed in population-based birth defect surveillance systems.

Animal data with ritonavir have shown reproductive toxicity (see section 5.3).
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Breast-feeding

There are no human data on the use of PAXLOVID in breast-feeding.

It is unknown whether PF-07321332 is present in human or animal milk, and the effects of it on the
breast-fed newborn/infant, or the effects on milk production. Limited published data reports that
ritonavir is present in human milk. There is no information on the effects of ritonavir on the breast-fed
newborn/infant or the effects of the medicinal product on milk production. A risk to the
newborn/infant cannot be excluded. Breast-feeding should be discontinued during treatment with
PAXLOVID.

Fertility

There are no human data on the effect of PAXLOVID on fertility. No human data on the effect of PF-
07321332 on fertility are available. PF-07321332 produced no effects on fertility in rats (see

section 5.3).

There are no human data on the effect of ritonavir on fertility. Ritonavir produced no effects on
fertility in rats.

4.7 Effects on ability to drive and use machines

There are no clinical studies that evaluated the effects of PAXLOVID on ability to drive and use
machines.

4.8 Undesirable effects

Summary of the safety profile

The safety of PAXLOVID is based on data from Study C4671005 (EPIC-HR), a Phase 2/3
randomised, placebo-controlled trial in non-hospitalised adult participants with a laboratory confirmed
diagnosis of SARS-CoV-2 infection (see section 5.1). A total of 2,224 symptomatic adult participants
18 years of age and older who are at high risk of developing severe COVID-19 illness received at least
one dose of either PAXLOVID (PF-07321332/ritonavir 300 mg/100 mg) (n=1,109) or placebo
(n=1,115). Study drugs were to be taken twice daily for up to 5 days.

Adverse reactions in the PAXLOVID group (= 1%) that occurred at a greater frequency than in the
placebo group were dysgeusia (5.6% and 0.3%), diarrhoea (3.1% and 1. 6%, respectively), vomiting
(1.1% and 0.8%) and headache (1.4% and 1.3%).

Tabulated summary of adverse reactions

The adverse reactions in Table 3 are listed below by system organ class and frequency. Frequencies
are defined as follows: Very common (= 1/10); common (> 1/100 to < 1/10); uncommon (> 1/1,000 to
< 1/100); rare (> 1/10,000 to < 1/1,000); not known (frequency cannot be estimated from the available
data).

Table 3: Adverse reactions with PAXLOVID

Frequency
System organ class category Adverse reactions
Nervous system disorders Common Dysgeusia, headache
Gastrointestinal disorders Common Diarrhoea, vomiting

Paediatric population

The safety and efficacy of PAXLOVID in paediatric patients have not been established.
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Reporting of suspected adverse reactions

Reporting suspected adverse reactions after authorisation of the medicinal product is important. It
allows continued monitoring of the benefit/risk balance of the medicinal product. Healthcare
professionals are asked to report any suspected adverse reactions via the national reporting system
listed in Appendix V.

4.9 Overdose

Treatment of overdose with PAXLOVID should consist of general supportive measures including
monitoring of vital signs and observation of the clinical status of the patient. There is no specific
antidote for overdose with PAXLOVID.

5. PHARMACOLOGICAL PROPERTIES

5.1 Pharmacodynamic properties

Pharmacotherapeutic group: {group}, ATC code: <{code}> <not yet assigned>

Mechanism of action

PF-07321332 is a peptidomimetic inhibitor of the SARS-CoV-2 main protease (Mpro), also referred to
as 3C-like protease (3CLpro) or nsp5 protease. Inhibition of the SARS-CoV-2 Mpro renders the
protein incapable of processing polyprotein precursors which leads to the prevention of viral
replication.

Ritonavir is not active against SARS-CoV-2 Mpro. Ritonavir inhibits the CYP3A-mediated
metabolism of PF-07321332, thereby providing increased plasma concentrations of PF-07321332.

Antiviral activity

In vitro antiviral activity

PF-07321332 exhibited antiviral activity against SARS-CoV-2 infection of ANHBE cells, a primary
human lung alveolar epithelial cell line (ECso value of 61.8 nM and ECq value of 181 nM) after

3 days of drug exposure. PF-07321332 had cell culture antiviral activity (with ECsy values in the low
nanomolar range < 3-fold relative to USA-WA1/2020) against SARS-CoV-2 isolates belonging to the
Alpha (B.1.1.7), Beta (B.1.351), Gamma (P.1), Delta (B.1.617.2), Lambda (C.37), and Mu (B.1.621)
variants. The Beta (B.1.351) variant was the least susceptible tested variant with approximately 4-fold
reduced susceptibility relative to the USA-WA1/2020 isolate.

PF-07321332 showed antiviral activity against the Omicron variant with ICso values of 70 nM and
23 nM in the HeLa-ACE2 and Vero-TMPRSS cells compared to the SARS-CoV-2 USA-WA1/2020
strain which had ICso values of 207 nM and 38 nM in the same cell lines, respectively, using an
immunostaining-based method.

Antiviral resistance

No information on antiviral resistance is currently available to PF-07321332 with SARS-CoV-2.
Studies to evaluate selection of resistance to PF-07321332 with SARS-CoV-2 in cell culture and
clinical studies have not been completed. Only in vitro resistance selection study with murine hepatitis
virus (MHV)-Mpro is available. It showed a 4.4- to 5-fold decrease in PF-07321332 susceptibility
against mutant viruses with 5 mutations (Pro55Leu, Ser144Ala, Thr129Met, Thr50Lys, Prol15Ala) in
the MHV-Mpro following 10 passages in cell culture. The relevance for this to SARS-CoV-2 is not
known.
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Pharmacodynamic effects

Cardiac electrophysiology

No clinically relevant effect of PF-07321332 on QTcF interval was observed in a double-blind,
randomised, placebo-controlled, cross-over study in 10 healthy adults. The model predicted upper
bound of 90% confidence interval (CI) for baseline and ritonavir adjusted QTcF estimate was 1.96 ms
at approximately 4-fold higher concentration than the mean steady-state peak concentration after a
therapeutic dose of PF-07321332/ritonavir 300 mg/100 mg.

Clinical efficacy and safety

The efficacy of PAXLOVID is based on the final analysis of EPIC-HR, a Phase 2/3, randomised,
double-blind, placebo-controlled study in non-hospitalised symptomatic adult participants with a
laboratory confirmed diagnosis of SARS-CoV-2 infection. Eligible participants were 18 years of age
and older with at least 1 of the following risk factors for progression to severe disease: diabetes,
overweight (BMI > 25), chronic lung disease (including asthma), chronic kidney disease, current
smoker, immunosuppressive disease or immunosuppressive treatment, cardiovascular disease,
hypertension, sickle cell disease, neurodevelopmental disorders, active cancer, medically-related
technological dependence, or were 60 years of age and older regardless of comorbidities. Participants
with COVID-19 symptom onset of <5 days were included in the study.

Participants were randomised (1:1) to receive PAXLOVID (PF-07321332 300 mg/ritonavir 100 mg)
or placebo orally every 12 hours for 5 days. The study excluded individuals with a history of prior
COVID-19 infection or vaccination. The primary efficacy endpoint was the proportion of participants
with COVID-19 related hospitalisation or death from any cause through Day 28. The analysis was
conducted in the modified intent-to-treat (mITT) analysis set [all treated subjects with onset of
symptoms < 3 days who at baseline did not receive nor were expected to receive COVID-19
therapeutic monoclonal antibody (mAb) treatment], the mITT1 analysis set (all treated subjects with
onset of symptoms < 5 days who at baseline did not receive nor were expected to receive COVID-19
therapeutic mAb treatment), and the mITT2 analysis set (all treated subjects with onset of symptoms
<5 days).

A total of 2,246 participants were randomised to receive either PAXLOVID or placebo. At baseline,
mean age was 46 years; 51% were male; 72% were White, 5% were Black, and 14% were Asian; 45%
were Hispanic or Latino; 66% of participants had onset of symptoms < 3 days from initiation of study
treatment; 47% of participants were serological negative at baseline. The mean (SD) baseline viral
load was 4.63 logio copies/mL (2.87); 26% of participants had a baseline viral load of

> 1077 (copies/mL); 6.2% of participants either received or were expected to receive COVID-19
therapeutic mAb treatment at the time of randomisation and were excluded from the mITT and mITT1
analyses.

The baseline demographic and disease characteristics were balanced between the PAXLOVID and
placebo groups.

Table 4 provides results of the primary endpoint in the mITT1 analysis population. For the primary

endpoint, the relative risk reduction in the mITT1 analysis population for PAXLOVID compared to
placebo was 88% (95% CI: 75%, 94%).
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Table 4:  Efficacy results in non-hospitalised adults with COVID-19 dosed within S days of
symptom onset who did not receive COVID-19 monoclonal antibody treatment at
baseline (mITT1 analysis set)

PAXLOVID Placebo
(N=1,039) (N=1,046)
COVID-19 related hospitalisation or death from any cause through Day 28
n (%) 8 (0.8%) 66 (6.3%)
Reduction relative to placebo® [95% CI], % -5.62 (-7.21, -4.03)
All-cause mortality through Day 28, % 0 12 (1.1%)

Abbreviations: Cl=confidence interval.

The determination of primary efficacy was based on a planned interim analysis of 780 subjects in

mlITT population. The estimated risk reduction was -6.3% with a 95% CI of (-9.0%, -3.6%) and

2-sided p-value <0.0001.

a. The estimated cumulative proportion of participants hospitalised or death by Day 28 was
calculated for each treatment group using the Kaplan-Meier method, where subjects without
hospitalisation and death status through Day 28 were censored at the time of study
discontinuation.

No deaths were reported in the PAXLOVID group compared with 12 deaths in the placebo group. The
proportions of participants who discontinued treatment due to an adverse event were 2.1% in the
PAXLOVID group and 4.2% in the placebo group.

Consistent results were observed in the mITT and mITT2 analysis populations. A total of

1,379 subjects were included in the mITT analysis population. The event rates were 5/697 (0.72%) in
the PAXLOVID group, and 44/682 (6.45) in the placebo group. The primary SARS-CoV-2 variant
across both treatment arms was Delta (98%), including clades 21J, 21A, and 211. Similar trends have
been observed across subgroups of subjects (see Figure 1).

Figure 1: Adults with COVID-19 dosed within 5 days of symptom onset with COVID19-related
hospitalisation or death from any cause through Day 28

Category PF-07321332 300 mg + Ritonavir 100 mg Placebo Difference in % (95% CI)
nN nM
Overall (mITT1) = 1 81039 66/1046 5.62(-7.21.-4.03)
Symptom onset duration: <= 3 days | ; 51697 44/682 -5.81(-7.78.-3.84)
Symptom onset duration: = 3 days | 3/342 22/364 -5.23 (-7.91,-2.55)
Age: = 65 years = ; 71908 46/909 -4.35 (-5.91,-2.79)
Age: == 65 years R } 1131 20137 -13.83 (-20.07, -7 .80)
Gender: Male F—— 1 4520 41/540 -6.93 (-9.32. 4.53)
Gender: Female —— ; 4/519 25/506 -4.23(-6.29,-2.17)
BMI: < 25 kg/m™2 — 1/209 9207 -3.88 (-6.83, -0.94)
BMI: 25 - < 30 kg/m™*2 —— } 3/458 28/466 -5.44 (-7.75,-3.13)
BMI: == 30 kg/m™2 = } 4371 289/373 -6.85(-9.82.-3.87)
Diabetes mellitus = Yes )—'—ll 2125 9127 551 (-1051.-052)
Diabetes mellitus = No = ; 6/913 57/919 -5.63 (-7.30, -3.96)
Baseline SARS-CoV-2 serology status: Negative = | 7/487 58/505 -10.25 (-13.28, -7.21)
Baseline SARS-CoV-2 serclogy status: Positive I—-—l; 1/540 8/528 -1.34 (-2.45. -0.23)
Received/expected to receive COVID-19 mAbs treatment: Yes I—'—;—| 1/70 2/69 -1.51 (-6.40, 3.37)
Receivediexpected to receive COVID-19 mabs treatment: No = 1 8M1039 66/1046 -5.62(-7.21,-4.03)
T T T T T T T T
-24 20 16 12 -8 -4 ] 4
Difference in % from Placebo

Abbreviations: mAb=monoclonal antibody; N=number of participants in the category of the analysis
set.

All categories are based on mITT1 population except for COVID-19 mAb treatment which is based
on mITT2 population.

Seropositivity was defined if results were positive in either Elecsys anti SARS CoV-2 S or Elecsys
SARS CoV-2 (N) assay.
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The difference of the proportions in the 2 treatment groups and its 95% confidence interval based on
Normal approximation of the data are presented.

Relative to placebo, PAXLOVID treatment was associated with an approximately 0.9 logio copies/mL
greater decline in viral RNA levels in nasopharyngeal samples through Day 5, with similar results
observed in the mITT, mITT1 and mITT2 analysis populations.

This medicinal product has been authorised under a so-called ‘conditional approval’ scheme. This
means that further evidence on this medicinal product is awaited. The European Medicines Agency
will review new information on this medicinal product at least every year and this SmPC will be
updated as necessary.

Paediatric population

<The European Medicines Agency has waived the obligation to submit the results of studies with
PRODUCT NAME in all subsets of the paediatric population in {condition as per paediatric
investigation plan (PIP) decision, for the granted indication} (see section 4.2 for information on
paediatric use).>

<The European Medicines Agency has deferred the obligation to submit the results of studies with
PRODUCT NAME in one or more subsets of the paediatric population in {condition, as per paediatric
investigation plan (PIP) decision, for the granted indication} (see section 4.2 for information on
paediatric use).>

5.2 Pharmacokinetic properties
The pharmacokinetics of PF-07321332/ritonavir have been studied in healthy participants.

Ritonavir is administered with PF-07321332 as a pharmacokinetic enhancer resulting in higher
systemic concentrations of PF-07321332. In healthy participants in the fasted state, the mean half-life
(ti2) of a single dose of 150 mg PF-07321332 administered alone was approximately 2 hours
compared to 7 hours after administration of a single dose of 250 mg/100 mg PF-07321332/ritonavir
thereby supporting a twice-daily administration regimen.

Upon administration of single dose of PF-07321332/ritonavir 250 mg/100 mg to healthy participants
in the fasted state, the geometric mean (CV%) maximum concentration (Cmax) and area under the
plasma concentration-time curve from 0O to the time of last measurement (AUCas) was 2.88 ug/mL
(25%) and 27.6 ug*hr/mL (13%), respectively. Upon repeat-dose of PF-07321332/ritonavir

75 mg/100 mg, 250 mg/100 mg, and 500 mg/100 mg administered twice daily, the increase in
systemic exposure at steady-state appears to be less than dose proportional. Multiple dosing over

10 days achieved steady-state on Day 2 with approximately 2-fold accumulation. Systemic exposures
on Day 5 were similar to Day 10 across all doses.

Absorption

Following oral administration of PF-07321332/ritonavir 300 mg/100 mg after a single dose, the
geometric mean PF-07321332 (CV%) Cuax and area under the plasma concentration-time curve from 0
to infinity (AUCixs) at steady-state was 2.21 pg/mL (33) and 23.01 pg*hr/mL (23), respectively. The
median (range) time to Cmax (Tmax) was 3.00 hrs (1.02-6.00). The arithmetic mean (+SD) terminal
elimination half-life was 6.1 (1.8) hours.

Following oral administration of PF-07321332/ritonavir 300 mg/100 mg after a single dose, the
geometric mean ritonavir (CV%) Crax and AUCiqr was 0.36 ng/mL (46) and 3.60 pg*hr/mL (47),
respectively. The median (range) time t0 Cpax (Tmax) was 3.98 hrs (1.48-4.20). The arithmetic mean
(+SD) terminal elimination half-life was 6.1 (2.2) hours.
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Effect of food on oral absorption

Dosing with a high fat meal modestly increased the exposure of PF-07321332 (approximately 15%
increase in mean Cmax and 1.6% increase in mean AUCi,) relative to fasting conditions following
administration of a suspension formulation of PF-07321332 coadministered with ritonavir tablets.
Distribution

The protein binding of PF-07321332 in human plasma is approximately 69%.

The protein binding of ritonavir in human plasma is approximately 98-99%.

Biotransformation

In vitro studies assessing PF-07321332 without concomitant ritonavir suggest that PF-07321332 is
primarily metabolised by CYP3A4. PF-07321332 does not reversibly inhibit CYP2D6, CYP2C9,
CYP2C19, CYP2CS8 or CYP1A2 in vitro at clinically relevant concentrations. PF-07321332 is not an
inducer or substrate of other CYP enzymes. Administration of PF-07321332 with ritonavir inhibits the
metabolism of PF-07321332. In plasma, the only drug-related entity observed was unchanged
PF-07321332. Minor oxidative metabolites were observed in the faeces and urine.

In vitro studies utilising human liver microsomes have demonstrated that cytochrome P450 3A
(CYP3A) is the major isoform involved in ritonavir metabolism, although CYP2D6 also contributes to
the formation of oxidation metabolite M—2.

Low doses of ritonavir have shown profound effects on the pharmacokinetics of other protease
inhibitors (and other products metabolised by CYP3A4) and other protease inhibitors may influence
the pharmacokinetics of ritonavir.

Elimination

The primary route of elimination of PF-07321332 when administered with ritonavir was renal
excretion of intact drug. Approximately 49.6% and 35.3% of the administered dose of PF-07321332
300 mg was recovered in urine and faeces, respectively. PF-07321332 was the predominant
drug-related entity with small amounts of metabolites arising from hydrolysis reactions in excreta. In
plasma, the only drug-related entity quantifiable was unchanged PF-07321332.

Human studies with radiolabelled ritonavir demonstrated that the elimination of ritonavir was
primarily via the hepatobiliary system; approximately 86% of radiolabel was recovered from stool,

part of which is expected to be unabsorbed ritonavir.

Specific populations

The pharmacokinetics of PF-07321332/ritonavir based on age and gender have not been evaluated.

Paediatric patients
The pharmacokinetics PF-07321332/ritonavir in paediatric patients have not been evaluated.

Using pharmacokinetic modelling and simulation, the recommended dosing regimen is expected to
result in comparable steady-state plasma exposures of PF-07321332/ritonavir in adolescent patients
12 years of age and older weighing at least 40 kg as observed in healthy adults (see section 4.2).

Racial or ethnic groups

Systemic exposure in Japanese participants was numerically lower but not clinically meaningfully
different than those in Western participants.
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Patients with renal impairment
Compared to healthy controls with no renal impairment, the Cinax and AUC of PF-07321332 in patients
with mild renal impairment was 30% and 24% higher, in patients with moderate renal impairment was

38% and 87% higher, and in patients with severe renal impairment was 48% and 204% higher,
respectively.

Patients with hepatic impairment

Compared to healthy controls with no hepatic impairment, the PK of PF-07321332 in subjects with
moderate hepatic impairment was not significantly different. Adjusted geometric mean ratio (90% CI)
of AUCinr and Cax of PF-07321332 comparing moderate hepatic impairment (test) to normal hepatic
function (reference) was 98.78% (70.65%, 138.12%) and 101.96% (74.20%, 140.11%), respectively.

PF-07321332/ritonavir has not been studied in patients with severe hepatic impairment.

Interaction studies conducted with PF-07321332/ritonavir

CYP3A4 was the major contributor to the oxidative metabolism of PF-07321332, when PF-07321332
was tested alone in human liver microsomes. Ritonavir is an inhibitor of CYP3A and increases plasma
concentrations of PF-07321332 and other drugs that are primarily metabolised by CYP3A. Despite
being coadministered with ritonavir as a pharmacokinetic enhancer, there is potential for strong
inhibitors and inducers to alter the pharmacokinetics of PF-07321332.

The effects of coadministration of PAXLOVID with itraconazole (CYP3A inhibitor) and
carbamazepine (CYP3A inducer) on the PF-07321332 AUC and Cpnax are summarised in Table 5
(effect of other medicinal products on PF-07321332).

Table 5: Interactions with other medicinal products: pharmacokinetic parameters for
PF-07321332 in the presence of the coadministered medicinal products
Ratio (in combination with
coadministered medicinal
product/alone) of
PF-07321332
pharmacokinetic
parameters (90% CI);
Dose (schedule) no effect=100
Coadministered | Coadministered
medicinal medicinal PF-07321332/
product product ritonavir N Cmax AUC*
Carbamazepine® 300 mg twice 300 mg/100 mg 9 56.82 44.50 (33.77,
daily twice daily (47.04, 58.65)
(16 doses) (5 doses) 68.62)
Itraconazole 200 mg once daily | 300 mg/100 mg 11 118.57 138.82
(8 doses) twice daily (112.50, (129.25,
(5 doses) 124.97) 149.11)

Abbreviations: AUC=area under the plasma concentration-time curve; Cl=confidence interval;
Cmax=maximum plasma concentrations.
a. For carbamazepine, AUC=AUCiyy, for itraconazole, AUC=AUC..
b. Carbamazepine titrated up to 300 mg twice daily on Day 8§ through Day 15 (e.g., 100 mg
twice daily on Day 1 through Day 3 and 200 mg twice daily on Day 4 through Day 7).
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5.3  Preclinical safety data

No nonclinical safety studies have been conducted with PF-07321332 in combination with ritonavir.

Toxicology

Repeat-dose toxicity studies up to 1 month duration of PF-07321332 in rats and monkeys resulted in
no adverse findings.

Repeat-dose toxicity studies of ritonavir in animals identified major target organs as the liver, retina,
thyroid gland and kidney. Hepatic changes involved hepatocellular, biliary and phagocytic elements
and were accompanied by increases in hepatic enzymes. Hyperplasia of the retinal pigment
epithelium and retinal degeneration have been seen in all of the rodent studies conducted with
ritonavir, but have not been seen in dogs. Ultrastructural evidence suggests that these retinal changes
may be secondary to phospholipidosis. However, clinical trials revealed no evidence of medicinal
product-induced ocular changes in humans. All thyroid changes were reversible upon
discontinuation of ritonavir. Clinical investigation in humans has revealed no clinically significant
alteration in thyroid function tests.

Renal changes including tubular degeneration, chronic inflammation and proteinurea were noted in

rats and are considered to be attributable to species-specific spontaneous disease. Furthermore, no
clinically significant renal abnormalities were noted in clinical trials.

Carcinogenesis
PAXLOVID has not been evaluated for the potential to cause carcinogenicity.
PF-07321332 has not been evaluated for the potential to cause carcinogenicity.

Long-term carcinogenicity studies of ritonavir in mice and rats revealed tumourigenic potential
specific for these species, but are regarded as of no relevance for humans.

Genotoxicity
PAXLOVID has not been evaluated for the potential to cause genotoxicity.

PF-07321332 was not genotoxic in a battery of assays, including bacterial mutagenicity, chromosome
aberration using human lymphoblastoid TK6 cells and in vivo rat micronucleus assays.

Ritonavir was found to be negative for mutagenic or clastogenic activity in a battery of in vitro and
in vivo assays including the Ames bacterial reverse mutation assay using S. typhimurium and E. coli,
the mouse lymphoma assay, the mouse micronucleus test and chromosomal aberration assays in
human lymphocytes.

Reproductive toxicity

PF-07321332

In a fertility and early embryonic development study, there were no PF-07321332 effects on fertility
and reproductive performance at doses up to 1,000 mg/kg/day representing 12x/4.3x based on the
predicted human Cmax/AUC24 at a twice-daily dose of 300 mg/100 mg PF-07321332/ritonavir.

Embryo-foetal developmental (EFD) toxicity studies were conducted in pregnant rats and rabbits
administered oral PF-07321332 doses of up to 1,000 mg/kg/day during organogenesis [on Gestation
Days (GD) 6 through 17 in rats and 6 through 19 in rabbits]. No biologically significant
developmental effects were observed in the rat EFD study. At the highest dose of 1,000 mg/kg/day,
the systemic PF-07321332 exposure (AUCy) in rats was approximately 8 times higher than clinical
exposures at the authorised human dose of PAXLOVID. In the rabbit EFD study, lower foetal body
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weights (9% decrease) were observed at 1,000 mg/kg/day in the absence of significant maternal
toxicity findings. At 1,000 mg/kg/day, the systemic exposure (AUC,4) in rabbits was approximately
10 times higher than clinical exposures at the authorised human dose of PAXLOVID. No other
significant developmental toxicities (malformations and embryo-foetal lethality) were observed at up
to the highest dose tested, 1,000 mg/kg/day. No developmental effects were observed in rabbits at
300 mg/kg/day resulting in systemic exposure (AUCo4) approximately 3 times higher than clinical
exposures at the authorised human dose of PAXLOVID.

Ritonavir
Ritonavir produced no effects on fertility in rats.

Developmental toxicity observed in rats (embryolethality, decreased foetal body weight and
ossification delays and visceral changes, including delayed testicular descent) occurred mainly at a
maternally toxic dosage. Developmental toxicity in rabbits (embryolethality, decreased litter size and
decreased foetal weights) occurred at a maternally toxic dosage.

6. PHARMACEUTICAL PARTICULARS
6.1 List of excipients
PF-07321332

Tablet core:
Microcrystalline cellulose
Lactose monohydrate
Croscarmellose sodium
Colloidal silicon dioxide
Sodium stearyl fumarate

Film coat:

Hydroxypropyl methylcellulose (E464)
Titanium dioxide (E171)

Polyethylene glycol (E1521)

Iron oxide red (E172)

Ritonavir

Tablet core:

Copovidone

Sorbitan laureate

Silica, colloidal anhydrous (E551)
Calcium hydrogen phosphate, anhydrous
Sodium stearyl fumarate

Film coat:

Hypromellose (E464)

Titanium dioxide (E171)
Macrogol (E1521)
Hydroxypropyl cellulose (E463)
Talc (E553b)

Silica, colloidal anhydrous (E551)
Polysorbate 80 (E433)

6.2 Incompatibilities
Not applicable.
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6.3  Shelf life

12 months.

6.4 Special precautions for storage

Do not refrigerate or freeze. Do not store above 25 °C.
6.5 Nature and contents of container

PAXLOVID is packaged in cartons containing 5 daily-dose OPA/AI/PVC foil blister cards of
30 tablets.

Each daily blister card contains 4 PF-07321332 tablets and 2 ritonavir tablets.

6.6 Special precautions for disposal

No special requirements for disposal.

Any unused medicinal product or waste material should be disposed of in accordance with local
requirements.

7.  MARKETING AUTHORISATION HOLDER

Pfizer Europe MA EEIG

Boulevard de la Plaine 17

1050 Bruxelles
Belgium

8. MARKETING AUTHORISATION NUMBER(S)

9. DATE OF FIRST AUTHORISATION/RENEWAL OF THE AUTHORISATION

Date of first authorisation: {DD month YYYY}

10. DATE OF REVISION OF THE TEXT

Detailed information on this medicinal product is available on the website of the European Medicines
Agency http://www.ema.europa.cu<, and on the website of {name of MS Agency (link)}>.
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<E.

ANNEX I1

<MANUFACTURER(S) OF THE BIOLOGICAL ACTIVE
SUBSTANCE(S) AND> MANUFACTURER(S)
RESPONSIBLE FOR BATCH RELEASE

CONDITIONS OR RESTRICTIONS REGARDING SUPPLY
AND USE

OTHER CONDITIONS AND REQUIREMENTS OF THE
MARKETING AUTHORISATION

CONDITIONS OR RESTRICTIONS WITH REGARD TO
THE SAFE AND EFFECTIVE USE OF THE MEDICINAL
PRODUCT

SPECIFIC OBLIGATION TO COMPLETE POST-
AUTHORISATION MEASURES FOR <THE
CONDITIONAL MARKETING AUTHORISATION> <THE
MARKETING AUTHORISATION UNDER EXCEPTIONAL
CIRCUMSTANCES>>
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A.  MANUFACTURER(S) OF THE BIOLOGICAL ACTIVE SUBSTANCE(S) AND
MANUFACTURER(S) RESPONSIBLE FOR BATCH RELEASE

Name and address of the manufacturers responsible for batch release

Pfizer Manufacturing Deutschland GmbH
Betriebsstitte Freiburg

Mooswaldallee 1

79090 Freiburg

Germany

Pfizer Italia S.r.L

Localita Marino del tronto
631000 Ascoli, Piceno
Italy

B. CONDITIONS OR RESTRICTIONS REGARDING SUPPLY AND USE

Medicinal product subject to medical prescription.

C. OTHER CONDITIONS AND REQUIREMENTS OF THE MARKETING
AUTHORISATION

. Periodic safety update reports (PSURs)

The requirements for submission of PSURSs for this medicinal product are set out in the list of

Union reference dates (EURD list) provided for under Article 107¢(7) of Directive 2001/83/EC
and any subsequent updates published on the European medicines web-portal.

D. CONDITIONS OR RESTRICTIONS WITH REGARD TO THE SAFE AND
EFFECTIVE USE OF THE MEDICINAL PRODUCT

. Risk management plan (RMP)

The marketing authorisation holder (MAH) shall perform the required pharmacovigilance
activities and interventions detailed in the agreed RMP presented in Module 1.8.2 of the
marketing authorisation and any agreed subsequent updates of the RMP.

An updated RMP should be submitted:
e At the request of the European Medicines Agency;
e Whenever the risk management system is modified, especially as the result of new information
being received that may lead to a significant change to the benefit/risk profile or as the result of
an important (pharmacovigilance or risk minimisation) milestone being reached.

<An updated RMP shall be submitted by { CHMP agreed deadline}.>
. Obligation to conduct post-authorisation measures

The MAH shall complete, within the stated timeframe, the below measures:

Description Due date
<Post-authorisation efficacy study (PAES):>
<Non-interventional post-authorisation safety study (PASS):>>
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E. SPECIFIC OBLIGATION TO COMPLETE POST-AUTHORISATION MEASURES
FOR THE CONDITIONAL MARKETING AUTHORISATION

This being a conditional marketing authorisation and pursuant to Article 14a(4) of Regulation (EC) No
726/2004, the MAH shall complete, within the stated timeframe, the following measures:

Description Due date
<Non-interventional post-authorisation safety study (PASS):>>
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ANNEX III

LABELLING AND PACKAGE LEAFLET
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A. LABELLING
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PARTICULARS TO APPEAR ON THE OUTER PACKAGING

OUTER CARTON

1. NAME OF THE MEDICINAL PRODUCT

PAXLOVID 150 mg + 100 mg film-coated tablets
PF-07321332 + ritonavir

2. STATEMENT OF ACTIVE SUBSTANCE(S)

Each pink PF-07321332 film-coated tablet contains 150 mg of PF-07321332
Each white ritonavir film-coated tablet contains 100 mg of ritonavir

3. LIST OF EXCIPIENTS

Contains lactose.

4. PHARMACEUTICAL FORM AND CONTENTS

30 film-coated tablets (20 PF-07321332 tablets + 10 ritonavir tablets)

‘ 5. METHOD AND ROUTE(S) OF ADMINISTRATION

Read the package leaflet before use.

Oral use.

Scan QR code for product information in the national language.
URL: https://pfi.sr/c19oralrx

6. SPECIAL WARNING THAT THE MEDICINAL PRODUCT MUST BE STORED OUT
OF THE SIGHT AND REACH OF CHILDREN

Keep out of the sight and reach of children.

‘ 7. OTHER SPECIAL WARNING(S), IF NECESSARY

| 8. EXPIRY DATE

EXP

9. SPECIAL STORAGE CONDITIONS

Do not store above 25 °C.
Do not refrigerate or freeze.
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10. SPECIAL PRECAUTIONS FOR DISPOSAL OF UNUSED MEDICINAL PRODUCTS
OR WASTE MATERIALS DERIVED FROM SUCH MEDICINAL PRODUCTS, IF
APPROPRIATE

11. NAME AND ADDRESS OF THE MARKETING AUTHORISATION HOLDER

Pfizer Europe MA EEIG
Boulevard de la Plaine 17
1050 Bruxelles

Belgium

12. MARKETING AUTHORISATION NUMBER(S)

EU/0/00/000/000

13. BATCH NUMBER<, DONATION AND PRODUCT CODES>

Lot

‘ 14. GENERAL CLASSIFICATION FOR SUPPLY

| 15.  INSTRUCTIONS ON USE

‘ 16. INFORMATION IN BRAILLE

PAXLOVID

‘ 17. UNIQUE IDENTIFIER — 2D BARCODE

2D barcode carrying the unique identifier included.

‘ 18. UNIQUE IDENTIFIER - HUMAN READABLE DATA

PC
SN
NN
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MINIMUM PARTICULARS TO APPEAR ON BLISTERS OR STRIPS

BLISTERS

1. NAME OF THE MEDICINAL PRODUCT

PAXLOVID
PF-07321332 150 mg tablet
ritonavir 100 mg tablet

‘ 2. NAME OF THE MARKETING AUTHORISATION HOLDER

Pfizer (logo)

| 3. EXPIRY DATE

EXP

4. BATCH NUMBER<, DONATION AND PRODUCT CODES>

Lot

5. OTHER
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B. PACKAGE LEAFLET
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Package leaflet: Information for the patient

PAXLOVID 150 mg/100 mg film-coated tablets
PF-07321332/ritonavir

vThis medicine is subject to additional monitoring. This will allow quick identification of new
safety information. You can help by reporting any side effects you may get. See the end of section 4
for how to report side effects.

Read all of this leaflet carefully before you start taking this medicine because it contains

important information for you.

- Keep this leaflet. You may need to read it again.

- If you have any further questions, ask your doctor or pharmacist.

- This medicine has been prescribed for you only. Do not pass it on to others. It may harm them,
even if their signs of illness are the same as yours.

- If you get any side effects, talk to your doctor or pharmacist. This includes any possible side
effects not listed in this leaflet. See section 4.

What is in this leaflet

1. What PAXLOVID is and what it is used for

2. What you need to know before you take PAXLOVID
3.  How to take PAXLOVID

4. Possible side effects

5. How to store PAXLOVID

6. Contents of the pack and other information

1. What PAXLOVID is and what it is used for

PAXLOVID contains the active substances PF-07321332 and ritonavir. PAXLOVID is an antiviral
medicine used for treating mild-to-moderate COVID-19.

COVID-19 is caused by a virus called a coronavirus. PAXLOVID stops the virus multiplying in cells
and this stops the virus multiplying in the body. This can help your body to overcome the virus
infection, and may help you get better faster.

PAXLOVID is used in adults and adolescents 12 years of age and older and weighing at least 40 kg
with mild-to-moderate COVID-19. It is only used in patients who are at high risk for progression to
severe COVID-19, including hospitalisation or death.

You must talk to a doctor if you do not feel better or if you feel worse after 5 days.

2. What you need to know before you take PAXLOVID

Do not take PAXLOVID
- if you are allergic to PF-07321332, ritonavir or any of the other ingredients of PAXLOVID
(listed in section 6).
- if you are taking any of the following medicines. Taking PAXLOVID with these medicines may
cause serious or life-threatening side effects or affect how PAXLOVID works:
- Alfuzosin (used to treat symptoms of an enlarged prostate)
- Pethidine, piroxicam, propoxyphene (used to relieve pain)
- Ranolazine (used to treat chronic chest pain [angina])
- Neratinib, venetoclax (used to treat cancer)
- Amiodarone, bepridil, dronedarone, encainide, flecainide, propafenone, quinidine (used to
treat heart conditions and correct irregular heartbeats)
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- Fusidic acid (used to treat bacterial infections)

- Colchicine (used to treat gout)

- Astemizole, terfenadine (used to treat allergies)

- Lurasidone (used to treat depression)

- Pimozide, clozapine, quetiapine (used to treat schizophrenia, bipolar disorder, severe
depression and abnormal thoughts or feelings)

- Dihydroergotamine and ergotamine (used to treat migraine headaches)

- Ergonovine and methylergonovine (used to stop excessive bleeding that may occur
following childbirth or an abortion)

- Lovastatin, simvastatin, lomitapide (used to lower blood cholesterol)

- Avanafil, vardenafil (used to treat erectile dysfunction [also known as impotence])

- Sildenafil (Revatio®) used to treat pulmonary arterial hypertension (high blood pressure in
the pulmonary artery)

- Clorazepate, diazepam, estazolam, flurazepam, triazolam, midazolam taken orally (used to
relieve anxiety and/or trouble sleeping)

- Carbamazepine, phenobarbital, phenytoin (used to prevent and control seizures)

- Rifampin (used to treat tuberculosis)

- St. John’s wort (Hypericum perforatum) (a herbal remedy used for depression and
anxiety)

Warnings and precautions

Other medicines and PAXLOVID

There are other medicines that may not mix with PAXLOVID. Tell your doctor or pharmacist if you
are taking, have recently taken or might take any other medicines, including prescription and
over-the-counter medicines, vitamins and herbal supplements.

- medicines used to treat cancer, such as afatinib, abemaciclib, apalutamide, ceritinib, dasatinib,
encorafenib, fostamatinib, ibrutinib, nilotinib, vinblastine and vincristine

- medicines used to thin the blood (anticoagulants), such as warfarin, rivaroxaban, vorapaxar

- medicines used to treat convulsions, such as divalproex, lamotrigine and phenytoin

- medicines used for smoking cessation, such as bupropion

- medicines used to treat allergies, such as fexofenadine and loratadine

- medicines used to treat fungal infections (antifungals), such as ketoconazole, itraconazole and
voriconazole

- medicines used to treat HIV infection, such as amprenavir, atazanavir, darunavir,
fosamprenavir, efavirenz, maraviroc, raltegravir and zidovudine

- medicines used to treat bacterial infections (e.g., antibiotics and antimycobacterials), such as
atovaquone, fusidic acid, clarithromycin, erythromycin, bedaquiline, rifabutin, delamanid and
sulfamethoxazole/trimethoprim

- medicines used to treat mental or mood disorders, such as haloperidol, risperidone and
thioridazine

- medicines used to treat high blood pressure in the blood vessels that supply the lungs, such as
bosentan and riociguat

- medicines used to treat high blood pressure (hypertension), such as amlodipine, diltiazem and
nifedipine

- medicines used to treat heart conditions and correct irregular heartbeats, such as digoxin

- medicines used to treat hepatitis C virus infection, such as glecaprevir/pibrentasvir

- medicines used to lower blood cholesterol, such as atorvastatin, fluvastatin, pravastatin and
rosuvastatin

- medicines used to suppress your immune system, such as cyclosporine, tacrolimus and
everolimus

- medicines used to treat severe pain, such as morphine, fentanyl, methadone, buprenorphine,
norbuprenorphine and other morphine-like medicines

- medicines used as sedatives, hypnotics, and sleeping agent, such as alprazolam, buspirone and
zolpidem
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- steroids including corticosteroids used to treat inflammation, such as betamethasone,
budesonide, ciclesonide, dexamethasone, fluticasone, prednisolone, methylprednisolone,
mometasone, prednisone and triamcinolone

- medicines used to treat asthma and other lung-related problems such as chronic obstructive
pulmonary disease [COPD], such as salmeterol and theophylline

- medicines used to treat depression, such as amitriptyline, fluoxetine, imipramine, nortriptyline,
paroxetine, sertraline and desipramine

- medicines used to treat erectile dysfunction (also known as impotence), such as sildenafil and
tadalafil

- medicines used as thyroid replacement therapy, such as levothyroxine

- any of the following other specific medicines:

- oral or patch contraceptive containing ethinylestradiol used to prevent pregnancy
- midazolam administered by injection (used for sedation [an awake but very relaxed state of
calm or drowsiness during a medical test or procedure] or anaesthesia)

Many medicines interact with PAXLOVID. Keep a list of your medicines to show your doctor and
pharmacist. Do not start taking a new medicine without telling your doctor. Your doctor can tell you
if it is safe to take PAXLOVID with other medicines.

Liver disease
Tell your doctor if you have or have had a liver disease.

Children and adolescents
Do not give PAXLOVID to children under 12 years because PAXLOVID has not been studied in
children.

Pregnancy, breast-feeding and fertility
If you are pregnant, think you may be pregnant or are planning to have a baby, ask your doctor for
advice before taking this medicine.

There is not enough information to be sure that PAXLOVID is safe for use in pregnancy. PAXLOVID
should only be taken if the potential benefits of treatment outweigh the potential risks to the mother
and the unborn child. It is recommended that you refrain from sexual activity or use effective barrier
contraception while taking PAXLOVID.

You should not breast-feed your baby while taking PAXLOVID.

Driving and using machines
PAXLOVID has not been specifically tested for its possible effects on the ability to drive a car or
operate machines.

PAXLOVID contains lactose (a type of sugar)
If you have been told by your doctor that you have an intolerance to some sugars, contact your doctor
before taking this medicine.

PAXLOVID contains sodium
PF-07321332 and ritonavir tablets each contain less than 1 mmol sodium (23 mg) per dose, that is to
say essentially 'sodium-free'.

3. How to take PAXLOVID

Always take this medicine exactly as your doctor or pharmacist has told you. Check with your doctor
or pharmacist if you are not sure.

If you have kidney disease, please talk to your healthcare provider for an appropriate dose of
PAXLOVID.
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PAXLOVID consists of 2 medicines: PF-07321332 and ritonavir. The recommended dose is 2 tablets
of PF-07321332 with 1 tablet of ritonavir by mouth twice daily (in the morning and in the evening).

A course of treatment lasts 5 days. For each dose, take all 3 tablets together at the same time.

Swallow the tablets whole. Do not chew, break or crush the tablets. PAXLOVID can be taken with or
without meals.

Use in children and adolescents
PAXLOVID is not used to treat children (under 12 years old).

If you take more PAXLOVID than you should
If you take too much PAXLOVID, call your healthcare provider or go to the nearest hospital
emergency room right away.

If you forget to take PAXLOVID
If you forget to take a dose of PAXLOVID, take it as soon as you remember. If it is almost time for
your next dose, do not take the missed dose and just carry on as before.

Do not take a double dose to make up for a forgotten dose.

If you stop taking PAXLOVID
Even if you feel better, do not stop taking PAXLOVID without talking to your doctor.

If you have any further questions on the use of this medicine, ask your doctor or pharmacist.

4. Possible side effects

Like all medicines, this medicine can cause side effects, although not everybody gets them. Not many
people have taken PAXLOVID. Serious and unexpected side effects may happen. PAXLOVID is still
being studied, so it is possible that all of the risks are not known at this time.

Common: may affect up to 1 in 10 people
- Altered sense of taste

- Diarrhoea

- Vomiting

- Headache

Reporting of side effects

If you get any side effects, talk to your doctor or pharmacist. This includes any possible side effects
not listed in this leaflet. You can also report side effects directly via the national reporting system
listed in Appendix V. By reporting side effects you can help provide more information on the safety of
this medicine.

5. How to store PAXLOVID

Keep this medicine out of the sight and reach of children.

Do not use this medicine after the expiry date which is stated on the carton or the blister after ‘EXP’.
The expiry date refers to the last day of that month.

Do not store above 25 °C.
Do not refrigerate or freeze.
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Do not throw away any medicines via wastewater or household waste. Ask your pharmacist how to
throw away medicines you no longer use. These measures will help protect the environment.

6. Contents of the pack and other information

What PAXLOVID contains

- The active substances in this medicine are PF-07321332 and ritonavir.

- Each pink film-coated PF-07321332 tablet contains 150 mg of PF-07321332.
- Each white film-coated ritonavir tablet contains 100 mg of ritonavir.

- The other ingredients in PF-07321332 are microcrystalline cellulose, lactose monohydrate (see
section 2, ‘PAXLOVID contains lactose’), croscarmellose sodium, colloidal silicon dioxide and
sodium stearyl fumarate (see section 2, ‘PAXLOVID contains sodium’). The film-coating
contains hydroxypropyl methylcellulose, titanium dioxide, macrogol and iron oxide red.

- The other ingredients in ritonavir are copovidone, sorbitan laureate, colloidal anhydrous silica,
anhydrous calcium hydrogen phosphate, sodium stearyl fumarate. The film-coating contains
hypromellose, titanium dioxide, macrogol, hydroxypropyl cellulose, talc, colloidal anhydrous
silica and polysorbate 80.

What PAXLOVID looks like and contents of the pack
PAXLOVID tablets are available in 5 daily-dose blister cards with a total of 30 tablets packaged in a
carton.

Each daily blister card contains 4 PF-07321332 tablets (150 mg each) and 2 ritonavir tablets (100 mg
each) and indicates which tablets need to be taken in the morning and evening.

PF-07321332 150 mg film-coated tablets are pink, oval-shaped and debossed with ‘PFE’ on one side
and ‘3CL’ on the other side.

Ritonavir 100 mg film-coated tablets are white to off white, capsule shaped, and debossed with ‘H” on
one side and ‘R9’ on the other side.

Marketing Authorisation Holder

Pfizer Europe MA EEIG
Boulevard de la Plaine 17
1050 Bruxelles

Belgium

Manufacturer

Pfizer Manufacturing Deutschland GmbH
Betriebsstitte Freiburg

Mooswaldallee 1

79090 Freiburg

Germany

Pfizer Italia S.r.L

Localita Marino del Tronto
631000 Ascoli, Piceno
Italy

For any information about this medicine, please contact the local representative of the Marketing
Authorisation Holder:
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Belgié/Belgique/Belgien
Luxembourg/Luxemburg
Pfizer NV/SA

Tél/Tel: +32 (0)2 554 62 11

Bbarapus

[aiizep JTrokcembypr CAPJI, Kion
bovarapus

Ten: +359 2 970 4333

Ceska republika
Pfizer, spol. s r.o.
Tel: +420 283 004 111

Danmark
Pfizer ApS
TIf: +45 44 201 100

Deutschland
PFIZER PHARMA GmbH
Tel: +49 (0)30 550055-51000

Eesti
Pfizer Luxembourg SARL Eesti filiaal
Tel: +372 666 7500

EA\rada
Pfizer EAAGG ALE.
TnA.: +30 210 6785 800

Espafia
Pfizer, S.L.
Tel:+34914909900

France
Pfizer
Tél+33 15807 3440

Hrvatska
Pfizer Croatia d.o.o.
Tel: +385 1 3908 777

Ireland

Pfizer Healthcare Ireland
Tel: 1800 633 363 (toll free)
+44 (0)1304 616161

island
Icepharma hf
Simi: +354 540 8000

Italia
Pfizer S.r.l.
Tel: +39 06 33 18 21

Lietuva

Pfizer Luxembourg SARL filialas Lietuvoje

Tel. +370 52 51 4000

Magyarorszag
Pfizer Kft
Tel: +36 1 488 3700

Malta
Vivian Corporation Ltd.
Tel: +35621 344610

Norge
Pfizer AS
TIf: +47 67 526 100

Nederland
Pfizer bv
Tel: +31 (0)10 406 43 01

Osterreich
Pfizer Corporation Austria Ges.m.b.H
Tel: +43 (0)1 521 15-0

Polska
Pfizer Polska Sp. z o.0.
Tel.: +48 22 335 61 00

Portugal
Laboratorios Pfizer, Lda.
Tel: +351 21 423 5500

Romania
Pfizer Romania S.R.L
Tel: +40 (0)21 207 28 00

Slovenija
Pfizer Luxembourg SARL

Pfizer, podruznica za svetovanje s podrocja

farmacevtske dejavnosti, Ljubljana
Tel.: +386 (0)1 52 11 400

Slovenska republika
Pfizer Luxembourg SARL,
organizacna zlozka

Tel: +421 2 3355 5500

Suomi/Finland
Pfizer Oy
Puh/Tel: +358 (0)9 430 040

Sverige
Pfizer AB
Tel: +46 (0)8 550 520 00



Kvnpog United Kingdom (Northern Ireland)

Pfizer EAMAGg A.E. (Cyprus Branch) Pfizer Limited
TnA: +357 22 817690 Tel: +44 (0)1304 616161
Latvija

Pfizer Luxembourg SARL filiale Latvija

Tel.: +371 670 35 775
This leaflet was last revised in <{MM/YYYY }><{month YYYY}>.
This medicine has been given ‘conditional approval’. This means that there is more evidence to come
about this medicine.The European Medicines Agency will review new information on this medicine at

least every year and this leaflet will be updated as necessary.

Scan the code with a mobile device to get the package leaflet in different languages.

URL: https://pfi.sr/c19oralrx
Other sources of information

Detailed information on this medicine is available on the European Medicines Agency web site:
http://www.ema.europa.eu.

This leaflet is available in all EU/EEA languages on the European Medicines Agency website.
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R iR 3 MEEDT ISR BET HAREENE £ 5 (4.518

ZH)

ra¥ry, EEYR M7 e vrB LI OEEY FBED FHIC X
0, EELMKFHERE EIXZ0MOEE 2R
ERD ) 27 13EE 5,

JTFT MEF 7 = F 7 REDO LEFICZLD, BiENE
CHEREMERH D, 72T T v L OFAKREIX
B Thd ASHEBH)

FATHER e ke ag Iy, | MEPEAFERRBEEO ERICLY, mERES
TITARY i 7e & OFEMOSVERMEN BT D RN H
z)IH I, Do
AF )L a ) e

B & fifi %R lovastatin, ImAEFlovastatindd LR o R A X F o DERE F5F
SUNRABF XY, BEUBRARIE /R E DI A RF—D Y R

HMG-CoAi%E T NEED GS5HEBR)
[EEHIESE S
lomitapide M4 lomitapide DR EFH- (4.5HZH)
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Bx NI

(MTTP) [HE
%

PDESH 4K avanafil [ 4EPavanafil DR L5 (4.5HSH) .

VIVTFT 4L

NVTFT 4 v

BB ARYE AT & MLESE (PAH) OWRIRICH W D854
DOIREEL LT 5, T T F7 4 VDR
XY, vAFr T o VEEOGEFES (K
EBLOEmEET) NEET LA NG E
5, PEEEERFICBITD VT T 2 VO
BeHA\ZHOWTIIS 4ATHS R,

MIET ST T 7 4V ORE EF (45HSH)

PERFHHL - fEARSE

7 a7 8T,
TN,
TRHEYV T A,
TIVT BN,

MmigF 7 I ¥7m, PTENRL TAXT

L, TNTENRL RAOIXZYTLABLONIT
VT ADORE EFIZLY, BEOHEER I ORI
MEIO Y 27 WEEDLRREMERNSH D (R4 T A
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Table1: A& E OPFAEEIEEK

R SEICEEN DA Hi PR AL
BOIFZY LW DOIERNFGFIZBET HEEFEIZOWTI4SES
cNUT YT A )
PF-07321332/1) b F BN DEE % [ET X1 3 K|
s v NV N PF-07321332/V M+ EAOMAEFREEEL T L O
7— k BRI ERBA DY 27 RNH Db b -

Va—rX-U—h (LI PFT VD) &
oA FRA (455HS )

ETRES & BN A PF-07321332/U FFEAOMIETEEKTE IO
PURYE S DR SV % fife R 2 SR b

a.  5.25H [PF-07321332/V N FEALZRAWTER LI EERRR] 230z &,

4.4. BRI EEB ITOER LoBER
OHEF L DM AE/ERIC L D EERBWEHADOY 27

CYP3A CTR#I SN D HEAF A2 B G5 OEEFICAHK] (CYP3A HESL) oG 2B, Fi3AH %
BRI G- BEIZ CYP3A TR SN B BN OB 5.2 Bts L7-54, CYP3A CTR#IEn 3
Fl o MR EH-3 5 mReEMER H 5,

CYP3A PHEME F 721X E R OB 5 2046 L7258, ABIOREN EH F 72138 T3 2 /aetEn
Hb,

CYP3A [HES E 1 ITFF 5K L OFAERICL Y, UTICELWTREEDLH D,

o PHHEEDIRBEREOWIMCLY, WRIMICERO S SRAIEMEELL, HE Az
TCITE L RN H D,

o AKHIOBREEDIINT X 2 EIRINZERD & 2 EIEM
o AKAIDIGHNRDIHII LT A /L AMEDIEI

AH L OOFHZESIRIZ OV TIE Table 1 (4.3 THS) |, fhOIHK| L OFEIEMICER D H 5 3HWHH
HAERIZOWTIX Table2 (4.5 HEBM) 2oz L, AAIOE R L O 540T, HEWHEE
TEROWREMZZBIETH 2 L, AFOBG L, FRRZMER L, OFHEICBEE S 2 IER N
RWPEBREEE=HX ) TTHI L,

i

U b e EZREFOEREIC, R0 ATIFH—F EH, JEREMEIFRBLIOEENRD 51
TW5, L7=RoT, IEE, ITEEEAE 3T ROBEELZET 2 BE AR 2 & 545
BRIIEET L L,
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HIV-1 RO U 27

PF-07321332 %# U FFENL L ARG T 5720, a2 ba— L RE F72I32W RMEE O HIV-1 &
YeFETIE, HIV 77 7 —BHEKICHT DMENBET L A7 R3E 265,

Al

PF-07321332 €132 /35D, HT7 7 h—ARMHE, £7 7 X —BRZIEF-IFTI7Va—
A e BT b—=AWRINARBIER EOFDRELIEREZAET5EE I, AFE2ERE LN
&

PF-07321332 & U M EAOAEERO 1 [BIHEFOF U 7 AEGHEIT 1 mmol (23 mg) Alii T
HY, FENZ [FRITLT7Y—] Thd,

4.5. thDFEA L OME/ER B X OZ OO REOFEAE/EH

Al (PF-07321332/V hFEJL) X CYP3APHEHTH VD, CYP3A T LV EITH S5 3K D
MAEF A ER SE5HREMENH 5, CYP3A IC LV RIS S, wlEhEiEeh 5o E 3
FNx, AFIEOHRHICLVBBEENSRKEIIINLLTWVWEEZOND, LENR-T, KAL,

7 VT T AN CYPIA ICKE KT AN AT 5 &, MFPREO EFICLY, EER
S MBI TERNRET DA REMEN D D720, RIS THS (43 THD Table 1 &

)

PF-07321332 XK IIICEFZRD & H#JE T in vitro T CYP2D6, CYP2C9, CYP2C19, CYP2C8 %
7213 CYPLA2 % A[WHJICBHE L2V, In vitro RBRSE S2>5, PF-07321332 2% CYP3A4,

CYP2B6, CYP2C8 ¥ LN CYP2CY OFFEIKTH D alRetED /R STz, ERMERIIAHTH
%, Invitro 7 —Z 2 5-3< &, PF-07321332 7% BCRP, MATE2K, OATIl, OAT3, OATPIB3 B
L ONOCT2 #PHET 2 AfREME IRV Y, PF-07321332 XGRS EFRD B 5 % T MDRI,
MATE1, OCT1 3 XTOATPIBI %#[HET 2 AletEn & 5,

U M FEMINLS DD F k7 a—2A P450 (CYP) 7 A V7 — LIk T 28FrENE <, LA
T ONER Tl LA [HET 2 ATREMEN & 5 : CYP3A4>CYP2D6, £7-, U FFEMTIPHEX X
7 (P-gp) (XT8N E L, ZOMEREZILETLMEELRH D, U M ELIE
CYP1A2, CYP2C8, CYP2C9 B LN CYP2CI9 12k » T/ N7 v b L O b2 kE+ 5 a)
BRIERSHD Z LD, TNLORKIZE > TR S D — 5O R O A RNE L2 IS,
ZOXIREROEHREBREABD SEDLZ LI, FORENREZRD E-I3EKSED
AlREEN B D,

BEMICER O H DM EAERNEC D AREEO H D CYP3A4 FWEOOFHIZ, _"%x7 4 v b
WY AT % LRIDGEIZOARBET HZ L (Table2 M)

PF-07321332 B XU R FELE CYP3A E TH D, L7=23-> T, CYP3A FHEH I
PF-07321332 & U N ELDIMFEFERE 2T S8, KFIOBED R KT S5 al5etEndH
%,
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Table 1 (4.3 1H) LU Table 2 |Z/x L72EANISETHY, PF-07321332/Y b E/LEDMAALE
HAMNECDAREMED H BT X COERN A MEBE L2 ) A FTlER, EREEE L, afEmRtE

WIZOWCHY R EER =2 BT 5 &,

Table2 : fLDIEF L DHEMERL L O OMOFREOHAEIER
SEICE TN DA
%ﬁuﬁiﬁ (AUCIE'ﬂﬁ, Cmax/;xk'ﬂft) mﬂ{a’gﬁ@%}ﬁ

a1 AR

talfuzosin

M TP alfuzosinfi2 BE_H &1 X v B oK.
JENFET D A[REMNH 5720, ol
5 (43THZH)

7T B I U

1Ty T 2RI

Pl bo A L REELTCY hFELERE

{Z 545 L CYP2D6 % [LET 5 A REMENR S 5
ZEMS, TUT7 I ZOFEKRD
BENEFTBHETHING, ABlEZR
O OHANZ G-I 255136 FEEHO
HERE=X ) VIR HERENS,
B 1T TV INT v (57%, FEAA NiEBEFEFTE, 77
77%) 7 4 & OIEMENREY O Mg R E R
1IINT TV INT v (33%, 2R, ERIRAICERZRIE ) FRE I
108%) S oTz, Lo, MmFIOGEHE
HEOT L VT 4 O EFREIIAE
LEZLND,
T _RFT mAgEf ) NRF, BaxrhsrBLOM
(=1 S I propoxypheneife &£ LA-Z KV, HEERIFR
Tpropoxyphene P E 7o MR RO B S R BT 5 RTRENE
N5 (A3HEBM)
172 A=) g —E LCY hrELE

LBV E R

LAY R (36% , 38% )

5325 ECYP3A4ZHET D Z &b,
MAEF 7 = o ¥ = VIREN EFHT 5 & T8
S5, 7z Z=r U NFEALEGH
B 50 XRENE L AFEIEH (FEk
2 &Te) OEERE=XY 7 RHELE
b,

e oo —L LT bFELE
BERRET AL 77 u fipbndEE s n
BHZEME, AV RUVOHENNELRS
FREME N B D, AV R EICHd 2BE
DRSS X, HEREEZRFT 5
z L,

e oo —L LT bFELE
BER#EGT 5L 707 a  BERFHES N
DI LG, L RPEENME TS ATHE
PERD D,
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Table2 : fiDIHK L DHEMERL L OZOMOFEREROHEEIEH
SPEICEEN 5 EHA
SEH (AUCZAE, CmaZ1L) e R B fESE
P L iE FE A A U R FEC X HCYPIAFHEIC LY, T/
TUVRENERTLEYREEIND, T/
T EOFRABRGIIEERTHD (4310
W)
LA RSE AT IA K e UhFrenrtoftHESICEY 7T I44
tdronedarone 2>, dronedarone, 7L A =K, Fua
17 LA =K T ) UBIOF =Yoo mETEEN |
(A EA =g AT BARENR D D720, HEeThHD
1 F=D (435HZM) |
g ZOMAEML, FEyEgr oo —L
LTG5 LU M EMT K DP-gpliifirtE
A% R OGN T S ATERENEA
H5D,
P B3 V7740 (43%, 32%) U b F e &G % & CYPIA2DYH
BIXINDHI END, 7474 ) L OHEEN
ML 72D AR D D,
UM AER "7 7y F =T U M ez L aFEmEEAE

Tapalutamide

1T RN~ )T

(BCRP) L OVEMP-gpfHEIC L Y, 1M
HETPREN LRI 5NN H D, AUCE
F O Cmax FRHORREE, UV eSS
DAL IV TIZEH-»TRRD, BALT
77y F =7 ARG TAGA IR A E
T4 (777 F=7DOSmPCEBID Z
L) . 777 F=T7ICBEHET HADRE E=
2V TTBHI L,

U hFEMZ L DCYP3A4IHEIC LD, I
BEHREN LR THRMEER D D720, K
AT R ) TOHRAES TS Z
Lo ZOBRBEGREET D IS
N5EAE, HEREOHELITFIRIZ OV T
X7 X~ 7 U T DOSmMPCEBBDOZ &,

TR )T BT HADRE £ =

Vo752 L8,

ApalutamidelE FEEE D S O CYP3A4THE
K THY, PF-07321332/V M ELOIEE
BAHD S, UA L ARREN LT
LHAREMEDRH D, £72, U e Eoff
FA$EEAZ LV apalutamide D IfiL i PR FE S _E
AL, KEREEZGOHEERAEFRNR
Bl 5w REMED & 5, AH| & apalutamide D
O GITHESE S ey,
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Table2 : flDIEHF L DHHENERL LT OMOFEEROMHEAIEH
SPEICEEN 5 EHA
HEIE (AUCZAL, CmaZ{E) EE PR AR
ey F=7 U R EMT X DCYPIAE L OP-gpflEIC
kv, ¥V F=T7oMiEhEEN LRSS
AREMER S D720, KFE®v Y F=T7 %0k
MEET L5 53EEL2ET 5, HERE
DOHEFFEIFIZOWTIEE Y F =7 DSmPC
RO L, U F=7|ZHET 5ADR
EE=RYLITHD L,
1A F =7 U b el oI L g R E
t=nF=7 MWEAL, BEFROBBEN LT 2
e U AF BEMEDN B D,

1T I AF

Tfostamatinib

A TNTF =T

tmragr7e=7

U RrFentoffEbsiciy=raz

7= =7 OMIFEFREN EF L, QTHIR
SERR EOHERAEFLEO I AT 25

W, HEOV R NEEDLAREERD D,
a7 xz=7¢ ) MFELOHHES
T A, X T4y FRU R E E
W25 Wi, UV e EFEHRLRT
LR B7e WA, BeEEICHOWTRERE
FEEICE=X) 7 TBHI L,

U kF L & fostamatinib % F & 592

&, fostamatinib®> ) T & 5 RA06HETE &
DHINL, PN, A EREAE, & it
FIIT TR E O BALAF A FEF LN
Bl HAREMER S D, Z DX D RFELNH
B L7256, HEBEOHIRERIZOWT
I fostamatinib® SmPC% ZHR D = L,

U R FEMC L DHCYPIAREICLY, 47
VT =T OMFERREN EA L, SRR
JEGERED U A7 E&temgtED ) A7 RNEE
HAREMER DD, A TNVF=T7 LY MY
NOBFRFREITRT S, 27 0> b
WY R % EED EHEr S, U RFEL
PRER LTl b7enigsix, 17
F=T7 OHEEZ140 mglZHE L, #wEico
WTHELZEERICE=ZY L /T5H2 L,
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Table 2 :

b DIRH| & DFHEANEM B LB Z DA OTERE DI AN

A5

I E N B IEH)
(AUCZEAE, CmnZMl)

e PR AR5

Tneratinib

IR T TR

U hFEMZ L DCYP3A4IHEIZ LD, I
BEHREN LR TN D 5, TFEtE
A LEER iGN REEOH D
FOSRBT 572, AFE o H#EE
Mo THD (52HBMH) |

U N FEILIZ L ACYPIAFREIC L Y, Mg
HREEN B U, #5846 K O &1
HZ IS AR EEEERED U A 7 D3R & 2 FIHE
HERHD GREBIORRX NI T 72D
SmPCHH) , "X b7 77 A& %
SET L, —TOMHETHER&S 2k LT
WD EBE T, UVOCYPIARHESR & OF %
59556, XX NI T AOHEETY%
PLEEET D & (F5ICET BRI
WTCIERR h 7 T 7 ZADOSmMPCEBRD =
L)

AR ZIRE S

P R—m PR (153%,
53%)

Tvorapaxar

N7z
NS-TINT 7 U (9%, 9%)
Lo R-TAT7 7 U2 (33%)

CYP3AEB L UP-gpfAFEIZ LY, U \—mF
TR ORI R L OSR I ERER RN
HML, MY 27 NEEDLAREERS D
728, U A"—axFP o5 hoBE TR
U N e IFHE SR,

U b FEMT I HCYPARLEIC LY, Mk
HIREN EHT 5728, KKl & vorapaxar®d
OG- ITHESE S 41720 (vorapaxar®D
SmPCEZZMDZ L)

U e tfilRET5E, CYPIA2E
L OCYP2COBHEIZ LY, R-ULT 7 U
DEEIFETL, S-UL7 7V O3KYHE)
BERHIZIZEA RO N2 25, R-V
77 U ORENME T T 5 & HUEEE 18
V3B, ULyl MR ELE
PER& G 285818, PlgEE T A —4 %
T YU TTHI NSNS,

HNANR<P

BB E TRV CYP3A4TE I TH
D, PF-073213328B X'V M ENDRTE
A SH, A VAR RN T
HAREMEDRH D, AFE TN ARTEBE D
FrAZKGIIZETH D Q3EESMR) |

ldivalproex e oo —L LT FELE

7ER) I P42 L CYP2COIZ L ARk L O/ L

JE=b A o U BEREE SN DD, PR
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Table 2 :

b DIRH| & DFHEANEM B LB Z DA OTERE DI AN

A5

I E N B IEH)
(AUCZEAE, CmnZMl)

e PR AR5

MFEPRENME T35 & PREIND, 21
SOHEKE Y NFEAEIHER ST A5RA
VL LTE PR F IR R OEE T =
AV IR IND, 7= T
M ELOMIEFIRE 2K T S8 5 etk
N5,

or
Y
O
i

A e mV
A
VY TFY
NaxkFr
vALNTU

17NV TFY

1desipramine (145%, 22%)

PLrbheoA L AEELTY MFELEZRE
5925 L CYP2D6 % B ET 2 AlREENR & 5
b, A37FIy, TINYTTF
Vo, JVMITFV L, TgdxE
Fo, NaxFroERETEALRT T D
BEZ FRIEETHING, biv e
TANAIELE LTY FFELEZNL DI
Al EPEREGT 2581%, 1EEDIRB IO
HEEHOEERRE=X Y 7S
5 (44 |

2-t Fa xR DOAUCE L P Cruld %
NENI% B LV6T%IE Lz, U MY
e ST 556 1%, desipramine® H
EHENEREIND,

P 1L F

U r e EiHEE T2 are T o
ENERTETHIND, areTFr i
UM FEAERGEINTBET, Emrd
T BEER LB EAE S i ST D

(CYP3A43 L UP-gpfHFE) . &AL =L
EF ORISR THD 3HES
) .

Pie 2 &3 Uk

(=072 S

1 7x2x%V 720

Hpyghggr v —L LTCU hFELE
BHET DL, PgplE 7 =%V 7 =)
CUMHNENL, 72XV T2 F D
BEN EHT 2 REMERD D,

Hpyghggr o N —L LTU hFELE
BhH3 5 ECYPIAZAETHZ Ln, 1
XY OMFETREN EH 35 & TS
ns, nsx2yvr ey e EFHAKSE
THHEEE, BRI L OEEEHOE
EHART=H ) IR HEREN S,

o
5
Fit
i

1TV R

U e EDPFHBGICLY 7oV R
EU MFEAOmMBETRENNTRY EA
THRREMENH B2, B2 THDH (43
HZH)
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Table2 : fhD¥EHF| & DHEIER L L UE DM OTFERE DA EAEH
SEICE T B IHA
IEHI R (AUCZEAK, CmanZAL) K B H AR

DA AV Va4

|7 hox=w

M hTaFy—e
t=) A~ A

1V 77 TFr (M, 2.50%)
125-0-F A7 F NI 777
F o (384, 16f%)

VRY 35— (39%, 24%)

1 hadhy = (34F%, 55%)

V757 7F U AUCH KIBIZIEINT 5 7= 9,
HERE= N —L LCU h e
PG T 258X 77y 7 F O &%
150 mglH3[EZET 5 2 & B HER S
D

V77 B EERVCYP3A4TEEIKTH
v, PF-07321332/V bF ENLDIRFE B %8
HER, TA VAR ET D ATRE
MWD, AFE Y 77 B OpE K
Hi3gkaTths @3HEBH)

RNV aFy— Ly Y— L
LTChYU M FEAOHRES X, BEIK
FToNKXT 4w bV AR KD ARY
I — )V O A Y LR S AR
D, BETFAHZ L&,

U hFEMIES b3S — L DCYP3ALEAT
MR ZHET 5, HILE B X OB
YERORBLZRN EH3 5720, UV M FEL
LHERBRETA58IT 7 hat Yy — oA
BHEELEETLZ L,

e oo —L LT bFELE
B35 ECYPAEZAET L &b, A
rZafy—BlOzl) 2a~vA D
MIERREN ERITD ETFHREIND, =)
A AVEREFA N TS —E ]
e EGERE G T 5 EIXREIR &
HERHOBEERE=X 1 7R HREIN
2.

g N —L LTCU hFELE
BhHETDLE TNV BENHEIND 2
EME, T RT3 o R AME R
HETHEEND, T hXavw) eV
EPERBE G 2 BAIT M E PR E 2 13E
BNROERRET=F ) IR SR
2.
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Table2 : fhD¥EHF| & DHEIER L L UE DM OTFERE DA EAEH
SEICE T B IHA
IEHI R (AUCZEAK, CmanZAL) K B H AR

R

1770 2a<wAy (17%,
31%)
114-O0HZ 7 ) 2u—~< A 3 o AGHT
¥ (100%, 99%)

ANT 7 AR —L Y
AR A

U M FELOHE O AEAEHFERILER S
nTnin, XZxY UEEOFERERO
VAT RHDHZ D, HHBEEITEETS
Tl XX T4y B Y AT % ERIDY
A, EFXY LY MFELOGHESIT
BEEIZITOZ2 IR 520, X0 HE
DEXE=XY T NI AT I F—F
DE=FV TIRHERIND (R¥FXY
oG ELZBOZ L)

U R FELDOHE O AEAEHFERILER S
ATV, BEFEERE 2 XI5 e LieT 7
~= F100mg 1 A2 5 & v ) L,/
U b7 E/1400/100 mg 1 H2[E]14 H B 50
YR AERRBR T, T 7 ~= FoMH
Y& 5 DM-6705 DIREFE B H330%H 0 L

72o DM-6705(ZBH# 4 5 QTcHERE D U 2 7
NHDHIENL, TI~v=F&VU +FENL
OOFHE G BT LW S DEAE, T
Fw= NG 28 U TR HERIz

ECGE=X VU T %ITH T LRI ND
(4.4 & NFI~v= F\@@upu*ﬁig RS

Moz L) .

75y A A Sy OIERRITIEN T D,
RHSREN EH 7R BE BT D BB EIIR
ETho, |lgREB2HEDI Z VU R
oA EEYEED N —L LT
DOV MFELEAEELG Ln &, B
REEERE T, 77V 2xa~A v OH
BHELZZETH L 7LTF =02
7 Z 2 AR30~60 mL/min® B E TIEL50%
BE, 7Vv7F=7 0T T AN

30 mL/minASili D FBE TIXT5%ET 5 2
Eo

U MFENVEFHBSFROA LT 7 A b
Y= R AT AOAEEEIIR
BTHD,

HIVZ 077 —F
S

AT T LFEL (64%, 5fE)

U N EJVIECYP3A4ELET B 7207
T T ENLNOMEFIRELY FHIE 5, i
AHHIZOWTIE, ERIET 7L en
ORI EE SO Z &,
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Table 2 :

b DIRH| & DFHEANEM B LB Z DA OTERE DI AN

A5

I E N B IEH)
(AUCZEAE, CmnZMl)

e PR AR5

12 EL (141%)

1T ZYFFEL (86%, 114%)

TRAT T e (2415,
T FLFENE LTIELRE)

U T EIUIECYP3AL R HET B -0 T &
PFFELOMETRELZ A S5, 7H
HFRIZOWTIE, ERIET Z ¥ er ol
i E A SO Z L,

U R EJUIECYP3A4E HET D= b & v
FEALOMETRELY LR SE5, Z)
el ) M eV EFRRET 54T,
EDOIRFENRZHAETH L, FEMERIC
DONTUE, ERNZZ V) Lo B AR A
SOz L,

U N EJUIECYP3A4ZHET B2 (K
AT T VT EANS) T LT ELD
MmiETEELZ ER IS, mAT U7 L)
el eV EAESTA5A,
EOIRBENREWIRT 5 2 &, FEMTERIC
DONTIE, ERIIEA AT 7 L e Lvofl
A SO Z b,

HLHIVIE

177y ELY (21%)

tw7ERr”Z (161%, 28%)

LT r77en (16%, 1%)

Y R7Y > (25%, ND)

TT77ELYEY NFEALEEARS T
L840, BWER (B mEkd vy, B
L, S$ERR) B X OMRMRAERY (e
FEA) ORBBEEN LRI D,

U T EILIICYPIA4Z THET 120~ T
ey omErRELZ FRSEDS, v T8
0y OBRBEAENSELHATY e
W EDHHER T 258030 5, FEMERIC
DNWTIE, w7 b n s R EMEE SO
Z&,

U RFEALETAT T T ENLOHFRESIC
KXVINT 7T EMRENDT KT T
%o

UNFEMID RT Do Z Vs v BBk
EHEL, VRTUUORENRDTOIZIK
T ArHEERH D, HELERIFIARETH
5,

AR Rk e (/A=A =

TEEYR

JuPErEFIIEEY RO Mg EEm,
R DEREERH DD, U R FELE
OPFR#E G IIE=TH D 43HBH) |
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Table2 : fDOFHF L DHEIEMI X CZOMOTREDOHEEIEM
SPEICEEN 5 EHA
K435 (AUCZAE, CunZEAL) RS

tAEAY R—L U b F EECYP2D6 & FLE 3 % TN

tU RARY R HAHTD, ~aXY F—), JAXRY K

1 TFAVF T BLOFANVEFD U OREELY FRHEE L
TREND, fiv be A VAHEDY
el onb oA EREST 556
X, RIEDIRBLOAEEHOEERE=
2V TRHERES NS,

7y Ry U M EMZ L ACYPIAREEIZL Y, LT
VRVRENERTLETREIND, VT
VR E OB GIIEERTHD (4310
ZH)

1T F T U R FEMC X HCYPIAFHEIC LY, 7=

FTEVRENEATHETEIND, 7
TF 7 OB B ATREMEDS
HDHID, KEIE 7 2F T OMRAKS
e ThDH WIEBH) |,

p-{EENEE (RIFRE | 1A T H—L

U R FEZ X BCYPIAFHEIC LY, Y

M7 AT 10— b OIMIEPRE OB e ERRT
MEnsZ nb, fHRGEHEE SR
W,

HNT T LF ¥R | 1T LAV FEERET N —F 3L e Ao

T K TONTFTE L WAL LTCY MreLERET D E

1 =7 =V

CYP3A4%EPHETDHZ 0D, DT UL
T FVERER O M REN RS 5 &
FHEND, U R FELE RSO E
PER# G 285801, IBRDIEBIOEE
TEROEERRT=2 ) 7RSI D,

ST S I e

tVAT T R

R L) M FELofHBEEIC X
0, R ZDEFIRED I B RE
(Crmax) 3 X OVHHAR FHAE (AUC) 23N
T HEREMENRD D,

U R EMT X HCYPIAE L OP-gpflEIC
X0 myEFREN LRI 5 RREERD D,
AHNE VAL 7T o AFGIHERE SR
N (VAT 7T FOSmPCE RO Z
E)

F A FHEAR A==V e U hF e oG R AT ERO M
(= N I BEhREZ ER XS AREMEN S 5720,
(VI H2Ths (43H) ,
Y AF LTI ) B

HCVIEHE#/ERMI Y |17 v rven /72 | U M FEMZESP-gp, BCRPEB LD

PUIE o 5% OATPIBIHEIC L v, MG #EEN EH9
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Table2 : fhD¥EHF| & DHEIER L L UE DM OTFERE DA EAEH
SEICE T B IHA
IEHI R (AUCZEAK, CmanZAL) K B H AR

HAREMER B D, LT LV EIVRRED
HEINMCEES ALT EH OV 27 NEEH 2 &
Mmh, RENE 7V T LEeN /BT L
AENLVOOFHEGIFHERE S 2,

HMG-CoAiZ s 3 [H
£ TIVINAH F
T /NAHF

TITNRAR T
0 ANRARZF
UNARTF

AU AT A A

ONRAATF VROV NRNAFZTF R ED
CYP3AGEHZEmEITKFEL TV D
HMG-CoAiZ iR L EIRIL, i br v
ANAIEE T ITHEYERE N — & L
TOY MFen b3 2% & miEdhE
ENFEEIC LA T ETPHEIND, BRR
BFUBIOR U NRRAEF L O FHI
X0, B IR RRE 2 S e X A8
F—%RB LT RDAEER S D Z L
MH, TILHDOIAIL U e Lo %
Hix#achs (G2HEBMR) . 7 FaA
A BT DCYPIARE ~DURATF L TR,
0 ANRA S F I CYP3AIHAE L T
VWA, U RFeELEDOBREIZLD o
ANAHRF MR E OB STV
b, ZOMAENEHOHEFEIIARATS 50,
S RO BLE ISR T 5 AREENR H 5, 3
WEhgE— N —F 3L b AL
2L LTOY ML EGEREET 5
B, T IR ZREZF U ETn ARAE
F T ARER RV IRVHE TR TS Z
L, TINRREFUBIWNTNANRRE T
DORFHNEICYPIAIZKAFE L TR, U
e OMAEERIZE RN E PHES
5, HMG-CoAiz tiEH L EIK DO 5.8
WMBEIRE, TINAZTF U FEET TN
AR F NN D,

TRV L RERT 3K
(40%, 32%)

l=F= =X T U —

TFNT ARG LEENMETT 5
7=, FLL ha AL RIE - 133y E) e
TN —=L L TY M FEAEEHES
T 556, NUTIEERIZZEOMD RV
DN OBTEEBETHZ L, U R
FEeMITFEHL e 7 7 A VEEFE L,
TRANT AN EERT HRITEDOFL)
AT I A SR H 5,

S IS
1278l LA
(S =S AVAPS

1 rARY

Wyghgfer o~ —F 3L e v A
VAL LT hFELEREETS L

CYP3A4ZPHET D Z &b, ¥/ AR
Uy, 2l ARFERIZ=a ) AAD
MAFRREN RTINS, U b
FTEALE DDA E NG T 555
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Table2 : MK & DHEEMERE X TEOMOTEREOHEEEH
SEICE T B IHA
SRHI 43 (AUCZAE, CunZEAL) K R R
I, WEIRBLXOAEFEFEHOEE/RE=
20 TRHEREN S,
NEE & ffi3K tmIXER CYP3A4PHLESR I I ¥ ¥ ROIRFE R4

INEH, FROBEESK CIIR R & 2 K275
MmEE35, U e X ACYPIARHLEIZ
LV, eI X FRENLEATSHETES
na, Kl o 7 RoOMHRES IR
Thod (I XE ROLGERESROZ
E) (43TEEM)

RARY T AT T —
¥ (PDE5) PHEK

tavanafil (13%, 2.4%)

PN TF T 40 (1145, 4%)

1EHT T 4 v (124%, <)

TSV TF 7 40 (4965, 13%)

AH & avanafilOPFHHF G132 RTH 5
(43HZH) |

PhEEEDIREEL L TOI LT F 7 b
EHL b AR Y B
NP —=L L TOY MFELORFHEGIX
HEIITHIZ L &L, WhRDLBE H48H
MUND VT F 7 4 L O E-8E7)525 mg
ZHZ TIER B0, EhRS B
BIAIARFNE T F 7 40 VOOEHEES X
B ThHD (43EBH) |

EEEDIREERLE LTOXLT 7 4Lk
Ly ba oAV REE TSy EhiRE

NP—=L L TOY MFELORFHEGIX
HEEIITHOZEEL, #XT7 4110mg
LRI E L C2EEM Z e ic& 5 L, BIE
HoE=42Y 7% BT 2 &,

AHNENVTF 7 4 VOO GIIEAET
H5 43EBM]) .

H

PERFHRHL - fEARSE

an;

1 a7 BT

U rFentoftfifxbixrs ez 27,

I LPAUN UTENRL, AT ABLOTALTE
T AR T A NADIMBEFIREZ FH S &2 AR H
17T L L, EeThd (4.3H) ,
RO L OFERR O % 5
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Table2 : fhD¥EHF| & DHEIER L L UE DM OTFERE DA EAEH
SEICE T B IHA
IEHI R (AUCZEAK, CmanZAL) K B H AR

XY TN

87%)

17 A I

1TINT TV T I (2515,

TR YT Y5 A Q0fEHE, 87%)

LT (62%, 59%)
tnorpethidinefRE#H (47%,

<)

YT AECYP3A4IT X » TIRHICACHT
INnb, KAlEoffHEEEICLY, ¥
T LNOPEFENKIEIZ EF D REMEN H
be XAV T AERAOKBETDHE, I XY
T LD MmBEFREN KRS EHT 5 & A
Ehb, LENR-ST, REIEROIX YT
LEPEHEE LW L (52IEBH)
AHN 2RO I ZY T L EIEREET 55
AITEEREIITY) L, IEROIFY T AL
fhd 7 w77 —EREEKO O A G IZRET
HF—=RZMNG, IHEY T A MHET A
3~MEIZ EHF D ATREMEAVRIR ST
5o AREIEROIF YT L EHBEES
L34, EERBKE=%Y 7% Eli
L, PRGSO & R o 85 D54 125w Yl
REFREHAFERTE D LD, ERIRF
= (ICU) FIXFEEEOBREE FTiTH 2
Lo BT A Y T LB ERRIRE T 5
, XV T LAOHEREEZET D

N op

URFELEDHHZESII N TV T LD
M REZ FR ST REMENDH 572
W, BETHDH (43HESR)

RFD LY M FELOGHE ST,
TEM 3 X O'CNSHIBAEN 2 A3 210G T
& Znorpethidine DI LN EH-3 2 72 D%k R
T 5, NorpethidineDJEEN EH4 5 &
CNSTEH (B : J&8IEAE) DY 27 MEE
LEREER S D (A3HSH)

U N eGSR, TAVSTTAD
RN EEND, TILTTY T LEHL
oAV ASE T EhRE T N
=L LTHY b EHEREET S
Hlx, TATISYITARENRFTEINS E
T, RO AMIIEREEZET 5,

SEyEE T N —F 3Pl he A
NAHELTY hFELZHEEST S &
CYP3AZPMHETHZ &b, 7AET VD
MAEFREN EH T PSS, U b
FentTAave rEHRARETH5E
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Table2 : flDIEHF L DHHENERIL LT DOMOFEEROHEAIEH

A5

I E N B IEH)
(AUCZEAE, CmnZMl)

e PR AR5

i, WERB L OCAFEMNOEERE =
ZUTRHERSND,

R 258

TN ET A (28%, 22%)

WEOHEBEEHAZEEICE=2Y T3
BE, YT ALY e AEERRE
LTH &V,

\77arty (22%, 21%)

77 A L EICCYP2B6IC L o THUHT
b, 77avt a2l M e e NE
BER%EGT 5L, 7 A U BENMET
THLEFHEINDS, ZNHOERIZT 72
EA R OB EERTEEZ LD,
U E/Liin vitro TCYP2B6 2 fHET %
ZELREINTWAZ Enn, 7Y
o OHERHEZBL TRE LTI
W, U M FEVoORMERE L IZELRY, K
MEOY FFeLromiiFy (200 mgs 1
H2[El, 2HM) #%lc7 a4 0EKR
R BEAERIIRO b2 &b,
T A UREOKTIRY e ED
OF A 5-BRMAE R H TR B 5 ATHEMEAS
HDHIEBTIEEIND,

ATmaA R

WA, EHEITRENT VT
o Ta vt B AT L
TFI =K

N7 ALY )y

U rFenEWAFEITEENT VTS
o Tdu et B AT AOHRARS A%
T CWBHEETIE, 7 vy TIERREB X
OFEIE IS (g T — LR R
86N T L7z) Z2EateEHaNT aRT o
A4 FERARHE SN TWD, CYP3AIZ L -
TR shathoargFaxsaf K
B 7F = FBIONI T ALY
7)) THREEROEH NI 5 T HEMEN
bbb, DD, BHOBENRIRT v
"R eFaLvFarxTaAf KMEHDY 27
 ERGRWVEED, Bt ba vA L R3EFE
I EE= =L LTCDY )
vt nbn s raarFals ROBEA
BEIHE IR, v aarFa R
OHEREZZBEL, RfE-iieyER
DEERFE=HF Y 7 E721XCYP3A4D I
BClkinwsraalrFals K Ry
QAKX ) ~ODERETHIZE, &5
o, ZaanFad Rehikd 38584
12, BRHIENT THRAICBET2LERD
D
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Table2 : flDIEHF L DHHENERIL LT DOMOFEEROHEAIEH

I E N B IEH)
HH 4 (AUCZEAE, CmnZMl)

e PR AR5

1T RN A K

7L R=yry (28%, 9%)

dppERe T N —F I H L b A
VAL LTY bFELEERET S L
CYPAZPHETHZ Linn, TXHAX
Vo oMmEREEN RS TSN
5, VhFERLETHH A 2K
5355613, BEORBLICAEFEEHO
HERE=X ) IR RIS,

UhFeneET L R=y o 2059
HEANE, RESDREB L OEEEHOEE
RE=FY RIS, REm T L
K=y DAUCIH, 4HBLO14HDY
M E A% ZNEN37%E L U28%HE
M7=,

FORIRAR L Ui | LARFaS v
L

U N FEAERRAIE LRTF X MO
FAHAEH O ATREM: 2 7~ H B IE B 23 i
INTW5b, UV MFEAEERBRBLIO
FRIIRTHADRE LI AR, VAT
0 3 R B Tl R IR R L
(TSH) #E=X V735 L&,

FELALT=77=v73/ 7 RAT7257—F

a. 5258 [PF-07321332 U R EAZHWTE L-HAERRER] 23ROz &,

4.6. ZJ58E, HIREG L UHREL
IR A RE 2R 2t S R K O RVEIC B8 1T B kT ik

SRR OAFIOMANCEI L Tix, BAEISHTLEFEEHOY 27T 5 b TOT =253
LATWRW®, IEIRAREZR ZMEIIAF DI 5-ihds L OKR G T4 7 AR OMER A kT % 2

N5,

U M FELDOFERICLY, BERALE VRIEROZRIMET T 5 /RN H 5, BEMAL
T URHER 2 G OBE I, AAIORG TR L OERE PR 1 O AREHE T, BoR)
REVRRHEE RS20, NUTIEZBINT 2 X988 T 528 45 HSH) |

3R

PESm R DT T D AKIDOERNCE T 27 — 213G b TV, iRFIE, B &R
KT DAL 72K T 4 SBBTERR Y 227 % ERIDGEIZOBARFN LT 52 L,

7y MELFIUYFE2 AT - REBAERERR TR LZWThLoHETYH, RIEOFE

F 73R - JIRIRATERICKT L C, PF-07321332 ([ZBE4 %

LSO

BITRD bR o (53 HS
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%@@ﬂﬁ(i%mmﬁhﬁ%%¢’Jh+Ew’%@Lto:@5% 2800 1| DA AN
FBIHNCRE L, o077 —2XFEIL, o7 aT 7 —BHEEDEYEEE 1 HE5E 1
(F—A%—) L LT, {BEHET if£<1ﬁﬂ§£ (ARANZHN SN TS Y M“t/l/@ﬁﬁik
FFRE) TOU N FEAFHARFOIRZICET 2O THD, ZNHDOT—2 b, —RER
DIEREEREL AT A THERI NI IAERE L, %fﬂ%@%i#@i% Téﬂf%
R, U R FELOEMREROT —Z M HIT AN TRESR TS (53 EHBR)

1324 w
BAPOARKOFERIZET S hTOF—ZITELI TR,

PF-07321332 23t M £ 72 1TEW OFIHHFIZBATT 2 0EARBITH Y, PF-07321332 OFEZFLIEHL
HEAE~NDEELRHTHD, —OANERT—XTiE, UV Feroe kOHAHH~OBITH
WHEIN TS, U M ELORILRSCHA PEAE~DOZEIZET 2 HRIIE LN TWHRY, #r
AR IR D U A7 3B CE 20, AFIOEGFIRALE T IET D 2 &,

%G HE

W

AFNDOZIRRE~DEEBIZET D h TOTFT—HIIE LN TRV, PF-07321332 O RRE~DE
BT HE P TOTFT—ZIIELNTWRY, T v hTIE, PF-07321332 OZJREE~D B TR
oot (53 HEBR)

U b T ELVOZIE~OZBEICET S5 FOT—Z3/FoTWwaRY, 7y hTiE, U MTE
L DZRERE~DEETZRD LR o T,

4.7. EERE X U RIERR I ~D
AFNOIELE L OB ERE 11~ DB A S 5 720 O B R FRBRIZ I M L T 7euy,

4.8. BE L WEH
BRMET a7 7 A L DEK

AHFNOLAVEIL, SARS-CoV-2 &Y DFEERZW 252 T T= ik NI REE Zxtge & LI 1EA{L,
TR, 55 2/3 FHEER [C4671005 (EPIC-HR) #BR] OF — X ITHSWTW5 (5.1 HHS
) . COVID-19 OEJE(L Y A7 KT 20T DIEMMED 18 kLA LD AN DIGERZ N7 2224
2, AHl (PF-07321332/U ) E/L 300 mg/100 mg) (1109 ) F721x7 7R (11156)) %1
BILLEEG Lz, 0BR3IT 1 H2F, RESHMESTHZ L& LI,

ABRNBED TN T T v REEE X CTREHEENE -T2 (1%L L) BWERIEX, WAL (5.6%,
0.3%) , FH (ZFNFI3.1%, 1.6%) , TaH (1.1%, 0.8%) BLOEER (1.4%, 1.3%) Tho
Y
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BIEH OEE O EFY

RIVEF % 2B IR /03 F K OV BUBEERINC Table 3 12k Lz, FBUHEITRD B0 ¥ LT
Very common (10%24 F) , Common (1%L2A E 10%A3#) , Uncommon (0.1%24 E 1%A0)
Rare (0.01%LA 1 0.1%A) , AB] (R AHEZR T —Z D2 BHEEAHE) o

Table3 : AHFIDORIEA

B BRIE BEESE RIVER4
R Common R AA, BEIE
A IBEE Common T, ME e

INBEBEICB A ABNOLEVER X OHE IS L TRy,

B LWETEH OHE

AR ORENER L, DO LVEWERZ®E T2 2 ENEETHD, THICKY, KFDO~xR
T4y b URING U ALRRRANCE=F U 752 LNTE 5, ERUEHEET, BEM
WEEDN DA, R VICRE LIZENO®RE AT L@ CTlET S Z L3skObh
Do

4.9. BE#K 5

AFN D EH 5K DIEHIE, NA 2P A DF=2 Y 7 RBE DIRIRBOBIZE
E, —IREVRIHERIE AT O BB  Ho AFI O B G (2695 € OfEmANIT 20,
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1.7-1 [FFERZS—E R

ARA AL

A UFER S

R 58 A7) —mEEER () TR | B a7 g mIEERER | TS T U AT e
100 mg £ 300 500 mg 200 mg

17— 7V EHNE
v F1332

— B &|lLATvERL Ve~ T Bt |V herEwT (BEF |EXLETEL
) HAHLZ)
A 2T~ (GEIEF
FAHAZ)

&t A|XUT R YAy | PSR 750« AI AT |MSDHREHE

BRE - R

SARS-CoV-21Z L 5 Ji&

SARS-CoV-2{Z k& % J

SARS-CoV-21Z KL 5 Ji

SARS-CoV-2{Z k& % J

YLiiE YUIiE o O OFRJEINH] | Yo YUIE
YERR - RET4E 20214E 11 H ekiT 20214E 12 H 3T 20224E1 A BET 20214E 12 H 1Bk
H (BB5hR) (53h) (545K) (1)
e =& — — - —
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w3 20214E 11 HEET (56 5 R)
*20214F 6 HekET (55 4 W)

TR — R AR RS

BAEEE RS

BT | EIRRF
BRI : 36 H

87625

S el
AR7epRin

30200AMX00455000
20204E 5 A

MmO ILRE
VLATVE - A5 RREEIEEH

B [{D’bui REsHEH 100mg

VEKLURY® for Intravenous Injection

E) FE—EMSEOATZICLVERTLL

() GILEAD

=

B2 (ROFBEICIFZRSLBVTE)

2.1 KAIDRIIN UBBEDOBERED & 5 BE

3. HERY - MR
*3.1 #Am
Bi7e N7V — SEER 100mg
L% LATFYEL
é%‘&l)
(L34 7 Vo) 100meg
e ANKRTFVI=FLB-YTUTHFANY YT
) kU L3146mg. pHAHA

ELD) RESESRBE IROBEEZEL T, SHBRFTESNTVLLOT, EFREREIZ
105mg T %,
¥2) EFTEBEIRY

3.2 REIDOMEIR

HR7E 4 N7V — FiEEEA100mg

TR - Al HE~MEAE~EEDH

pH 3.0~4.0%

BB EH #1.1 (HRAEEEERICHS 5H)

EL) RRINA T IIMLOES K Z A TED L7l
1#2) 100mg™i3200mgdD L 4T ¥ EL 2 AR R (250mL) 12D L7

4. HEEXIFFNR
SARS-CoV-2IC & B RRFHE

5. FRENIFMRICEAET R
RS IC BT 2 E SR ZH T A, SARS-CoV-212 &
BiiRERT 2BEENRIRERTI L. [17.1.1 2]

6. FiENUHE
WE. RARCEREIOkgH EO/NRICIZL AT ELE LT,
5 HIC200mg %, #52H B BF&IX100mg % 1 3 16 S
H9 %,
JHE. (RE3.5kgll FAOkgRIHEO/NEITIF L ATV ELE LT,
BE5#HICSmg/kgx . H52HEDIFEIE2.5mg/kgx L H 1A=
THEET 2.
7B, BEREHRIXIOHETET %,

. BERUBEICEET 2R

O AFEEERICHEIMU. 30975120000 CEEEET S 2
L, [8.2. 14.1 =&]

7.2 BZE LT, SHEETES L, EEROWUENPRD SN0
BEICIIOHEE THRET %,

7.3 NEREFICBITAENFEIIAHATH S, NEEFICBITS

ENEEAZE - HEIX. EHZNEYSHEETILICES Y I 2

L=y aVIilEODVWTHRESN LD TH A EITHET A

L, [9.7. 16.6.1 ZH&]

NN

. BEEREANER

O HFREREREPHSDND LN HLHDT, BERKRUREH
ZEMIRICFEERE 2TV, BEOREZTDICBET S
Eo [9.3.1, 11.1.1 Z2H]

o o

8.

*8.

O O

O O

9.

9.

9.

2.1 EEOBHEEES (BA.

2 Infusion Reaction. 77+ 7«4 5% —2&CBEIES D 5
bNBZENHEHZOT, BEOREEZ+DICHET S E LI,
BENSBEOON-ESICIIES ICHESE2HIEL, B RAEZ
To2&. Floy TNHEOFEBEZEETZ AN H 2720,
KEIDOFER RG22 EEBT S L, [7.1. 11.1.2 BIE]
3RMBAIALKRTF LI —FILB-YZ7aFF A ) »F Y
TLICE D BHRERESDH SDONIZBENFH DD T, HEH]
FOHSHFITERNICERERE 2TV, BEOREZ DI
BRI 2 &, (9.2 2]

. BEDERZHEIZBEICHT IR
.2 BHEEEEERE

WMBAVRETF VI —=FLR-Y7aTFFANIF R
LOFRMENDOEBICLD, BRERENELTL2BENMDH
%o EEFRARBTL ATV ELICERAENDEENDD 5N
TW5, BRERELE T L2EELZNRE UCEERARIEER
LTWzl, [8.3. 15.2, 16.6.2 0]

LB, $RRUINEIFeGFRA
30mL/min/1.73m*Ki. [EEREHRER (7TH~288) TIIIME
JU7FZImg/dLE) OEE

BEITHER L 2w, 1B EoBARES GRS L0 2 &S
NAGEICOHRBEEZERT S L, [9.7. 17.1.1 ]

3 FFikeERREERE
3.1 ALTH B % ERRDSE EDEE

BELBWCEPLET LV, FREREPENLT 2B DH
Bo MEEREZH T H2EBEFELNRE L2HERFBRIIFERL T
Wiz, [8.10 11.1.1, 16.6.3, 17.1 ]

.5 11

IR IR GR L T W A ATHEME D & 5 &t Ic 1, RE 0BT
DfEkEtE % FE S RS NAIBEEICOAEET S L, HiR
Ty MR FEAW - BENOEEICHET 28T,
L 4T e 20mg/kgE TEEIRNIZS Lcise (EZEMHR
Y (X7 LAY NELUE) 025888 (AUC) PENK
RHERESREBEZEZOMEICHY). I - REREICHT 2HE
BERBeNELPoTz, MET Y N ERWZZIRER CIHERE
ANOEEIZETARBICBWLT, VAT Y ELI0mg/kg % Eik
WG Liz5e (FELFR#EY (X7 V4> NERIK) o2
BBEE (AUC) »ENAZRHERSHBEED].3EICH
M), EAEE - BRERE - AERBOEDPRD 6N TV,

6 %3

HWEEOESRMERUOBARBOAEREEZER L. BALOMRER
EHIEEMET A2 L. BER (Tv M) IZBWT, LAT
YENROZOREPHITHEAEITT B2 ENRDENT V5,
7 INR

B OB EBREZ B2 SR SN BBEICOAREZES
THZE, NEAZEEZNRE UERRBIIERBL TRV, K’
HFIZALKRTF LI —FILR-Z7aFFAMY Y F ML
WEBRMEICN L THEEZE L. BEIVHEEREICH Z2RAK
WHO/NRICH T B EHEIIRETH 5, (9.2 BHE]
NEEBEZEICB T 2EMERIIAATH S, NEEFICBTSE
WA - AR, AHEZNEYEFEESLICES Y I 2
L=y a VIZEDWTIRESNz, [7.3. 16.6.1 Z&]

8 SinE

BEOREZEE L AP SHEEICHRET S &, —RICEIERE
EASERNLTED., BEEPLEMEZE->TNA I ENEL A
5N5.



10. #HE(EA

#1 WHOHS ({A=3.5kgbl E40kgAi D /M)

FE PR B E R IIER L Wiz v, [16.7.1. 16.7.2 & P L — FHRBONA 7L AEBEAERIC
H&] (k) (me) BN T | rothEEAE | RIBOLE
%10.2 $HFER (HAICEETRTE) 8 & (mL) (mL)
HH S BRRERR - BB A W - fERET 3.5 17.5 1 3.5
EROF S 7O00%F Y |LAT Y ELDRT A | LATY CLOEERH 4 20 1 4 25
Bl L AEEAE T T 2 7 | MIOEB OH 7 A LA 5 25 1 5
REEN D B, EEE 7 oo F o HSEHE 7.5 37.5 1 7.5 50
saaxy (AREE T AN D . 10 50 1 10
E)) 15 75 1 15
20 100 1 20 10
1. BIEE 25 125 2 25 (20+5)
. H
WORWER NS 5 bh s ENdHEDT, BEEFHTF, 30 150 2 30 (20+10)
RHHTD & NLBAIITREE FIET 574 SBYZMEE T > L 2B L =
2C&e %2 2HBLBORS ((FE3.5kghl L40kgHiED/NE)

1.1 Ektﬁ@ﬂfﬁ@ (A E40kg RO FREONA 7V EEEERIC
11.1.1 FFHReRE BRI mcBrs | AT | PORERAR | FNAOLE
ALT ESICINA T, FFHAERE O MR TR E—EY (aan &8) | wpmE (mg) (mL) (mL)

EVUILE Y, ALPXIZINROERE) PROoNHEICIE, & 3.5 8.8 1 1.8

Exdikgd sz &, [8.1. 9.3.1 ] 4 10 1 2 25
11.1.2 @8UE (Infusion Reaction. 7+ 745+ —%ZE) 5 12.5 1 2.5

BMmE, mEESF. IR, RIR. KEERE. R HEIRRE, 7.5 18.8 1 3.8

Wi, MEMHZE. #2. B0, B, BT, BEESH 6D 10 25 1 5 %

N5 ENH 5. (8.2 ] 15 37.5 1 7.5
11.2 ZDfthDEITER 20 50 1 10

1%L 3%k 0.2%21_E 1% 25 62.5 1 12.5

MESB &0 X 30 75 1 15 100

v SRRE 35 87.5 1 17.5
B RS D WML, {ERE. TR 14.2 EFIRSEOER
R 280 TEABRIFERE, 255, SR 14.2.1 tOFEH L FBICHS LanI L. SBARENINED
§§g§§5 AR ARETSH 5.
=104 R | P 7 \ - §§ 1] 44/ =<,
BE. FE5b EAIES RIS

OB
iE 15. ZDMhDFE
BB ALTHN. ASTH. |70 ros C o BEEE. FER 15.1 ERFREAICE D 1ER

NI VAT IF—Y LR | LR, FREREE LR, KBk
EERFD, M7 L7F=8
fi. MR E Y L >

KRB L% U7 1Y) RIiE
BIEE

RS R FEtozun
fErEE NERAE

REHB XU RIE. T OFEE
AR R

MR ERIR 2

14. BALEDFR
14.1 ERRRIFOER
*14.1.1 BIAERICIE, EHAKOAZRANSZ &,

14.1.2 XA 7N IIMLOFEFRAKEMZ . E5IC30fEEE L.
2~3HEEE Lk, BHLBKRTHL I EEHERT S (BE
5mg/mL). NAMMNEMR L ENZWIGEIL. ERRUEHE %
#OET,

14.1.3 BEHERRICKRIG - BEP 72 BRFPICHE T2 72 0»
L BRTHRT 2. KM - ZESHAFIASNZHER
ERLZWT &,

14.1.4 EHTRKICIEMRE. 20~25C T4RERI 12 ~8°C T4 R
DINIZERT 2 Z &,

14.1.5 AR A EAOkgl EO/NRIZOWTIE, FIHOES
(LATFTYELELT20mg) DBFAEIE. 281 TILERN., &
NA T 520mLe D (FFH40mL) =, 2HEDE (LAT
TELELTIONE) DRESDHEAIZ. 13 7IL»520mL%
LD, ABEAERICHINL T28%£100mLYX1E250mLE § %,
{523 . 5kg bl _E40kg RimD/NRICOVWTIE, BIRUE2L2SE
BT %,

14.1.6 212202 HRICKES B CTRMNSE 205, RED I
B &,

*14.1.7 AEEERICRNG. EHAKTHERLTH S ORI %
EOH T, 20~25T T24RFE X132~ 8C TA3KE [ % #8 2 72 VAW
FHETREET 2 &,

SARS-CoV-2IC & 5 BIERE &R & L-ERAE (NIAID
ACTT-1) TiZ, 7u bur b vEBREERE I3 EEEE(LE
(INR) HEIMOREREEIET 5 RBEE B L TRARSET
B olz. 2B, MG THIMA XY bOFKBEICEITRR
SNED 57,

15.2 FEERIREHBRICE D 15
T NI E RO TH EEIRN R 55 8 0 20mg/kg/ BB CE
BHICHESET, Smg/kg/HE EOBTMHREER - 7L 7
Fo U OEMEOBHERSE., BERABOMEBESE. 7V b
W14 IE28HEEIRNE S REICB W, lBRERR
i (10mg/kg/HEL E) CTIMHFEHKE~Y—H—2E - REEH
BROZ LT F=rOEM, SCICRTPERY - ¥ /80 RE.
BRAEOHBESHEIRD SN, BB, h=I74FILEH
W28 H B IRN IR 5itBa ¢ emAE10mg/kgBECEHM X
EHHENTVIEV,

16. ZEYIEHRE
16.1 MAuEE
*16.1.1 REAAICHIF 2 FENRE

HLE R AR E 123mg» 5 225mg D BEIF T L A7 2 )L % 2
BT CHEIBRNES Lz & &5, LAT Y ELIIREO S 8~
0774 NVERLIZ,
NENERHEREIC. LAT Y EL 259 HIZ200mg. 2~5HB XX
10HB12100mg% 1 H1[E3053 1 CREB#IRNE G L&D L AT
L, REIITH BT LAY FELUE (GS-441524) T ORI (A
M (GS-704277) OFEMEREINT A —F I RO EBY TH -7z,

F) ENEARAE - BRI BREWHIC200mgz . #52HHE DR
100mg % 1 H 1 ERMEETH %,

AL L LT Y Bl REBIRNREG Lz L 20
MEEFD L L7 2 EN T ORE OB/ T A —5

& 5 5 Crnax AUC? t12”
(mg) lE | RENR REH (ng/mL) |(ng-h/mL)| (h)
200 | 28 IHE |4378 (23.5)]2863 (18.6)| 0.90
100 | 260 | VBT TEN S?O%Béa 2229 (19.2) |1585 (16.6)| 0.9
200 [ 281, ségiu“ 143 (21.5) [2191 (19.1)] —
100 | 2 | mese PUEIET a5 19.3) 2229 18.9)] 27.4
200 | 28 1HE | 370 (29.3) | 698 (25.9) | 1.27
> 2] e) N
100 | 26 | FEICED 5?0%%0 26 (33.9) | 462 (31.4) | 1.23




FHE (CV%), — @ %% L

a) 1HE : AUCo2n SHEXRUI0HE : AUCtau

b) iskE

c) AUCK U't1/21 2561

d) GS-441524

e) GS-704277

*16.3 97

In vitro®RERICBWVW T, LATFTYEILOE FIEEHICHT SEERIX
88~ TH -7z X7 LAY FEHLME (GS-441524) Ok MMAFEEH
I AREARIIELP -7 (2%)o

HLE R HCIER L 72 L 4T 2 B 150mg & BAEE AR IR 5 L /-
& E® | ARETRED MR/ M H I3 IR S BIIR 1594 THI0.68TH D . R
DfFBEEHITER L, BESHERETIZL.0OTH 72, LA
ORENE, MEE I MK QMR IS L TR 50 %2 RT .
%16.4 X

LAFYELEEICHLEF Y LI AT S —+1 (CESL) 12& 0 hks
fREN, —#AT 7T A (CatA) SCYP3AICK D R#EsN5, hIK
PR K DA SN FRERHEY (GS-704277) EEICLAF IV T
A7 KX VLA F RIEEY 8781 (HINTL) IckoREsns, f
BRBEMIE R ARLT 25— FOSFREZNIH L ) Y BLIC K D IENE
=1 Vs (GS-443902) & 7% %, —H. B VERLICK D, RIS
HY VBtsnzWwX 7 L4y FREMW) (GS-441524) HERS NS,
%16.5 HEtt

HVE N MREE R A BB Z 1 “CIE3# L L 7 2 Y L150mg 2 B IR %5 L
ol &Y BEBROPHEREINRIZNG Z @A RP K O#ERIHERIE
FNZENHTA% R OR8N TH o 7z RHICEIR S NIz KE I, R
MTHHX7 LAY NELME (GS-441524, 49%) TH V. 10%7 L L
FIELTH -7z,

) EWNAZEAE - AR, ®E5MHIC200mg%: . 520 BRI
100mg# 1 H 1 [E SMEEETH 2.0

16.6 HEDERZHIT DEE
16.6.1 NREE

INRIZB U B EEREOBEHIFEM L Tz,

NRIZBT ZENARAE - AR, EEENEMBHETTILICLS Y
Ralb—Ya IlEOWTRES Nz, FEAKgD ED/NETIE. BA
ICBU2ENERRHE - AETARIZBRE L L&, EHEREBICBTS
VAFYELROREM TH S X7 LAY NEBUEDBRERIZ. AL

BBURABETH S ETFRIS N, — T (FE4O0kgRIED/NRTIE,

FRERESIN-ENARAE - HECTHRELZL &, EEREBICBIT2
VAT YELVOBRBERIIMAEFREEEFRHSNZS, X7V Y FE
PUAOREEEIZMA &KL T EEH/NETEEMERTH S & Flls
niz.
16.6.2 EBrLaeES
EHREEREEEICB T 2EMBEOMENIER L T, [9.2 ZH]
16.6.3 FHHkaerEs
JFHREREE ICB U 2 EYHROMENIER L T, [9.3.1 ]
16.7 EHEEER
%16.7.1 In vitrostBRRE
LATYENIZOATPIBIRUP-gpOEETH S, £72. CYP3A.
UGTIAL. OATPIBI. OATPIB3}&UMATELZX LIHEERH %2R o
FREEY (GS-704277) 1ZOATPIBIR U OATPIB3OEE TH %,
16.7.2 BRIRICH T 2 EYBE (FRHER
R B EBR I SEM L T LhZa b,

17. BRPRRLE

17.1 BHUERUREMEICEY 555

17.1.1 SARS-CoV-2IC & 3 BMEBEWROEEHE RS N1855R

(1) NIAID ACTT-1588% (NCT04280705)
18/ Ll EDSARS-CoV-2Ic & 2 BYHERE (1,00261. > 5 15FIXERA
REEMHRICBLWTBRSNL) 2% LTI 2R BEEAL
ZEERIA TR LERERICB W T, BEWHICAF200mgE . 2~10H
BICAAI00mg 21 H1E, 37Tt REZHRFHBE LY. 6. B
LG8 IRBRER G 2RIET A &SN, IBBEESIIMATE
EDSARS-CoV-21C & 2 BEPERIBICET 2 74 R I A Y EITHE - 1A%
BEEEOEmA I REE Sz, FEFHMEE X, BEA{LE28HEZ T
IZBIAEE BEEFRES ORa71~3ICFY) ETOEMTH-
oo ZOFER. OHEE TORKE (FRME) 12DV T, REFRESETI0H.
TR RETISHTH Y. KFEEE 7T REEE OXT BB W THRET
ZWICHEBLREPRO OGN (N —RH 1 1.29. 95%EHEXMH :1.12
~1.49, p<0.001. BRIT T > ZH#5E).

w58 ANVE \F—REH (95%{SHXRE)
LLFVEL (N=541) 399 1.29 (1.12~1.49)
TSR (N=521) 352 KR
[ERIOT S I p<0.001

T T T T T T T T T T T T T T
0 2 4 6 8 0 12 4 e 18 20 2 24 26 28
RIER(LNSEEETORE (B)
URODBBEEE
342 214
383 272

264
326

158 84
210 105

X1 EERLYSEEE CORMOA Ry MRS
B FHBOELERR - RAERITROEBD ThHh -7,
ERREIR - PRIV ERE

vaFvEL 541 513 447
JSem 521 511 463

1. SARS-CoV-2IZ & B BIEN TR S N2 FER TABEH
2. MROWTNM2ICEY L THED, PCREIZXDSARS-

CoV-2Bn RSN T WS

- AR 2R RIAR A CBREL S N7 K12 B VW CPCR
[

- MEAEALRTT2WE B DRI RN S N7 K12 B VW CPCR
BHET. BIMOBAERISHETH 2 2 ENFHRS N
TWa, »DSARS-CoV-2Z K BESIC LB EBbn
DRERDPET LTV S

3. 0L EBUTOVT AR OARD S5 NHEBE

- B E ST R (BEXER. CTAF v %)

+ SpOuh™94% (EAK) IR

cBERAZET S

- NLIIRERE

BIRAEE

1. ASTXUZALT ASEME&IE_ER OS5

2. HETERERA A @B (eGFR) A°30mL/minskii (Mm%
FIZIMK 5B EZ T TS ESEEETD)

3. IR IR LR

4. 2B R LIRS R T E

FRol

BIfEF™ DR N7z BE OB X, KAKRSGE T8% (41/532f1)
THO, EFEWERIZ Y0 oY UREER2% (9/5326]) Th-o7z.

ED) SEHIEFRE (2371 BELDEHICHRZ L. 2372 Bk
DPOEB D HIRZ O/ USTEEBRRMAPBRE, 2273 ABELT
BOBABRAZE L2 VAIRREOMEGENIARE, 2374 Ak, B3R
WAZELZV-IREOHMKGE S NE (COVID-19B:#E X ikZh bl
). Aa75: AREPD, BERMAZET S, 2276 ABEP»D
JHREMATHEE L IERERRICLAEE, 2377 AE»
DECMOXIZRII N THIRESIC X &, 2378 5]

H2) RABETIE. Grade3ll EOBEHERSINES N, 1BBRELORE
BERASE-E S 1720 BIA T BEUERITICD W T IEGrade2d gk
HEEDQREBEFEPEETCESRVWERLNES N,

(2) GS-US-540-5773548% (NCT04292899)

12 DL 185 R 2> DA EAO0kg L B KO8 L EDEREDSARS-
CoV-2c K 2BYWERE (39761, zB. HAAWEBRE IMAAANS N
B otz) ERRE LEERIFERIATRBLE S— MIBWLT, 5
Hi#ES#E Tl BE5WHICAH200mgz. 2~5HE12100mgz 1 H1[E
RIS 10E RSB ClE. BE50HICAFI200mgz., 2~10HEIC
100mg# | HIEERNES LY 2, 28, BRELLEHIARERS
EHIET s Eanc. WINOBRSHLIEEREOHAZZ I 2.
FEIMER X, EEAERIZEBIC7TSEIERRES TFHM L 72 BRR
el shiz, BRREOLNEICOWVT, SHEHRSEICNT 5 10E RS
BEOHMBIF v A H130.75 [95%EHEXM0.51, 1.12] T -7z,

21 BEARI3EE IS B S ERRE (7EIERRE)
SHERGE e
AT (20061) (197/)
1 16 (8.0) 21 (10.7)
2 17 (8.5) 33 (16.8)
3 8 (4.0) 10 (5.1)
4 19 (9.5) 15 (7.6)
5 12 (6.0) 12 (6.1)
6 8 (4.0) 3 (1.5)
7 120 (60.0) 103 (52.3)
BT - KH 0.75
[95%(E AR ] © 0.5, 1.12]

B (%)
a) BER. X—27 1 VROBKREZHERE LKA v €TV



%8 FEBOELERR - BAERITROEBD TH -7,

EER - IRIERE

1. EIERLRTAE DI FEHE L 7-PCRIEEICHB L TSARS-
CoV-2BRAHER SN TS

s |2, AR
BRER | )2 yBC. SPOAOARLIT (BA&) i
BMEMAEET 5
4. EiGE. WBBEAED 5N
I ZRERL

2. NLIFEEE (V-V ECMO% &) #5HMB L EMEH.
XIFV-A ECMO%f#H (FERBHMZEDZ )

3. ALTXIZASTAEHEFIF_EIR D558

PRoVEEE 4. L7 F =y - 7T T Y AH50mL/minAdE (18582
LoFEiECockeroft-Gault=X. 18 KD H A 1L
Schwartzs® % F\ CTEH)

5. IR EGE

6. FIF
BIFEFAASRR 6N #iBaE OE &3, SHEBRSHECI0AMREHTE
NZEN17% (33/20061) 1% 020% (40/197#1) TdH -7z FERBIERIL.
ALTHEIN (SHB®SEET2% (4/200%1) . 10HB#&58T7% (14/197
1)) ASTHEM (SHEH S8 T3% (5/2004). 10HM&% 58 T6%
(11/197641)) KOELDL (SHRERSET5% (9/20061) . 10HE#ZESHT
3% (5/197f)) TH -7z,

(3) GS-US-540-5774588% (NCT04292730)
125% DL 18R AR 2 DA EA0kg L b KO8R L _E D HEEREDSARS-
CoV-2Ic K2 GERE (58461, B, HARAERE IHAAANS N
iroz) ENRRE LIBRERAIEERIATHELE - MIBWVLT. 5
HE#EGE T, BE5FHICARAR200mg% . 2~5HHIC100mg#% 1 H1[E
BIRNHE S, I0HHBRSHTIE. B#E5HICEKAI200mg %, 2~10HEIC
100mg#% 1 HIEEARAIZ S U, EHEEEBEE B L7207, b, BIE
LB a kB ERS2FRIET 2 a N, WThORAREERD
BEREOMHAZZ /-, EEFHRHEE X, BIER(LRIOE BIC7TSIEF
REEE) TFME L - ERREE Shiz, BRREOHZICDO VT, bl
F v RETFTNVAICED ABEBEBICN T 2 EARFREBHO A4+ v AH
[95%fEREXME] X, SHEHSETL.65 [1.09, 2.48, p=0.017]. 10H
M G#cld1.31 [0.88, 1.95, p=0.18] TH -7,

2 E(EALZRIOHEICB T ERRE (7THIEFRE)

2a7 SHE#EGE 10H %5 8F SOCH#
(19141) (193f31) (200431)
I 0 2 (1.0) 4 (2.0)
2 0 1 (0.5) 4 (2.0)
3 5 (2.6) 0 7 (3.5)
4 7 3.7) 12 (6.2) 11 (5.5)
5 38 (19.9) 4 (22.8) 4 (23.0)
6 7 3.7) 9 (4.7) 8 (4.0)
7 134 (70.2) 125 (64.8) 120 (60.0)
SOCEEIC KT 5
; 1.65 1.31
[9§5£2§;§E£§§f o | 11,092, 2.483] | [0.880, 1.952] —
pfE” 0.0174 0.1826

BIEL (%), — 1 8%%% L

a) BEGRMERERE LA Y ZEFL

b) REELEDOEEKEEZTRIS%. RFRED ZEME%FES 55 & L CBonferroni
DFFEEFANTEEBIC B 2EBEKEZTH2.5%& Lz,

B ARBOELBR - IRIMEEITEOEBY TH - 72,

FBEI - BRYLEE

1. EAEALHT4H DINICSEHE L 72 PCRIZEE IZ 5\ TSARS-

CoV-2BEMHERENT VD
2. AR TH 0. COVID-19ICxd 5iaEE2E T 5
3. A7 Y ==V TR, SpOA94%iE (EMNER)
4. B b, figEEsrRo oS
1
2
3

BRI

LAY =Y TRICATHRBOGHEET 5

. ALTXUZAST A EEEHFH R OS5

VLT FZY - )75 AN50mL/minskil (1875
EoF&iECockeroft-Gaultx. 18R DB A1
Schwartzz# WV TEH)

4. IR

5. #&FAF

BIfERA iR 6N #hBaE 0 E &3, SHRMBRSHECI0AMRERTE

NZEN19% (36/19141) %T'13% (25/193%) TdH -7z FERBIERIE.

ED CHMEBEERTT% (13/1914]) . 10H M58 T4% (7/19361))

TH-o7,

#3) THIEFRE [Ra7]: 3, 2 A2 DECMOXIIBEMIAT
IFIRERIC &L B, 3 AP DREBMBRKUIEREBRRICL S
EH, 4 ABEPOBERBHRBICLSER, ST AKLTHY, BE
A ZE L 72 WASSARS-CoV-212 & 2 BYLEIC B D 5 3R 728
BEET S, 6: ARRLTBY., BRWMAKORGEH 28R IEE L4
W (72720, 78 D2V T REIOR SRR <) 7 Rk

FrotEE

18. FhFIE

*18.1 {EFR

LVAFYELNRTT ) Yo7 LAY REMMED T RSy 7 TH 5,
VAT YENME, MRANICAME L. ISR X 2 RE2 R T RKY
1Y) VB LS N TEBEZNIEREBEITA2X 7 LAY R2) VBEOE
HRBEWZERT Do EERBWITT /U= VB (ATP) 0L
A& LT, SARS-CoV-2 RNARFEHERNARY X5 —FIZ k> THzIC
AR ENHRNABICKAREATPEHE L THVAEN, TAILADHE
BLZ BT HRNABOMHERIGZE D AAD 5D LBNTEESE S,
MHREMIZ. B NEKODNARY A5 —Fa. BRURNAKRY A5 —
PO, XTIy RYFDNARY XS —¥y ROI b RY 7T
RNAKRY X T —XIortd 2HEEA (ICofE) FW»dhnsd>200uMT
Holo

*%18.2 In vitroti A )L REM

L AT Y EIE. SARS-CoV-20 MR BERRIC T L T SEAITRINA8EERE
BB S MIREESE LEMERTOS0%EEE (ECs) &
9.9INMTH o7z, T/, MAREEL M LR MK Calu-3% FA549-
hACE2TSARS-CoV-20#E 8 ZHE L. ECsold ZEHIRINT2HRE 4 K O
48R TENZN280NME O'1ISNMTH - 72995 B, 7 A LA
RNAKFEHERNAKRY X5 —E 2K T 2Nspl20 7 2/ BRE#P323L%
GUSARS-CoV-2E RGO R HEM (alphatk (B.1.1.7%#%). beta
¥ (B.1.351%%). deltakk (B.1.617.2%#). gammatk (P.1R#)
K Uepsilontk (B.1.429%4%)) (o9 275 -2 7 w1 KRU/XIEN
57 ISV EELISAT vt A Tld. TNSEEEDTERDOECsIEFIE D
SARS-CoV-20%#f (A%M) LH#ILT0.4~1.5fETH 7219,

*3%18.3 FHIMiE

L AT ELMEDSARS-CoV-2HIRICRT B ERR T — ¥ 13 fF o T
Ve BEABZATIE. LATFTYENICHT B EZEAET LZSARS-
CoV-2BitR SHERR SN iz. GS-441524 (L AT Y ELOREMTH 5
X7 VUF Y NEOUE) 2AWTHERRABICB LT, LATYELIC
g AHMELEREE LTNspl20 7 3 BE#VI66A. N198S. S759A.
V7921, C799F K UCT9IRAPRIE S Nz, FEBRABA L HBEZ
SARS-CoV-2Tld. LAFYENITHLTL.7~3.5EDRZHET 2R
L7z, Nspl2o7 3 J BB #:P323L%H 3 5SARS-CoV-24 Btk % F
W LATYENICE B HERRABE CIE, Nspl2o7 3/ BREHR
VI166LASFEE & N 7zo P323LEIHIZP323L+VI66LEEEH 2B A L /-
## 2 SARS-CoV-2Tld. LAF YU LTZENRZNL.ERVL.5
BEOREZHEEER LY, FoBWBECOVO~ T AR A LR %W
7L AT Y ENLDin vitrofittE@EiT T, RNAKREERNAR Y X5 —+
T2THOCOVILRESNZBEICBWVWT., 2HFOEE (F47T6LKE
V553L) AHEEEE N, LAF Y E I LTS5 6[EDRZHE R %2R L.
COERMEIZIN VitroTT ANV AEMENETLE. AFEOLER
(F480LF TUNV557L) %SARS-COVICHEA L7z & &, EEMBEATL LT
TENICH L COEDEZMHE T 2R L. SARS-CoVER~Y ZET L
IZBLTTA NV ADRFEES RS L7z. F72. Nspl2iZF480LK& U'V557L
DEERZEA LA ZSARS-CoV-2TlE. LATFYELIZH L T2
REOBZHE/ETZR LI,

*18.4 BMIETIVICHIFBEEIR

SARS-CoV-2B 121 [% D 7 1 7 HILSARS-CoV-2EHE TILIC,
BEFHIZLV AT E)V10mg/kg TLHLE, ZD#IE5mg/kg TlHIE
EBIRANAR—F ARG L5, BETRE B L T, WFIREERER
DOERRBUEAE U RGN ORR AR RN/ )L ARNAE
PR Uiz,

19. B ICET 2IBLFHRR

—REERIN 0 L AT )L (Remdesivir)

{£%4& : 2-Ethylbutyl N-{(S)-[2-C-(4-aminopyrrolo[2,1-f][1,2,4]
triazin-7-yl)-2,5-anhydro-D-altrononitril-6-O-yl]
phenoxyphosphoryl}-L-alaninate

BFR : CoHzNeOsP

DFE :602.58

fEFEE -

H

=N T ©
HO OH

% R EE~MEREXEECOEE

BRI XY ) =)L, TR RO T I UICBEFRTL, TY ) —)LIC
PRBEFRTL, FEEA YV T uEILICEFIZ L,

A s 138T

PECREL : log P=3.2

o Eo CHs
N\ CN_H A\ H'\ CHa
HoN O~ PN 0. CHg
, N o N
|

N

21. GRS
2.1 B A BB A HEED b EICERET 5 &,



21.2 KRENG, EEREREESREREIAEROIFIHOREICE DS KR SN
TRBIERMETH Y. ARECOERAREIBO TR TVE I L
» o, BUERGER. —EROEMIHRSE T -y PEES NS TORIZ.
ATREZ2 IR O RAI D 5 S NIz 2RI SV CREFRBHREORA O R 4L
HROANEICHE T 57— 2 RITNE L. KAIOMEESERICHER
BBEZHELHI L. /0. BonrFRzERNICRET S &,

0.3 KElOZ2MEICHE T 2BMAICER S NFHEICEDE . AFIOEIE
ERICNELEEZHE LS &,

22. @&
INA 7V

*53. FEHt
1) FACT SHEET FOR HEALTH CARE PROVIDERS EMERGENCY

USE AUTHORIZATION (EUA) OF REMDESIVIR (GS-5734™)
2) #HNER (L AT Y CIVRBRERES)
3) #ANER (NIAID ACTT-15t5)
4) HHNER (GS-US-540-57735-5%)
5) Goldman JD, et al. N Engl J Med. 2020 ; 383 (19) : 1827-1837
6) HPNERE (GS-US-540-5774:5%)
7) Spinner CD, et al. JAMA 2020 ; 324 (11) : 1048-1057
8) Pruijssers AJ, et al. Cell Rep. 2020 ; 32 (3) : 107940
9) Xie X, et al. Nat Commun. 2020 ; 11 (1) : 5214
10) #AER (PC-540-20267345%)
11) &R (PC-540-20285%5%)
12) HAER (PC-540-202975%)

24. XBERERUHLEDESE
FUT R - HA Loy A& H
AT A NN R= b2y —
T100-6616 HFEETRARAOH—THIE2S
R WE A S AR
7Y =847 0120-506-295
FAX  03-5958-2959
ZAFEEE 0 9:00~17:30 (£ - H - HRUEHKEZHL)

26. BUSHRTEES

2.1 WS
FUPR YLV I%AEH
SERHFRERADAL-9-2
D52 RIFITHIRIT—

®:

BRmEE
05-GS



% % 20214E12 H 22T (45300

[ — ek |

BFEEmasgEs

* 20214E 11 HEET (BB20, WA, AT, Wien A ™)

87625

F#1SARS-CoV-2E./70—FILHF

B R 2~8CHRAF
BREAE - 2458 H
R RRBL S LR

‘OF2°VU=2"usmesr 300 -
‘OF V=2 asimevr 1332

AVUER T (B FERZ)F M LTERYT ELFHEIRER)E

TS v F300 | EHHRE v F1332

AFES | 30300AMX00459 | 30300AMX00460
BR7ERAsA 20214E7 1 20214E7 1

* RONAPR EVE& Injection Set

* %k

omicrontk (B.1.1.529%#%) 22V T, RADOHMEIHITT HBENNDH S 2
L, EAEGEEOFEEREICEO S, MBI L TG TAI L,

m

) FETE — IR O M1 X Y ST 5 2 & Gy ova -7
x| 1, TE pH 57~6.3 57~63
(SARS-CoV-2IZ & % B DR AEHNE]) BT I 1.0~ 1.5 (A F AR R 5 | 1.0~ 1.5 (A= B AR L2kt 5
SARS-CoV-2ic & 2 BRENFHOBAB TV F &5 F A1) A1)

BiCdhl) . KRETIFUICBZRDBEEDTIIEL,

2. B2 (ROBEICEHBELLEVI L)
2.1 KHI OB LEE 2 BEEOBAEED S 5 g

3. Ak - K
3.1 #RK
Wizes | v 7)) — 7EFHEE v 300
0 134 7))V (2.5mL) H 134 7)v (2.5mL) ™
&% HYVERT GEETHIR| 4 27T GRIZT-#R
2.) 1) Soomgiﬂ) ’2.) 1) Soomgiﬂ)
134 7))V (2.5mL) 134 7)v (2.5mL) ™
L- 25T~ 1.9mg|L-L XA FT ~ 1.9mg
- L-b 25T VIR AKFY | L-v A T2 SRR
Nl
2.7mg 2.7mg
et 200mg | K55 FHE 200mg
ARV NR—=180 2.5mg|HRY VIV ~X—1F80 2.5mg
Wiseds | v 7)) — 7EFE v 1332
o 134 7)) (11.1mL) N4 7))V (11.1mL) H
&% HYVERT GEETHIR| 4 27T GRIZT-#R
%) ) 1332mg? %) ) 1332mgi?
134 7)) (11.1mL) N4 7))V (11.1mL) H
L- 2AFT 8.3mg|L-L AF T ¥ 8.3mg
- L-b 25T VIRERIEAKFY | L-v A T2 2 SRR
Nl
12.1mg 12.1mg
HEEL b 888mg | Fi5 L 14 888mg
A VN R—= 180 11.1mg | R V)b X— 180 11.1mg

HD AFNEF v A == AN 25 —JIRMEE W TRES NS,
F2) AFNITEFERG R DIFELZZEL T, BELHEI ATV,

3.2 HEI DMK
Wiscs | v 7 —7ERHE L v R300
HHS |HvIERT L LTS
B | EEFEIONA T V) HEEHI (N1 7))
PEIR | I~ O It~ e L DR
pH 57~6.3 57~6.3
B I LO~15 CEB AR 9 | 1L0~1.5 (EB AR w03
%) % )
5% | v 7)) — 7EFEE v M1332
HHS |HyIE<T L LTS
I | SR ONA T V) FEHH O 1 7 L)
PEIR | I~ O I~ L DR

*4. WHEERIIZHR
SARS-CoV-2IZ & 2 BRAER U Z DFAEHDH

*5. WBEXIIHRICEET FE

(SARS-CoV-2IC & % BEZE)

5.1 BRFERIC B 2 F 2 5B Z B 2. SARS-CoV-212& %
BIEDQEIEALY) A7 WT 52 H L. BERGZEL 2WEEZ R
RIS ERTH 2, [17.1.12H]

5.2 Wit EEFE I AN TIFREFEE 2 B4 2 BE 2BV HERYE
L7z & DHEDDH 5, [15.1.15H]

(SARS-CoV-2IZ & 2 BE O FEAEMH])

53 UTOTNTHIMATHICHTGTTLI L, o, RAOFGH
BIZOWTIIRFDOTA FI4 6 BEI2TH2 L, [7.32H]

+ SARS-CoV-2I2 & % JEYIE B ORIER AL LG H SO
S U MEHEIRDSARS-CoV-20i AR A% [17.1.220]

- JEHIE LTy SARS-CoV-212 & 2 B o EREILY 2 7 WT-%
HY 5%

- SARS-CoV-212 & 2 JRIYEIZR T2 7 7 F Y EEEEZ A L 2w
Hy ET 2T BB AT ASAETEOMEIAT G EE
AHNDBHE

(ZheEHE)

5.4 KHOFFIGEEDMERNSARS-CoV-2Z BRIzt L CIIARFI O A %)
WA CE R WITRESED B 5 728, SARS-CoV-2D 5T D ATk
OIERE BT 2 RRG- O YEE T 5 2 &, [7.3.18.25 ]

*6. ARURE
WL AR O12E L B o R EAOkg L Eo/NRIZIZ, AT E
~7 GEEETHIZ) RUOA LATEYT GRIZTHIRZ) L LT
TNEN600mg® BEATIZ & ) BRI EHE L BRI TS5 5.

*7. BERUCHAEICEEYT 28

(SARS-CoV-2IC & % BZE)

7.1 SARS-CoV-2I2 X 2 YLt DAEIRDFEH L T A 5 e A2 5
T5 T & HRRERIZB VT, R A H8H H DRI 5% B
WL EBE B2 AL EMT LT -7 I E /o Ty,
[17.1.1%H]

7.2 SHEEHEICEVERGT D b, HEEEIC L ARG AERTE S
RUEEROCIGEICORE TESICL A% 2T 52 &, BIR
BBV TE FEFIC L 25 ROFRIEIIHER STV R,

(SARS-CoV-2IZ & 2 B O FEAENH])

7.3 REIOFLG-H Y] &R & N2 BITHR PG T 5T L,
(5.3, 5.4=MH]

7.4 $e5.1%30H HURBEO B L EMT 27— 7 3BT v,
[17.1.2%H]



8. BEELEXER

8.1 7574 7F v —2&GLEELRBBIENLHLLNLIEDHD
DT, RFFEGHIETF 74 5Fv—Yav s, TFI7145F v —
R 2 M) s R (7 FLF) v, BIBEA T AR
P RS I VEE) PRESAELABELICFERTEZLEHICL
TBLZE, /o0 HHGRTHRIERO BN L E2MHRTHI &,
[11.1.1z1H]

9. FENERZHI2BEICEATEE

9.5 T3
TR IR L CW A RO & 2 ikiz ik, EE EOF D
fabtex Lz LRI SN LG0T T4 L, ARESA
FHERABRILER L Ty, —kice MG iaitmEy s 2 &
BN T WD,

9.6 RILB
BEEOBEFER OILREOR T Z LB L. R OGS 1L
HIEZHGETT 2 2 &0 AREOE MFLITAOBITHEIZ O W TIEARH
THHH, I MgGIRFLH BTS2 2 LML T Wb,

9.7 pRE
12 R /NS T nb G & L 22 BRERERIZ I L TV,

9.8 EfpE
BHEOIRELZBE L 20O EEICEG T5 2L, —RICEFERE
AT LTWab,

1. BMER

WORWER B SbIND Z EDHLHDT, Bgx 5147w, By
HERD SN I3 G Ik A 2 Y R E AT 2 L,

1.1 EXAEIER

1.1 EELBEGE LR
TF 74 7% GOEELBEIEND SDONDL I ENH LD
Ty BIE 51247, BEDRRO O N AR R oS %
BEHIHIE L, BYEESOBY 2INLEE(T) 2 L, [8.15H]

11.1.2 infusion reaction (0.2%)
infusion reaction (ZE&W. UL FRIEE, MR EHIEIRT .
AEENR B, BRI, B, REIRAEA L, BESE. AU
SoEEHE . RIE . WILE. WWEE%. HRE. €0, fiE. ©oF
W) RHObNLTENH D BEHED L NLEIIEHRS
FEEOWE, Fe G UIEG R L, 7T RV v, B
274 R Pl Ry I VEZHRGT L5 SWEY R LE 4T
&L BIERANE T 2 F CREDIREL T3 ICBg T 52 &,

*11.2 ZOMOEEAR

IR A

BHEEA
ESERADOS (RLBE. 2 9 FE,
PRI, (R IR SRS 55
FEBHREEIZCOV-20675t571 7> 5 5aT L 720

14, BRHEDEE
*14.1 EXIFREFOEE

Z DAt

(REHE)
14.1.1 FBATCH200 B EIRICHE L T 2 &,

14.1.2 FRBETIZ Ik 7 IE O 2w BEE 217 2 & B,
B, FOMFBE RO HEE, FHLEWI &,

14.1.3 11.1mLN 4 7 ViZix, 2054 (1E5mL) OB’ E F
Nbo LHGDOEH 2R E - 725034 TIvid, Eilk (25C £ T)
THRNAL6IER, 132~8C T K48WFII PRI RETH %o I ALR
R 2B AT HIE T RET L 2 L,

(HEEE

14.1.4 R14-1%2BF12, ZNENHNORK L) v VT, A1) EY
TRFIR A LT TRHA DN 7OV h S LEEZRERY
Fl—o 0 R4 ERRE O ME Ny I EB R HRATL I &,

14.1.5 10181 % B2 E D 2 SN 7 2 BRI 5 2 &0 RV IR
ThnZ b,

(B Txsh

14.1.6 73 U TEFIROA 5 FE THEAONA T bZFih
FNHNOWH ) ¥ VE2AR (FHAR) 122.5mLe 2ok &N 2k,
ZOE, HT) ERTHAR A LT TEAIERE RN

(2)

*14.2 REIRERFOEE

(REERE)

14.2.1 0.2umDA ¥ 54 v 74 V¥ —% @ L THFTHI L,

14.2.2 B LB WIEMSI L7294 v X0 #5350 08 L, o
AL EELRA LRI &,

14.2.3 AL 72O G851, £14-112B1T 5
ZABRWVWEINIZTHI L,

(BTFEsD

14.2.4 (EGHBAIE. BEEE. RERE UL BB 4 RO, L 72514
KO » D EB A OBITNIG T B 2 Lo EFE RS2
SNTVEDOT, F—EFT~ERY R LESF 2 & 38T, #ie
T VRS I ORI 2> 5 A7 & b bemifid 2 &,

14.2.5 B g0 EAL. I ICRE O d 586 (K. 35,
TERESE) IIEESF L AwZ &,
F#14-1 #3) E<7600mg/ A &7 ¥~ 7600mg% HH-§ 5854

R A L %

(RUE L)
INATNDED W ARAER | i | e
Wi & INATVE | BIRETlE | A R
50mL  |180mL/Eg| 205
11.1mL/S A
B v smL |V EFIR | 100mL |330mL/RE| 205
A LFE<7 5mL K
7ExT omb |, o osq | 150mL |480mL/BE| 2057
TV 27K }
250mL  |520mL/i| 3045

15. ZDMOEER
15.1 ERERfERICE D &3k
15.1.1 EiEBFE G N TIPFRERER AT 2 BEICB VT, K
B 5-#12SARS-CoV-212 & 2 BEAYE O B R ER O AL (FE2h,
(IR FEAE . WP R, AR, Bk, AEHCREE(LEE) Avis
ENTwb, [65.22H]
*15.1.2 BRI BV COARFNIK 3 2 BURD EESTRE ST A,

16. EYENRE
16.1 IMAEE
*16.1.1 BEEZE
(1) BAABA#BERE (SARS-CoV-2(C & 3 BEHE Tld & VL HERE)
HA AN AR (SARS-CoV-212 & 2 i T 2 Wik ERE)
ERRIZH V) ETRUA LT YT ZEN2EN1200~4000mg™
%6055 7T CHL T L 7B oS EEE T X — s VRN ER
ZN600mg% Hilal fz TS L 72O SEWBRE ST A — 5 2IZLLT O
H)THo7s
F16-1 HAR NS AGERE 2 BT 2 Hlal SiEEER o
N ERTROA LT EX TOEYFEE/ ST A — 5

H= Conax™? Caog™ AUCo-2s t1/2

(mg) | (mg/L) (mg/L) |(mg-day/L)| (day)
713 | 1200 | 338+44.3/86.9£9.44| 4170+524 |22.0+2.55
Y~ 7 | 4000 {1130+147 | 320+81.8| 14200+2390 | 24.3+5.42
A L7 11200 | 361 +25.8/74.9+8.46| 3870449 |19.5+1.41
v~ 7 | 4000 {1140+142 | 266+68.2| 13200+2310 [19.3+2.99

#661. TIGME + R

#16-2 HARNBEABERE BT 2 EX T RIS AT EYT
ZNZN600mgHL Az T 14T DS BIFE /ST X — &

Tmax Crnax™ Cas™ AUCo-28 tue
(day) (mg/L) | (mg/L) |(mg-day/L)| (day)

H 7.08

v | (7.087.10) 64.0£13.9(37.4+6.81| 1360+285 |27.0+3.67
T (6] (6] (6] (5]
[6]

457 7.08

z‘v; (3.007.09) 62.1%16.0(32.5+8.07| 1200+329 |24.0+4.67
'mi (6] (6] (6] (6]

FIGE = FRAEARZE [P18] (Twaddy POE (R/AME-ROKAHE))



(2) S+ EADSARS-CoV-2IC & 3 BLfERE
COV-20675E812 513 5185 Lh_EDSARS-CoV-212 X 5 i
ERRIH ) ER T ROA L FER T ZENFN600~4000mg™
%6045 AT CHUALTENE L 7203 E)E/ T 2 — 5 1IZ T o
D THo7V BHEAT—%),
#16-3 JHELADSARS-CoV-212 & 5 &4 B8 2 BT 5 ] Ak
HHERE D ) V) EX TR OA AT YR T OEY R T A — 5

o Cmaxi,ir'z) CZS&S)
it (mg) (mg/L) (mg/L)
AL VETT 600 192+80.9 46.2+22.3
[183] [144]
1200 331%109 78.0+28.6
[807] [926]
4000 1077 =323 255+ 83.2
[631] [791]
PN 600 198484 8 38.5+19.7
[196] [144]
1200 BL=114 63.8+23.9
[846] [926]
4000 1073 %309 207%74.0
[647] [774]

FIgfE = kR (18]

D sUEEHER R TR WS ICB W Th, ) B TR
A LT TOKRRHEITENZN600mgTH %o

TE2)  RUMEHE R R O M iR

1£3) #5928 H B oM i

TE4) BE TG 0> f i L ke e

17. BREREIR

171 B3RO R2M(CREY 28R

(SARS-CoV-2IZ & % B fE)

*17.1.1 BHE 1 /1/MHEHER (COV-2067=ER)

18/ LL EDSARS-CoV-212 & 2 BEHEBE 2 /PRI, AHH 1]
MIEEEROG M, ZEEROTBEELZTMT L2 2 HWE

AR E R L 720 BEIMAH/ S— b Cld, TiELY AZHTFE2HFL
W AANEI% (ZEHA) LLEDSARS-CoV-212 & % EIE L E
ERRIC, FEFHHEE TH 2 HIEALFE29H H £ TOSARS-
CoV-212 & 2 BEILEICBHE D B 5 A B IHH 2 b 2 W (1
NY M) BROONTWEEOF G LM L 720 A X2 N IEHE
Bz, #7329 7600mglk N1 4 7 E~ 7600mght H % 5-#C
127/73661 (1.0%). 77 & REETI324/74861 (3.2%) THYH. Y
A7 A EIET0.4% (95%ZHEIX I © 31.6%. 87.1%) (Cochran-
Mantel-Haenszel# €. p=0.0024) T@ -7,
F17-1 SARS-CoV-2I2 & % AR 3 % B ahit

713 ¥ 7600mgh N 2 o -
P U T600mgbE I GBE |
mFASHV 4R 5 736451 74851
WAEAILZ29HHE T
DSARS-CoV-2 12k % 70.4%
JERYYEICBEDO B D A (95% 15 HEIX ] : 31.6%. 87.1%)
B AL FR T % o 7 v (p=0.0024)
D) A 2 i AERE)
.- " 71 24451
o R (1.0%) (3.2%)

B RRBRO TR - BRIMERIZRIT-208 ) TH - 720

F17-2 LB - Brhhaki

1.SARS-CoV-2Wt (AR ALRT720RE [ DUA ICERIN S L7z &
MHSE, B, IRENHEE S XM A & B 7 PUEARAE ISR T -
PCRAGASE 12 & 1) FlgR

2.SARS-CoV-212 X 2 JEGE &5 A RERE AT 5 L iGERE
(LR RABEAVHINT Ly 220\ MEEIRESRE AR A AL RT7 H LLA
3. R B DY93% L (ENA)

4. KDSARS-CoV-212 & 2 BIEDTREAL) A 7 W% A7
L EH—2H7T 5

- B0 LL F

- i (BMI 30kg/m?BL 1)

SLIMERE (BIEs &)

SRR (WMEEED)

- 1R 2B FR 9

CIBEEEE (BTEEEET)

- BRI R

- REPIHRIREE GREEAE RIS OHIRIC & 2, B @ BEEE
PG, BRI, REA L, 2V PO — VAR D
HIV. AIDS. $RARIMERE M., 5+ 3 7. SEilHo &
LUERSED)

L AEEA AL DRI IZSARS-CoV-212 & A RgeiE 12 X ) AR L7z
H TR AL Abeh (B2 b ) ofH
2 MEFIIMAT IS X ) SARS-CoV 28Uk TH 5 2 & 534
L CWwaEE
3 AEVEAALRT O T2HRT £ 0 BTCERIN S N7tk 2 o 72 PR
WA IZRT-PCRIIA 412 & ) SARS-CoV-2B5 1T 5 B
4.SARS-CoV-2I2 X 2 EYHEIZx T2 7 7 F » (GRFEO A I
b)) AEERLETRT L SRR HAE L 7,
LR BEES: 590 H LA CREICDC O HfE S i 25 & U137
9) BT EDORE

Fot
i

AR GEIAH/S— M) TlE, EELAEFS, K5HIHEET
5B L7227 L — F2LL Edinfusion reaction. #%5-#%28H H T
WZHEB L7727 L — F2UL R o@eE S, $25-1%28H H F TI2HH
L7-HERR CEBRREZZICE > AERROADPNE SN,
HEFRGOFIIRMIIFELT-300 ) TH - 72V RAFECHE S
7-EIVERIZ. infusion reaction 261 (0.2%) Td -7z, [5.1. 7.15:H#]
B, 7L — F55$E1ZCommon Terminology Criteria for Adverse
Events (CTCAE) &2sHwsi/z,
#17-3 HEFLROFEBRN

713 ¥ 7600mg L N 4 o -
P~ T60mebE I gRE |
AT S 5 827H1 184341
BELEERR 9%l 7441
(1.1%) (4.0%)
infusion reaction 201 0
(0.2%)
I BCE SO 0 1151
(0.19% i)
EHREE IR o 72
HEHR 0 561
(SARS-CoV-212 & % & (0.3%)
JAEIZBE L 7 v) )
EHEREZZICE o7
HEHR 1541 4711
(SARS-CoV-2I2 X % (1.8%) (2.6%)
YR IS B )

(SARS-CoV-2IC & % BELAE D FEAEHH])

*17.1.2 BHETHEHER (COV-2069: k)

FIEN TR DSARS-CoV-2/&4 & [[a5 5 SARS-CoV-212 &
B JEAE DFERD 2 W12 L E OBERE 2 7 RIS, AFIHIE T
TESFRF O L EVEEfFHiiT 5 2 L 2 B L LT, I,
77 AR I E AL EE RO AT R M LR e EE L 2. K
ABCIE, FEEHIIEE Th 2 |AEA L2900 H £ TIZSARS-
CoV-212 & % BRGFE DIERA T S L, D ORERFEBIART-qPCR




Btk & 7 o 72ARIRELH 20 514 H LN T A #iBrE (1
Ny b)) OHEEFEL 7.
Tk—FA (R—ZF 4 Y ORT-qPCRAEME) 12BWT,
4Ry MNEBBIEUE S ) B2 T600mg N ATFER T
600mgff F¥% 5B TIE11/75361 (1.5%). 7+ KEETIE
59/7526 (7.8%) TH V., A7 A8 . 4% (95%(E
FEIX M 65.3%. 90.1%) . & v X H1Z0.17 (95%(EFEX 1] -
0.090, 0.332) (T ¥ 27 4 v 7 \J@s#r. P<0.0001) T
Hot9, ak—FB (RX—ZF A~ ORT-qPCRA M)
IZBWT, ARy MEHBEIZ S ) Ex 7600mg M O A
L7 ¥ 7600mg it 55 T1229/10061 (29.0%). 7
F & REETIF44/10461 (42.3%) THH . VU A7 HIERIZ
31.5% (95%ISMEIX T © 0.3%. 53.4%). + v X1i30.54
(95%IEHAXH]  0.298. 0.966) (1Y AT 1 v 7 [JE45HT.
P=0.0380) T&H 7%,

F17-4 FENTRMWDSARS-CoV-2i&H4# L ik 5
SARS-CoV-21Z & 2 JEHAE DRERA 2 W BRE 125 %

EER ks

%31 U7 7600mg
R4 AFERT 7T R
600mgff i #% 57
a%k— A
ARy N IEHEE 1.5% 7.8%
(11/753%1) (59/752/1)
1) A 7 AR 81.4%
(95%AZHHIX [ © 65.3%. 90.1%)
F v R 0.17
(95%IEHEIX[H] = 0.090. 0.332)
(P<0.0001)
J%— B
A NP EBEE 29.0% 42.3%
(29/100%1) (44/104%1)
1) A7l ERED 31.5%
(95%IEMEIXF = 0.3%. 53.4%)
F v X 0.54
(95%1E#EX[H  0.298. 0.966)
(P=0.0380)

B AR TSR - BRAVEHEIZERLT-50 ) TH o
72
F17-5 F 0 HEIR - Pryf i

FIR 1. FKEN TR DOSARS-CoV-2Kk4e8 (#1561 LI
FLdE | J5 9 B MAEBEDOWSRE . 7B, MIFEBNIZ BV TSARS-
CoV-2B SRR & A7 BAR O FRHLA 5 96T LA 12
WERE D MAE LA SN B LED B B

2. MEAER LER20H H E Cmgepl L Aid e dbicy 5 2 &
MHRAING

SHMAEER VA ) — = v FEEOBRICHED S HRE
EEMFICLVEETH L LT sn s (BlkrO%
ELIHEREE T 2562 E5T)

B hh|1 BB O HIE 12 HED X | SARS-CoV-20DRT-PCRI
S | PR ME SRR Ch > 72 2 L 25d 5

2. M5B % &, SARS-CoV-2IES DA% G 5
H Ll L7223 B LIESARS-CoV-2%4% & IF]
BLTw5

3.SARS-CoV-2I2 X 2 [EGHE I EE T 2R (P E
FERICER S Z2v) 2 H3 5

4. A1) == 76 H HLPIZSARS-CoV-212 X 5
JEAE DFEIR % 1 ) I E R RO BAREY /¥ 5

5.5 =3 TR —=AIZAELTWS
6.SARS-CoV-212 & 2 IEAHEICH 27 7 F » (FKFE
DOFEEFbR\) ORI D 5

k= NAICBTBZEMEMORBIRMIE, ) E<T
600mgl O 1 4 7 ¥~ 7600mgff FH% 584 .3% (57/1311
Bl). 75 R EE2.5% (32/130661) TH o729, FHE
A%V EORBIETIE. 52 €< 7600mgh 1 47

¥~ 7600mg i i #% 5- T (L FE ST AL E4.0% (53/1311
Bl 7T B REEEGHEAL S .3% (17/130661) TdH -
720 IA— FBICBIFAREUWEHOREIRIIZ, #2)EY
7600mglz US4 4 7 ¥~ 7600mghf %554 .5% (7/155
B), 75X KEE4L 5% (7/15661) TdH o720, FEHEEH
1%L FORWER L. #7329 €= 7600mgk N1 AT~
7600mgfif Fl ¢ 5- B LI EHBALSUS3.9% (6/15561) . 7
7 £ RBEIZCOVID-19751.3% (2/15661) TdH -7z, [5.3.
7.4

1) mFAS @ R—=2F A VFORIHGER CWiRE % v
72SARS-CoV-2DRT-qPCRIGE#E F A TH -
A e i

(1-731) E<7600mgh 4 4 F ¥~ 7600mglif
RGO A XY NEBEE/ T T RO AL X
MEEHEIA) <100

HERERERIZC L ) . SARS-CoV-212 X % e
RS 5 LR TH L 0G00I Sz,

R, s CREL KREIDAL) . Fl (122 E
BORE A DO L L) ZFEERR L Lica Y AT 4 v
7 A1)

18. FHpIIE

18.1 {ER#FF
BT ERTRUA LTER 7L, SARS-CoV-27 1 )V
ADAINA 75 Xy BBk L. SARS-CoV-201iF T
MANORAZEET 22 L1250, Y4 VADOBE %
Wl 2L HE25NT0EY, Fl, AYVEXTROA
AT U TIESARS-CoV-2D A1 7 5 37 BITH L
TR DA BHRT 25

£2)

E3)

E4)

*E18.2 TREICHT HHR

(4)

In vitrolZ BV AHEHI B VT, BaTNEEEE (VOC)
LOFEHTREZEE (VOI) @9 5. alphatk (B.1.1.7
HH%) . betatk (B.1.351:%%t). gammakk (P.1R%) .
deltatt (B.1.617.28 UFAY .3%#%) . epsilontk (B.1.427
B U8 B.1.429%8%) . B.1.526. L%#E. zetabk (P.2%H%).
etafk (B.1.525%%) . thetathk (P.3:%%k) .\ iotatk (B.1.526
FH) . R.LR#M. kappatk (B.1.617.1%#%). B.1.617.3
RFEK O mukk (B.1.621/% U°B.1.621.15%5) D A/84
78 X ORI T O EEAEEH L CARAIN
PHNEM AR L CW D 2 EARIBEE N0, — KT
omicronfk (B.1.1.529%%K) DAL 7 8 8 B4
FCFNZ RS L CUEARF O R FNEEIEE L 5T 5 2 &%
RIEE N0, [5.450]

19. B3R ICEET BIB(LFERIFIR

—HEM%FS ) U T GEfE AR Z)
(Casirivimab (Genetical Recombination))
(JAN)

43 F3% ¢ CotsiHoorsN 17040202454

Gt A9148,000

s 0 7 3 BRI OLER2AR L 7 3 BRFk L4501

DOHEE2EN S e HHEY v 730 E

— MR A ATEY T GEE TR L)
(Imdevimab (Genetical Recombination))
(JAN)
43 F3% 1 CozosHosseN1691O2018S42
G 147,000
s 0 7 3 BRIRIE216ME O LER2AR L 7 3 RFk L4501
DOHEE2EN S e HHE Y V730 E

20. BURWWEDEE
YMERERIDEE L TRET A 2k,



% 3k
%

*

21. AFREH

211 RS A 7 EHEE A e b, #y)icsE
Lo

21.2 FrHERMROTATBRE SN LA, BEERBKRIC
§ B PRS2 e IR Ly 2 O J % S AE 57 ()
BICHRILT 5L,

21.3 RHNOAMEDITT 5 BFND D 5 ZEERDTAT L
TWAEER. FrZE BRI ARG, BHER
RO MR T & OFATIRIE 2B F 2. WY 2 EH 120 L
THG T2 L) BERIIE L CERT 2% L, R OMEIE
RRHDPHERESND L) UEREEEZELL Z L,

22. qE
(OF 7 —TxgEt v +300)
B ) v TEA2 5mL X 1N A TV RO
A LT ETHEHK|2 5mL x 1231 7 )V
(AF 7)) —Tixstkt v b1332)
) B 7RI ImL X 1N 7OV RO
A AT THEANL ImL X 1231 7

23. EEX@

1) JV43180:855 [ "COV-206 77 bRy B RERE I (20214F
7TH19H#FE, CTD2.7.2.2)

2) JVA3180AERZEM B REARS S (2021411 H ZKER.,
CTD2.7.2.2.2)

3) COV-2067ERA R MR R (20214E7 H 19 H ZKGE.,
CTD2.5.4.2)

4) COV-2067ERE MR (20214E7 H 19 HZKGE.
CTD2.5.5.2)

5) COV-20697 57 A MRS H (20214F11 H 7KF2.
CTD2.5.4.3)

6) COV-2069itlaZ AR (20214F 11 H 7KF2.
CTD2.5.5)

7) AV AHRHIEER (2021457 H 19 H K.,
CTD2.6.2.2.4)

8) AR E T WM EE % H\ 72SARS-CoV-2 RBDND#EE
e (20214E7H19HARE, CTD2.6.2.2.2)

9) REGN10933 % U'REGN10987 DSARS-CoV-2 RBD
W3 B A RS E4EE (2021457 H 19 H K2,
CTD2.6.2.2.3)

10) Antiviral Resistance (Section 15) (20214E12HckiE]
Wi, FDA FACT SHEET FOR HEALTH CARE
PROVIDERS EUA OF REGEN-COV® (casirivimab
and imdevimab))

11) REGN10933% O'REGN10987D A /84 27 5 2 237 ‘E 2kt
35 HAEER (20214E7H19H AR, CTD4.2.1.1-5)

24, XBFERERVHEWNEDESE
POMEERR ST AT A VA v T A=Y a Vi
T103-8324 HHTHR X H 4G 2 01 2-1-1
Faf © 0120-189706
Fax 1 0120-189705
https://www .chugai-pharm.co.jp/

26. BEEIRTTRES
26.1 SEEARSTIT

m RSV RERMR A 1T

RREFARX B AABEET 2-1-1

=t

g5

ova S)b—7

® F.x7%r -7 -0yaft (A4 R) BEwEE



(6)

DAL103



% % 20220F1 HMET (854H7) ‘

EE-HORRERR |

% 202241 ASkET (E340R) BREEmR I EES
BE  2~8CTHR#E $1SARS-CoV-2E / 7 O—FILHF 87625
* * BHAR ¢ 181 H Y hOET D (BIGFERT) T AEES | 30300AMX00434
M. t“ E [ |1 . BR5TREMS | 20214F9H
B =1 f SiEERE#500
AR, J 1 R mg @
M S

XEVUDY forntravenous Injection

AEF. FHBTERAFEESNICBDTH Y., ERFICSVT—HOHBBBIFFTFHESN LRV EN S, FFDFERICH>TIE.
HE5NUHBENERFEBICZDEZFHAL. NBICKBARZFCNSIRGITDI Lo

) EE-BEASEOLAFBICIVERTS L

2. EB (ROFBAICEFRELEBVI L)

FEIDOR I LEE L BBIEOEEED 5 5B
3. 4R - MR
3.1 48R

[ ¥ 17 1 FAEERS00mg

N4 7))L (8mL)

7 AN
TS | \nev T (BEFESL) 500mg®
L-EXF V> 12.08mg
L-v X5V VIERIEARAY)  17.2mg
WAl |FERERE  560mg

AYVILAR—180 3.2mg

L-XF4=> 6.0mg
FANE, Fv A Z—2ANLZY -z AVTHES NS,
) EHERSIROBREEE L. 3 7 LA 5500mg % iE4 g
BILRPEBZHRT 2TDITBETETCASN TS,
3.2 EHEIOMRK
H7E
AlE - HEIR

Y a7« SREER500mg
BE~FHEIIBEEBHOESNRE
pH  [5.5~6.5
EEEL [0.8~1.2 (EEEERICNT 5H)

4. MEEX TR
SARS-CoV-2IC & 2 RERIE

5. MEENIFHRICEHET BiFR

5.1 BRHBICB T 5 ELHREEBZHEE 2. SARS-CoV-21Z &
PRPVEOEELY AVETFZHEL, BRERSGZE L LVWEH
ERMRICREEITH 2 &0 [17.1.13H]

5.2 fidHSARS-CoV-2E /) 7 u—F LA E S hi- &g
BRI ALPMEGEHEEZET 2BE BV UERPE L
LOWMENRDH B, [15.15H]

5.3 RAIOHFHIEMEPEVSARS-CoV-2EEMRITH L TIEARAD
BEPEREFCE R WATREED S 2720, SARS-CoV-20&#H
DFTHROBEREZHE X KARSOBDEZMRET 5 &
[18.2% 48]

6. RENUAE
BH RARCL2EI LA S EEAOkg L ED/NREITIZ, vV h 1
v~ 7 GEETFHMEA) & LT500mg% B SEEET 5.

7. RERUHAZEICEET 3FR
SARS-CoV-2I1Z &K 2 BIHEDIERPFEIRL T 5 EP A ITHRE
T5 L ERHERAP S LEMEE S C2HLICRETHZ &0
ZFE LW, [17.1.15H]

8. EEREARNIR
TF745F -2 ECEERBEENOODNEIENDHS
DT, KR EFIETF 74 7F>—2avy, 7H745F
oI HEY YNGR (7 NV v, BIBREAT O
A FEE A2y I VEE) PRESUNEZESICERTE S L
2L TBELZ L, Ty BERTRUIERO LW & Z2HER
BT &, [11.1.12H]

9. HEDERZEIIEREICHTIIR
9.5 $Tim
PRSI IEAR L C W B A REtE D & 2 I3, B Lo AN
ekt z B2 A SN BBEICOARETH & LI
FEBEHBIIEBL TV, —RiICk MgGldiaiEz @@ d
BT EPASNT NS,
9.6 FLIF
R LOFREEROBIAREORREEEE L. BAOME L
HIEZERETY 52 &o ARAIDE FFITADOBATHIZ OV TIARAT
HBW. —RICE MgGRFUTHABITT 22 EPHEN TS,
9.7 INE
NREZ MR E UBRRHERIZER/ L Than,
9.8 Sl
BEOREZBE LAV SERIIRET S L,
HREPET LTS,

1. BWWEA
ROBWERD S HbNAHT ERHHDT, BEETHIITV. BE
DERDONTAGEIIIK G #HIET 370 EWU 2 AEITH &,

1.1 EXLGEWER

11.1.1 EEGBEEE GEEARH)
TF74I7F % ECEELTBBIENHODODNEZENHLHD
T BEEZHHIUTV. BREFBOSNBEICEERIORSE
ZESICHIEL, EYRESOE ZNBZITO . [8. 28]

11.1.2 Infusion reaction ($EREEREA)
Infusion reaction (FE\. FEIGEEE., BRMGAFMEERT, BHE,
MBS RENR. Mo, MOSRRiuEk. Bk, ek b, ®|
. RESES, RINE. SMmME. WEX, SRS, 758,
. OFNE) PHobnNsI bbb, BEEVEOONT-
BEICIIBREEEORE, BE5PEIIESHIEL, 7 RLF
Vo, BIBREATOA NE, filb 2y I VEEZERET L E
B RAEBZTH & EBITERPEET 2 TEREOREL+
TFICBRT B &,

11.2 Z0fthDEIER

—fRic, AT

19 K3t
WEHE 5. KBRS
BEkEE EiD
—f& - RHREB XU FEABMER. ER
B S5ERALDIRAE
MmAERBIER D, C-RIGHEEEE
i PR AT fn. ASTHEIN. ALP#Efn., y-GTPi#
. BERAAREET
HIEREE R, KEAS
RS ANERSE

14. BRALOZER

14.1 FRRREOER

14.1.1 RANIAFEEIER II5% 7 B 7 #EESHR CRBRRL <
TS &0 FINANCAEEARRIIS% T B 7 RESR O N
MYy 27 (50mLXIZ100mL) 2> 58mLzad 572 CHREE > T
BT &,




14.1.2 BEIAB-VINA TILESEE,LSED H L. HIREIC
FERETHENL L THISHEBEBT 5 &,

14.1.3 BRICKFREBDP TV & N TR Z\WT &
ZEHRTHRTAI L. TNODOREDED SNIEAIER
LsnZ &,

14.1.4 [UIEPTERVESIER,»IINA 7L 2 EEEg S &,
BMULIRES Lz &,

14.1.5 XA 72 58mMLEEYD . /Ny JARMNT 52 &

14.1.6 SNy 72522 I3~ SEFMZICIE VBT, FE/NY
TOREEIIRT, KIEAPTELEVWEIICTHI &,

14.1.7 FENIFABL T APPICEHHEEET 5 2 &o BRBOBR
ERIFET BIGEIIDCURCREL. 6BREMNICHRS 25T
BT &, &KIR (2~8C) THRIELLIBEIE. HHABICERZE
BICR L. BIRED S 2URBMANICRES25%ET T &,

14.1.8 N1 7ILORIRIIFEET 5 &,

14.2 ERIESROER

14.2.1 OFEA EFERICEES LR WT &, EEAERIIS%T
R gtk DA & OB EHEIIARETH 5,

14.2.2 % 2 X0 BEBEEED0.2umA > 514 27 4 LF— (KR
I—FLVANKVEIE) 2HEHTLZIENEE L,

14.2.3 SEEEIZERTIODPITTUTHIZ &,

15. ZOftDFER

15.1 BERRERAICE D B3R
iOHFSARS-CoV-2E / 7 0 —FIFLEDPHREG S N - EnE i
FNIIALMRZEREEZET 5EFHITB VT, SARS-CoV-2IC
KD BIUEOBBEPEROBAL (FE2,, ERFE. FRERE. &
IR, BRE BHPREENLE) PRESNTVD. [5.228]]

16. ZEMENE

16.1 MoRE
18 Ll EDSARS-CoV-2IC L B BBHEREICY b 1< 7500mg % 1k A
U CBAEI R ERE L 7o RO IEMERE ST X — 5 ZRIUTRY GHEAT—%).

=1 YV bOETI500mgZESARS-CoV-2(T & 3 BRIEEE [CBEIREEE
FAURROEYEEBNS X—9 HBEAF—9)

ERyE) Cmax Cas™V AUCo-5™ ti2
ST R—% (ug/mL) | (pg/mL) |(day - ug/mL)| (day)
SEHE R FZE| 219£100 | 25.8+8.3 1529+ 147 49.3+7.3
9Bl
E1) #528HZOMEFEE (Ca) @ 36361
%2) 8
17. BRPRARHE

17.1 BMERUREMICET H5ER
17.1.1 BT /MEHER (COMET-ICEEBR. 214367:5%)

EBL—EERWATRHMILERBETHD . Y b aE~ 7500mgXiz 7 Z
AR % 12 TR SEERE Uz, EEFHEEE IS BERLER298E
F TIZSARS-CoV-2IC & 5 BEHEDHEEEST (152 OREDOSMEIE
HO7zDO24RMBO ARG, XIFEHEMDLEWRT EER) OF N>
FRD SN WEE DG L SNz, REET (202138487 —%
Ay bAT) B AEEIHHER OFERIE. Y bubE v TE1% (3/291
Bl) ROT 7 RBET% (21/72928]) TH D FEAT Y A 7 EFRIZ
85% (97.24% XM : 44%, 9%6%) TH V. HBEIBEHEH TS
(p=0.002)o 7o, Hf&f@tr (Q0214F4A2THT—% 71w b4 7) KB
HEEFHEEEOMERIE. v bu~T#1% (6/52861) KROT TR EE
6% (30/529(5) TH V. FEAENT Y AV ETRIZT9% (95%(FHXA :
50%, 91%) T# -7z (p<0.001).

K1 TTEEICHIF 3 EEHEEE DR

v hob~w 78 75t AREE
R | AU PEREE | 1% (3/29160) | 7% (21/2926)
TR Y 2 .
(TR ERIED. 1) 0855 o
(97 . 24% (EAER ) = i
plE™ 0.002
BT | ARV RHES 1% (6/528) | 6% (30/529f1)
REAAL Y 22 .
ﬁ‘f;z%gm)‘ #2) 0791) o
(OS%EEE) = (50%, 91%)
pIE <0.001

#H) (I=V haEv THOA Ry NRREE/ 7T ARBEO A RXY M ER
#lEr) X100

F2) BEEL. ERFERY S O, Fi, HRHEE
v yERETIV

L UIZIEERERT

1¥3) AREUKEMM0.02758, AR AEOERE/KEIER0.05& L, HEfE
I & 2 REIEE O ZEHOFREE % & L CHwang-Shih-DeCani
(y=1) #loLan-DeMets®aiEEBEEABHWV 517z,

B, RRBOFLBER - RIMBEEIIR2OEBD ThH o7,

R2 EFRER - ROBE
EFUERE |1.SARS-CoV-2f31E (GAANET7HLAICERE S h - ifE %
FW7/-RT-PCREE. HURMESEIC X DHER)
.SARS-CoV-2IC X 2 BPUEICEHT 2ERZH L. »D.
HERIEE A NAISH A

(oS

3 EEFRAME %L L (ENR)

4. RDSARS-CoV-2I & 2 BAFEOERELY XV HF %D 7%
LEHb—2ET 3
- 55i% Lk
- YNG9 SRR

- JEi#% (BMI 30kg/m%#)

- BHEEREE (eGFRA60mML/%/1.73m*kK i)

- S S MEEOARE (NYHAOKEESFEZ 5 2 TBLE)

- BHEREEMEER (BERETR. BEMAEEMEEX
V55 /R B D TP R 4 72 > fii &)

CFREREL SEEORE (ERIY ba— Lo dIZFA
AT7uA R2ETZVITHANFIIEDRIEORT O A
RAPGTENT W EH)

BRAVERE |1 AREFROBE., UXRBREEEMIC X VHEAND 52485
DIMIC ABE 2 E T A BEEASE W L IZTHMAIZFETIC
BEHAEEESBVEH S h 2 EE

2. EEDSARS-CoV-2IZ X B BYUEIC—T HIER (LEIHO
Bih, WRgE, MARESZ2EILEER) 2 A7 HEE

JEEOREALREDES

4.SARS-CoV-2IT & 2 BYLFEICHG 57 7 F > & BIEB(LHTIC
LS, NABRER S HARMDNICER T EDES

BIERRISE Y ba U< 7TRET2% (8/52361) ThH -7 TDNHR

X BB KBRS, B EAMER. R IPERBERD.

C-RISHEREREAHEIM,. ASTHEM,. MAALPHEI. »-GTP#EN, B

EETR, REAL, BE. ARETOLITNS 1%KE (81/5236]) Th-

7zo [5.1. 7.30]

18. EZhEEIE

18.1 {EFER
vV habEw7id. SARS-CoV-22)814 7% VISV BOZHEEEE R A A
> EOACE2Z B GO & TR 72 HEBALICHEA L. SARS-CoV-2IC
W HFHERZRT . /2. in vitrolB W T, SARS-CoV-22/841 &
& VNI EEFERT SN L RFEEMREE (ADCC) EEXK
UHiisikF Mz &g ® (ADCP) EHEA2FE L.

*18.2 In vitrolCH1F DI A ILAEHE

Y ha v 7iE. SARS-CoV-2 (F4ARIUSA-WAL/202057 Birk) 125t
U BERENZTFER 2R L (EC500FE : 100.Ing/mL). £
7ou BETREERKE (VOC) RUEHINSEREK (VOI) 055,
alphatk (B.1.1.7%#t). betatk (B.1.351%#). gammatk (P.15%
). deltakk (B.1.617.2. AY.1. AY.2RUAY.4.2%%%). B.1.427
ZHE. B.1.420%#. etatk (B.1.525%%%). iotatk (B.1.526%%%) .
kappatk (B.1.617.1%4#%). lambdatk(C.375%#). mutk (B.1.621%
) KOomicrontk (B.1.1.529%#%) (A SN AIA 75 LV IRVED
FEEREZBALL Y 2— R4 T4 NVAITK L CHRATEE 2RI LT
W3 EARBEEN (EC50IEEAERD0.35~2.7f%) . [5.35H]

18.3 it

18.3.1 FEERAREABRANAE
Fk™ R 2 Wi S 8 CEM L 7zin vitroft e RIRRBRICB VT, £/ 7
O —FIUT AT EE R E UTEMOAD RIE SNz, ¥V ha e 7O b
—TWRERZEALLY 2Ry A4 P74V AORETIE. E340. P337
FKUK3S6ANDEREANC LD EZHEOE T A SN (FAEHEDOECS0
XEFAERIDS, 13~ 297(5#8) o
H) YV MUY T OFCHEEIT IV BERESMA SN TS LIER—D

& Ok

18.3.2 EREREAERALIE (20215581887 —9hw b4 T)
COMET-ICEREE TIE. R—R T4 VRITEEESIFET S RETH - 72
Vb O BT THOWEBRESFOSE, N—251 VLRICIE N —TDE
B [7UIHEE (%)] 271061 [E340K (299.7%) : 4%, S359G (12.2%
K U8.3%) : 2f. A344V (6.2%). R346G (5.2%). K356R (7.5%).
C361T (6.0%) : &141] ITEHS Nz,




19. BRSDICET 3B EENMHR

—REERR D Y bab e (BEFERZ)
Sotrovimab (Genetical Recombination)

ZS gV huev TIOBE B ZHISARS-CoV-22/541 7 & >
NIEE) 7a—FAHETHD . & MgGLIZHKT 5.
HEE D438 VM 444FH O 7 I J BEFERE L. ThZhleuk
SericBHENTVS, VY hab<TiE, Fv A =Z—ANLA
Ay —PNEMIc X VEESND, YV haEwTid, 4571@
D7 I BREEY» SR HAHHE (1) 2RKRO24EDT 3
JBEEN S AL (MH) 2RTHEBESNIEY VNV E
(5378 : £9149,000) TH 5.

4 T 2 CeaooHiosoN 174402038800 (BESHER T = & £ 72 )

9 F & :%9149,000

20. BURL EDER
HAEZ BT TRET 2 C Lo FMERERITEL L TRET 2 &,

21, RERRM

2.1 EERY RV EMEEAZFEDO L, BYICERT I L.

2.2 RAOZ G BT L HW S NDEFDAHZ RIS, HEPUHEHEX
EREFICEIEROCR2EICET BRI CEEZ L - TS, XFE
ICEBEBEBCILMOTHRESNAS LS, EEICH L TEFT S &,

21.3 E G EEMEESEETREEA I E D < B ORH ORI,
ABWBPORELT4r HET 5, £z, BHSNZERZICLD, &
REEZ2EET HUNENRED 5NGEICIE. BERLEEKIRSRET4%
D2EIFICEDEERRREHOEE LM T HIEN DD Lo

21.4 FIREBRMROTRITVBESNSI5E. YEERRICHT 2 PHEES
EEPPICHET L. TOMREEEFHEICRET S L,

21.5 ARIOBEMENEBE T 2 BTN H HEEEDTITL TV AHEIE.
FHRZBRRICNT 2RITEMSE. HTERKROMIE S L OWITRINE % B %
Z. WY RBEFICH L TRET A EDEMICH L TERT 2428, AFlo
WEZEAPERSNSLODBELBBEZHE LS &,

22. 9%
8mL [1/34 7)L]

24. TRERERUEVEDEE

750« AIAT T4 ER&A

BREE X AR 1-8-1

NAZ—= -7 -ty —

TEL : 0120-561-007 (9 : 00~17 : 45/+ H#H R OHHAEH 2 <)
FAX : 0120-561-047 (24H§E52{})

26. BUEARTEESE
26.1 SHERRSET

9359V AZRI7514 7 kA&t
ERREDBXIRIR 1-8—1

http://jp.gsk.com



20214E12A/ERR (55 1 k)

| R — PR |

B EERROEES
87625
Bk SRR oA ILRE AGRES [30300AMX00467000
AR : 2488 A BRFSBEMA | 2021412
ELXESEILATEIL
— \N \‘I ® o
%7 TV 57 +200mg
LAGEVRIO® Capsules 200mg

PEREFHSKRE5TDI L,

FKEE, AFMTHPIESESNILBDTHY . ARFICHBSVTENME. T2l REICRIBERFIBSNTHEY., 5IEHEFERENEFTH D,
ZOfeH. FEIDFEAICHE ST H5SNUHBEENERBEEC, ZOEALVICHEMERTRLEICETZBERZTHICHAL, XEICK

LB
TEEIES | FR—EMEONSEICLVEATHZL

2. 22 (ROBEICIFERSULREVNT L)
2.1 BRIORS I UBBUEO BB O » 2 BE

2.2 FRESUSHIR LT W B ATREME O & 5 &t [9.5 ]

3. #8RY - IR
3.1 #88%
HR7E 4 I 7 ) #F%h P 200mg
BRI ELXEIE L
nE ELXESEILELT200mg
HNEY e FuoFsFubiltilio—2, Et
Na—R, JAAANLATO—AF MY T L, AT
eIl TU VBT TR T L
AT e Furu—R, ZZE@bEk. BLF
5
3.2 "HEIDMHEK
HRoE 4 47 #9577+ 200mg
v . a3 5 7w IVAl
AE - iR A ETRE
ala— R =L < 32
AN I:D S
S8 0
EF (mm) 21.7
581% (mm) 7.64
KT VB
DE&E (mg) 2857

4. FHREX SR
SARS-CoOV-2IC & BRFE

5. MEEX FHRICEHET 2ER
5.1 BRHRBRIC BT 2 ELBR SRR ERE X, SARS-CoV-212 &
BBIUEOEIE(L Y AV HT%2HT 5%, KAIDEGPREE
EAONDEEIRG TSI L, oy FHOHRGHRICOV
TREHOHA RIA 285BI THI L, [17.1.1 BH]
5.2 EIEE DB VSARS-CoV-2IC & 5 BPERE 1T T 2B 21
FHESZ LTV,

6. BENUHE
EE. 18R EOBFICIE, TLXESELE LTIES00mg
Z1H2[E, SHERO®ST 5.

7. BERUHECEET 53R
SARS-COV-2IC & 2 BIVEDERASFI L T2 5EP» IS
2BIAT 5 & BRREBICBV T, IERFER S 56 H BRI
BEEMBLCBEICBI2EMEZRMF 2T -2 3F5N0
Tuil, [17.1.1 28]

0. HEDERZEI BEBEICRHTIER
9.4 £JERe=H Y BE
PRARFTREZ 2R IC 0 L T ARG R P RAE&HREGR—E
HIRNGET 2B 21T 5 KO BT 2 2 L. [2.2. 9.5 2]

1=

€9 MSD
9.5 it®

R IIEIR L T W ARIEE O & B I iz &5 L nwz &,
BYEBRTHRESEIRESATVS, FRET Y FOBEER
BREICELIETELERE L-ERICBWT, N-k FaF
V¥ F VY (NHC) OBERBEZEEOSMBZICHNT »HETHE
MR O - BBRBFEA . 3MELL EICHY T 2 HETHKRE
DOFREBENZO 5N T VWD, T, FRY Y FORBEER
HICELXET UL EZERS LIZFEERICBWT. NHCORKRE
BREOISHICHYET 2HETHREAEORKEIZD ShTW
%, [2.2, 9.4 B8]

9.6 &3
BEEOFRERCBAKBOAREZZE L. FAORS
XigHib e afd o 2 Lo

BMICBVT, ELXETELOANBITREIIER L T
59, b b HFANOBITOERKROCATEENDFEICH
TEHT—Fdm0,

9.7 INE
18R 2R & U7 RGBT FEM L Tz,

11. BWER
WROEWERDBH 5bNBENHHDT, BELZTTITITWV.,
BEDRD S5 NIIGEIRE 2 hIET 5 7% St 2 A0LE 21T
5T &,
11.2 ZDthDEIERA

1%L 5% 1% SHEEANA
Bl AL ED NPt
MIEREE  FEfEo ., R
B8R O R, e |hEERE
LAk B

15. ZDHDFR
15.2 JEEREREBRICE D < 1B

15.2.1 FL X5 ELKRONHCOME % V722 RFEERHRB O
WRIIBETH 7. LA L, ToEEZAV2EOE
RFEMRE (Pig-ailBi %k U'Big Blue® b5 > AV =y
78 % W cIDRBIEF RIS BT 5 RER) 2L 7-
B OERBEHEIROONGZD 5T In vitro/MEREE R O
v M ERWIMEGERBORERIZEETH - 72,

15.2.2 3» AR E5HEERBEICB W T, NHCOAUCICE S [
REBEOSAMEICHYT 2HBORETRHICKELT
W5J v bOREEROEE ICEREKERERDEES
BOON, FAOZEILIZ. Sy bl » ARKRSRE
(BZRI LEHBEREE) Eicvy A (BREBEEZEE
D19EE TR 1 » ARKS) RUOA X (BKRBZEED1.6
BETr14HBE®RE) OFBTIERD 5N TR,

15.2.3 4 XINHCOBEKRBEEDO0.ME LTS T 2 HE 2%
5 L7BCHEERD 2 E8EE (T XTOBEMRME
ICEE) PROLN, BLXEIELETHRBS L
BRI B BR 1ML 0D 1M 3R R A R 2508 OF I/ MRS B B D 3> 8
A5, 4B OHS THERIMIC K D EEOE(LLHS
Niz. ERROZLIZMhOBEETIIFRD 5N TR,



16. EYENRE
16.1 MEE
16.1.1 B2ERAIA
ELXEIENLRINHCOFU RS v/ ThHD., LEERATEY
BHRNC EBERE T 5 NHCAIIKD R S AT ICEL D A E h
e, EHERMTHH YR RZ) VEE(bE (NHC-TP)
1) v ksn s,
(1) B2Oiks
R AICEIL X T EL800mg % HEFE# 5 L 7 BONHCO
MmEgEFEEREE 2RI, MEEPEYEHRIIST X -5 2K]1ITIRT,
ELRXETENL50~1600mgDHiFH T, NHCO CmaxJz FAUCIE A
LCHEICHFILTEMLE: BHEAT—%),

X1 EERAICELIESEL800mg2 HERFEOKRS LD
NHCO MEEFRERER (TofE-+HEERZE)

10000 A

1000

100 o

M 3EPNHC R E (ng/mL)

800 mg (n=6)
0 2 4 6 8 10 12
&5 & ERi(hr)

£1 EERAICEILZESEILE800mgZ BERE %S Lz EONHCO I
ERSEBIRE N T A — %

Trax T Chmax* AUCo-120r%
i (hr) (ng/mL) (ng - hr/mL)
6 1.75 2770 8190
(1.50-2.50) (13.3) (21.5)

TrhoRE ()
TRy (ZEH75%)

(2) RigESs
BERAICEILX I EIL800mg % 1 2/ & & I REROHRE L7-
BEONHCO MEHEyEIEE/ ST X — 7 13F20 LBV ThH -7, 1H
2[E D RAEFREO#H 5 T/ 5N 7= NHCHOAUCo- 120D BFERE (1.09)

16.6.2 FTHEHEIEES
T REREZ ICB 1 5 IV X T EIL R UNHC O ZY) B RE 0 37l
WFEM LTV, JERRRBOME. NHCOFEE 2 IHKERIZ
FRETEZVwWEEZEZION, £/, ELXETEINIEEICHEE
ERUFETNHCARB# SN E—T. ELX T EILDONKSE
1B BRI AR RIS AR LT WA 0, FFEREREE
MELXETELRUNHCOBERICHE KT REEIZE L,

16.6.3 Sina
BRI B R OF R, miRE 2B 2 NHCOEY BRI
FEFHLRAETH-T GHEATF—%),

16.7 EYIEEIER

16.7.1 In vitrostERpiiE
ENLXETENKRONHCIEFE L EYRMERR O N T Y AR~
Y —DEETIRZV. £, ELXEIELKONHCIEEE 2%
PMREMERERO N T v AR—F — 10T 2 HEMER I HEERM
RSB T.

16.7.2 BRIRICH T 2 EEE/EARER
PR ER AR B E R AR BRI S LT W2 b,

) RAOABSNIFBEEROARIR. 1E800mg# 1 H2[HS5HM&EO#K% S
TH%

17. BRIRRAE
17.1 BNERUREMEICAET 255
17.1.1 ERHESED DHExE [MOVe-OUT (002) iER

18 L EDSARS-CoV-21C & 2 BYUEREZ ZXRIC. ELXET
CILOEMNE, ReEWE2FMMTsIE2BMNELT. T5EFR
RSN 2 (L — B SR T RE R FL iR 2 S0 U 7o AT IE
Bid, #EAL29HE £ TOMEBEZMbDE VT NTOABEILSE
T ULWBEDEEE Lz, BIIHS— FTlE. TELXESEIL
800mg#z 1 H2ME (12T E) SHEEOHRE Lz, EEAMNT
T 5 FREN TR77561 P WAEREI O M Sh. BIER(L29H
HETOBMZET LS (HAABBREIEEN G o7)
TOFEFMEEBOKRIZ. TLXESEL800mght7.3%
(28/385H) RUT T REE14.1% (53/37761) THV . HED
BEMIZE12-6.8% (OSWIEMWXME @ -11.3, -2.4) Th-o7z (£1),
B, EEABZIO TS N14336] (HRABBRESME &)
2B 2 HEN LB TOFREFMERORKERIZ. TLXE
FEL800mgHE6.8% (48/709H1) RV T 5L REI.7%
(68/699fl) TH V. EIEOREMZEE-3.0% (95%EHXMA :
-5.9, -0.1) Th -7 WiRIZ. ELXEFELS00mgh T Al
48/70961 (6.8%). FEL-1/70961 (0.1%) THY. T REET
ABE67/699%1 (9.6%). FET-9/699 (1.3%). ABI1/6994
(0.1%) TH -7z,

ICES HAERIE3IMETH > 7 GHEAT—2).

£2 EERAICEILXETEILE00mg# 1 285 & &I REFR OIS L7z

DEFIRBIC B 2NHCOIMEEHHEYEE/ ST X —5

Trmax" Crnax* AUCo-12n*
i (hr) (ng/mL) (ng - hr/mL)
5 1.50 2970 8330
(1.00-2.02) (16.8) (17.9)
T fE (i)

TR (ZEHR%%)

£1 FRHEBTOFEFHEEE OFER (Modified Intent-To-Treat®H)

16.2 DRI
16.2.1 BEDFE
TR AICEIL X ET EL200mg% BEREO#KSE UK. &
i B AEEUE 5 5 TIEZEIE R 512 R TNHC D Crnaxld 35%384> L
AUCREEHE T CRBETH 7= WEAT—%). KHlIZ., &
HEIFBRREEMRETH S,
16.3
NHCoO b ISR T HEEHRIZ0%TH -7z (in vitroT—4 ).
16.4 X34
ELXETEVRINHCOTT RSy 7 THD . 2EEBRAZET HH]
ICEERH#Y THANHCANIKSFREEN S, NHCENREREL ) 39
CORBERCRBE T VU ROV FIUARBEN, HET S,
16.5 Bttt
fEFRRRAICEIL X ¥ EL800mg#% | H2[E5.5 H M KERE DS L
7K. NHCORHHEMRIZZ%TH -7z FHEAT—%).
16.6 FEDEREZEIT2EE
16.6.1 BHEEEEESE
EIXETENKUONHCO FEE 2 HEER SRt cid w0,
BRERES NS ORI E L RIFTTATREEIIERY. BER
BB REFFAT OFER . BEROPEEOBERERE S NHCOREY
BEICRIZTEEROD 2HEIAONE P> BHEAT—%),
EHEBEHERERE (eGFR 30mL/min/l1.73m24M) XILBENR
EREETHEFICBITSELIXETELKONHCOEYEEED
R S0 LT WLz,

EILXEIT LI N
800mgB 7;;;;{’;;)‘# HEORMET | L,
(385ff) s oy | (O5%(EAECH)
% (%) 0
WIEBIL290 A
F COEEERN 28 53 68 | 0001
brLF~TO|  (7.3%) (14.1%) | (-11.3.2.4) |*
A BEES
- 28 52
Ab (7.3%) (13.8%)
0 8
ee (0%) (2.1%)
0 1
! (0%) (0.3%)

T SARS-CoV-21Z & 5 BYUEDIERFER L & BMIEAEIM T H E TOMM (3
HEILR /38/M#B) Z2ERIRT & LzERMiettinen and Nurmineni,
RO EREKEIF[I2.5% T, FRERITIC K 2 RFREDZEEOH
#BHE LCGamma family® (y=-1) OHEREHERW: (BEKE
F10.0092)

T R PME,

SRl TS EIEEER (Bl BERGE) 1BV 24BN Lo St
IBEZITo I EER L.

|| BMAE2 L29H B ORGAOARIA 2 #5535 &, BERTICB LT, ABRXIE
FELELThHY Y han/z,

o EERAL29H B TIFEL L2 T RTOERIE. ABRBOFECTH 572,

BB REBOTOER - RIERRR20EBD TH o7,
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2. SARS-CoV-2IZ & % BGUE DRERD) FHRAENE A EIRH I BIS
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B e 2
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BrofEHE 1. ABEP U EEIEB ST 1248 I LIPICSARS-CoV-212 & %
BRYSED 7= DA E L 25 L PREN5,

2. SARS-CoV-21Z & BEYYEICNT 5T 7 F > % EAEAEI T
BNCEME L7z, IEB(EAL20HEE CICEEZTELTL
Do

3. RREBEADOHANTEH & 72 5 725 B DOSARS-CoV-212 & 58
YUEICNT HE ) 70— F VUK K BIEEREZET 5.

a) BARRZEROBIE S L

b) . WHEEE. BB, BUK. H{EROBEINSUIRFIRRE., 5N i3 &0
A EH . FEF (38.0CH). BIE. HF. BD. B, TR BEH
Ko BREHER

c) EHRNIZSARS-CoV-21C & 2 BIEL OB CREZR S SN THBD
SARS-CoV-21 & 2 BIUEDERHAEBILIGE ICRARSERS A TR L
REBIZ BT 5 5UE

d) ROO~@% 12D EET 2854 « OXENHERFATIFRE. O&RY
Za—LEAVERERFEE (RE20L/mint8, BFAEE0.58 ).
OFRBIFZELRS. @ECMO

BIMERFBBERE X, EL XTI EL800mghET12.4% (48/386
Bl) cHO. ExalER (EREE1%E) . TH3.1%
(12/386f1) . Ein2.3% (9/386fl). FEHEDE11.3% (5/386
Bl). BER1.0% (4/386f1) TH -7z, [5.1. 7. 2]

18. EXNEIE

18.1 {ERRE
ELXETENITT RT Y 7 THD . NHCICRHE S lAIcE D
AFENE EHRITHANHC-TPICY V{35, NHC-TPAS
7 AV AHFRRNABERERNAKR Y X5 =12k D 71 )L ARNAIZHL
DAENTFER, VA NVAF ) LOT T —HENEML, VA ILAD
HHEMBHEES NS 2,

18.2 In vitro¥i o A )L A{EFH
NHClxVero E6ffifE% Fv 7z flifats# 2 TSARS-CoV-2icxt L THt
TANZERHZR L. 50%EMEE (ECsofEl) 1£0.78~2.03 umol/L
T& >7z. NHCIZSARS-CoV-20%Ek# (USA-WA1/2020%%). if:
FICZDERKETH AB.1.1.7 (atk). B.1.351 (B#K). P.1 (y#)
KUB.1.617.2 (6#) KN L CHBEOHY A VAERA%ZR L,
ECsofiizZnZhn1.41, 1.59, 1.77. 1.32%0'1.68 umol/LTH > 7z,

18.3 In vivoino A )L A{ER
SARS-COV-2IEJY 7 A, NLAAY =RV Tz Ly bEFILEZHANT
ELXEITELOT T AN AR Z KR Lize YT ATIE. ELXE
FENET A IV A Z R L b st T DSARS-Co V-2 i@y
ANV ABZRDSE 7, SARS-CoV-2BET7 = Ly MET I T,
ELXETENIE EKETDSARS-CoV-20 G 1 L 2 & %
SE, FBSEY AN AEEBEN IR S B TOBGEY A LR
B (BR7 Ly M2 oRERIEE) IHRERAERBTH > 72,
SARS-COV-2IES ) 7 UNLAY —EFLTIE. ELXET LR
T A L ARNAR OREGHE A L AR 2D S/, BYRICH
H U 7z i ORI R E T AR IR L TELIESE
IVBETIZSARS-CoV-20D 7 A )L ZHR B DT K iR Z O E AT
HoNTz,

18.4 FHIMmiE
MRS E R TDSARS-CoV-2ONHCIZH T 5 it D FFEI DWW TR
B LTWiw, fioaaF 4L (MERS-CoV) % 7Ttk
FEHB TR, MRaREER T30EMER L 724 R, 2EEEORZED
ERFRD SN ZD30EHE L7ZMERS-CoVTIZS /) L&k
T YT LIERPRD SNz,

19. BT (CET 2IR(EZHFR
—REHIEH : EL XTI (Molnupiravir)
it % % :{(2R,3S,4R,5R)-3,4-Dihydroxy-5-[(42)-4-
(hydroxyimino)-2-oxo-3,4-dihydropyrimidin-1(2H)-yl]
oxolan-2-ylimethyl 2-methylpropanoate
= : Ci3H19N307
81:329.31
RBEBOKET, AF ) —LIZBETRT L, KITPRET P
T BRI FILIEFIC W,

HO
N

21. HEERRF

21.1 EHERY A7 B E A2 REDO L, WYICERT L L,

21.2 KA OB G L HIW S N DEFDHZMRIC, HEPLHBEX
EREF CAENEROREEICHET 2ERACE LD > THHAS N,
XEBILLDAREZBTCHIEMDTREENS KD B UTERE
THIE,

21.3 EE T EEMRS SE T HRAIE41 SRICE D K BRIORHOM T HIRIZ.
ARBEPOEELT6r HET %, £/, RHSNLBRZICKD,
ARHEEZ AT T HHENRD SNEEICIE. EEREEERS S
BETAZD2EIBICHE D EARBHOEE 2R T HIENH DT L

22. 2%
401 7N DR, 8]

23. FEXR
1) Crotty S, et al. Nat Med. 2000 ; 6 : 1375-9.
2) Tejero H, et al. Curr Top Microbiol Immunol. 2016 ; 392 : 161-79.

24, XEERERUEVNEDES
MSD#s & MSDA RS 7 —HH— k> s —
A TRHEXUBIEL-13-12
ERBIGEDT 17U —4 1 Tl 0120-024-961

26. RERTEREF
26.1 BHERRTET

MSD#%A&%
RRHBFAHXNEIL1-13-12
26.2 OE—Y 3 VigE

AMEERIARM
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2. 2R (ROBJFIZEEESLENI L)

2.1 REIOpS I LIRBUE DB E O & 5 BE

2.2 WOEHNEHEFOBRE  7oeaFi A, EaXih,
Tl MY FHURALKERE, TEL=U S A AL E
ARFYINTEL=VE Y, TIFF o Gt ~TY Y
IVREBEKF, 7 VA = NEEERIE, w7 = ) VIEEIE,
X =V URBBE AT, VN—a X Ry DTy TF . Tr
TV ATV RUERE, CEV R, mAAX I UiEAE
WA T2 oA TaLTUFEY L T AR
Ve LAVERE, U Ruz a2 Z I U AU, AF LTl
IA RN =LA VR, VLT T 4T = U (LT
)V EETT AN (T RINT) ST F 7 4 WRFRE KR,
0 IHE RAVVERE, R b T 7 A (R SUTEHEE O
UL oWEAIMSE UYL oRERVEY v oSEE G Te) o A EEEI)
CTERA, JuT TR HVTL, ZAXST A TLTE
NRAMERRE, NV T Y Th8 XY TAL VAV T M, A=
FS = TV E I R, AR EBE S, T )L EH —)L
Tx= b RAT == T N T LK, VT 7 E
v, BAI A XY VY (St. John” sWort, By k- U3
—r X - U—1) FHEEM [10.1 3]

2.3 BHERE IR E O H HBE T, 2V e F U 2 EEFOR
& [9.2.1, 9.3.1, 10.2 &[]

3. ARk - MK
3.1 ARk
s L g e

=/~ kL EL 150mg J R ENL 100mg

fEE L m— A LK, 7
QAN AT—AF RY AR
PR A, 7<NRATT Y
NP RV UL ETBAR—R

ARYVERY, £/ T70Y VY
Ve R REEKT AR T~
NEEATT VI RY oA K
UVERKENN TN, BT a A

=< hLLEL

A FALT 5 v~z mE—L 400, | m—A @LFH L v ma—
Sk JL 400, B a7t
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4000, RV V/L~_— k 80
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4. HEEXRITHR
SARS-CoV-2 1= & % & AE

5 BEEXITHMRICEET HEE

5.1 BRRARBRIZIR T D E e 5B 2 B F 2 | SARS-CoV-2 |Z & % kY
JEOEE ) AV KT E2HT D%, RFOEGHPLELEZZ HND
BEICRETEZ L, T AAIOREXZICOWTIIREHT O T A
RoA4 6B TH2 L, [17.1.1 B8]

5.2 HSEEDEVY SARS-CoV-2 T L 2 RYE BF (x4 B A2 1
S LTWVRW,

6. AZRUAZ
WHE L AL 12 L, B2 IRE 40kg BL EO/NEIZIE, =A< K
LLE/LE LT LA 300mg VY R EsrE LT 1 [ 100mg % [l
IZ1H 2@, 5 AMEO#RET 5,

1. BERURBEICEET 5FE

7.1 SARS-CoV-2 |Z X 2 FEYIE DRI FEBL L ThH Bl 5% B
W52 b, HURRBICRE VT, ERFEBND 6 A BRI R %
Bith L7 B ISR T DAL EMIT 27 —Z 13BN TN,
[17.1.1 8]

1.2 R OBHREREE B (eGFR [HERRERIR A& ] 30mL/min LA
|- 60mL/min #3H) 121X, =/~ FLLELE LT 1[E 150mg KOV
FFE/L e LT 1[E 100mg #FIFFIC T H 26, 5 HE&EAKRET D
Tk, EEOBEEREDRE (eGFR 30mL/min KH) ~OELITHE
LAV, [9.2.2, 9.2.3, 16.6.1 &)

8. EELEAMIEE
AANIBERMEFN AR ZRE T E 8D 570, REFOF~
TOHANZEMERT DL, £, AAITTHREETITH 2 IO KA 4
AT 2HA, FANCHRT S L) BEICHES5 2L, [10.,
16.7.1 2]

9. BHENERZEIHEEICHT IR

9.1 BHHE - BEEZOHILEE

9.1.1 HIVER&EE

(1) AFNLY bFEeAZE0D, RIGEXZaYy he— L RRO
HIV LR IC e 5 L7=806 HIV 7 17 7 —PRRERN 5H A it
MNEC DR S D,

)V M eI BV RAE v N EETHHIV S & AR 20
54, UV N ELVORAEFEIIRETH D,

9.2 BHEERE

9.2.1 BREREDNDHIEET. ILEFUERSTDOESR
BHELARANZ L, 2L FrOmPEEN EFTIBERAND 5.
(2.3, 10.2 ]

9.2.2 hEENBREREEDHIEE (ALEFUERSHOEEE
B <)

=AY LV ELEBELTRGTHZE, =/~ FLILELOL
HRER AT 28005, [7.2, 14.1.1, 14.2.1, 16.6.15
]

9.2.3 EENBHREREETOHIEE QLEFUEREFOEREER)
PG ITHELE L 22V, = b= R LAV E AL OMPRENS FHT D8, R
RHESE M BIIME SN Tuniany, [7.2, 16.6.1 2]
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1.8.1 WAE ()

9.3 M EEERSE

9.3.1 FHEHEEZEDHSEET., ILEFUERSTOESE
BHELRWZE, areFromfiREN ERIT2EENRH 5,
(2.3, 10.2 &M]

9.3.2 T HEEEOH S EE (QLEFUEREFDODEEER)

U b FEMEEICHIECR# SN D D, EmOMmhRES R 5
BEnWRZ S5, 7o, FTUATIFT—EBOLEREZEHLTNDE
FH TR E A HEIE I BZNRH D,

.5 1E%

I 0 SUSATR L CW B ATREME D B 5 LetEiix, TRIR EoA s fE
Btk a EE D & SN DBEICORBEETH 2 L, HRY I FIC
=~ MLV ELERE LIEERIZBWT, REERE (AUC) ©
10 MY 92 HE CRIBEREORDNRBD b TS, £7-. iF
BT MU P EAZEE LEFERICBWT, Bz mE L Th
WABATT D Z ERMESh TS Y,

.6 23R

1R EOFIRME R ORI EOF ML BE L, HALOME T+
EEBRATAIL, =~ ML ELDE NLHFA~OBITHEIZ DN
TIEHAHTHDB, U FFEide NIRRT 5 2 L 3
ERNT0D Y,

ST NRE

AN At S b U BRR AR BR I T2 L TRy, [16. 6.3 2R ]

10. #EEA

AFNZ CYP3A 2R [HET %, F-, =L~ LA EALKDNY FFEL
13 CYP3A DFEE TH 5, thIEA| & OFEAERIL, FIHEZR T TOHA
BRIV THREIEN TV DI Tldeno T, JHRICEE L TR
ICHEE L CEEICERS T2, [8., 16.7.1, 16.7.2 2]

10.1 $HAES BHRLEWVC L)

SEF4 FERPRAER « H5 1 715 BT« fERIK T
TrER¥hn AR, MR M SEGEE, | AR OF by —2
(71 1) I B IRANC K D EE A T | P450 1ZkFT 2 BEA AP
SR NN Ay RET LD s | BEEMICKY ., OFAL

(%Y, T VT V) ENRRZDBZNNHHDT

PERLZRNZ &,

=56 2 b OIEA|ID
T L k)T H o RALK R IR E A KR L -
(LS 7 R) THERT S
TEL=TE %,
(In7wa )
FNAFNE L A RFYI
e TEL=DE Y
(L& ABLAEE)
7 A F v R
(Trhay)
N7 Y DNV KT
(RFY a—)
7 LA = REERRE
(FrRa—n)
TaRT ) KRR
(Tm /)
& = P U iR AR
PRAC =1 AV
(A 7L k)
V7 yTFv
(22757 4)
A= AN ) IS
(k)
N RSB
(T —4)
EEY R
TSI BRI - MK
BTz AT RELT
YFEY v
(Z7V7Iv)
AR N v LA U
Ve RkrzLIdZI AU
(73
AF LT LTARNY) =LA
g2
Sz )
NTF T 4Ny R
(LRFA)
BHTT IV
(7 Kyovd)
PNTF T o ARRRSE AT
(Leh7)
oI X RAOVEEE
(P¥ 7 AL E Y R)
[2.2 2]

pSEA FRIRIER - HEE 71k HERF - fElRiR 1
RR T TI A N DT T 7 AOFEFATE | KD CYP3A BT D

CHPRE SRR TEOMRIE Y
APERME (Y o RERPEY
Sl A S E) o RN

(RA7 LI AY)

TRPEDIRHE Y > PR M (s
UL oSERME Y VRl A E ) O
T 0T AR & T L7
By, IS B e D FE BLAS

AT T 7 AORHE
EEAERICIET 57
DLEBEZHNTND,

[2.2 Z#] HREhdBZznnd 5,
S B DY IR A | KADF b7 o —

(Brvvr, RY YY)
Va=S A avd v RN N
(A FY)
TR T A
(—nm )
T VT VoS AR
(FA—1)
[NUIVZ VN
(g )
XY T A
(RAIT A IFTLw)
[2.2 2]

ZHBENNHDHDOTHML
RN &,

P450 (29 % EA AIRHE.
EEAICKY, DFAL
A 2D OREIREE
TR OPLA 22 3R > 1.
PR EE ASRIENS 53
LT ENTHEND,

VAT 7Tk
(75 53 R)
[2.2 2]

b hary—reoftHick
VYA T T kO
FRL ZVTIABKETL
L ORERDH D,

AFDOF h 7 v — A
P450 HEERI RO 7
YV AR—H— (P-gp,

BCRP) FHEMEMICL D
[FIRR O R ELAE % 56 BL
FThHBENRH D,

Ay aFy—
(A7 F)
[2.2 2]

R 3 — Lo i i E R
KFLEZEDWENDHDLDT
PFR LN &,

AFOF ~ra—n
P450 OFEEMIC L D
boLBEZBRLTY
%

TR
(7—1)—%4)
[2.2 BR]

TV H I RO AFERERS F
AU AWER SN B2
nnbhs,

F I ARFHN O 1 A3 s
HZ LT HUANAEROW
FRMMitEHBLO B Z NN B 5,
AFIH S CYP3A PLEIEM D72
WIEFI~OREEEZET S 2
L, RUEGTIHTHERIC
1%, 7oVE R RO E B
THLEBIT, BEOREEE
MICEZ L, BITERAORBLOA
F OB ROWHI A EE T

5Tk,

HNNRwEE
(F7 Vv R—n)
[2.2, 16.7.2 &)

BB L o i Y
LRI LIBEARH D, F£,
AHN O i EE DS BB 2
LT T A N AER O RS
RS OBENRH 5.

AFIA CYPSA 12X D 2
B OFEFN O A 5
BHNCIET D720,

o IS OFAN
CYP3A ZiFET 5728,

Tz ) EH -V
(7= /) 3—=))

Trz= kA

(eFv b=, TLETF
V)

HRAZxz=bA v Y UL
KT

(A BA V)

V77 rEvY
(V77vv)

tAav AR VY (St
John’ sWort, >k« ¥ a—
VR U= ) R
[2.2 2]

LU A NV AE ORI
HBOBZENRH 5,

B DHAID CYP3A
WEERICEY, =
< hLAEALROY b
FELOREE T
LBRENRD D,
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1.8.1 WAE ()

10.2 $tREE (BFRICEET ST L)

bR

AR - H5 18 715

HFF - fEBRIA T

Tz H=)
PENT EVTENT. ]
U RIA v

Z AU B R o ot EE A b5
FThHBENRDH D, ZhHEH
DFWEANFERLLTL 25

AHIHS CYP3A (21T D
TS HEE DA A 55
BWCET 2720 &

ZEBEELLY

U R A R BENDRD DT80, THRBEE | BTN,
S F =7 KR EATVRB BTG L, 4
FI74F=7 SIS U T RSORS00 3
= F =TSRy AT S 2 L,
EU BT S aA RRGUES
JEFHE -
vy T T AT R
By 7 ) AT RS
AV T h KRR KT
HEXTT 2y UM
[ EEZ = T 3o
g ) LA
sk ag ) —
A ~NFary—n
Rafy—n
o) eFr
75 ) AR~ A LY
) Q= R g
JIFT LT R
Ta®s ) TF AUV
TN DEEHUER
T Au U _UOVEEE
DNF T Y LR
PN
=HAVE R
=T =V
=hL VBV
=RV
I ARIE .3
Rt & K
T RIVRARZF T N
KF#n
SUNRETF
I ARY v
27 m ) HAKFY
WL AT B — L% SRR
UNT T 4T R
(AT 7 F)
LR T 4V
(7 VA AT 4T)
TNT T T A
TXIAL S
Fo—x
[2.3,9.2.1, 9.3.1, 16.7.2
ZIH]
TNFH TR EF T | DS A oM PR E S B
ATV FTHBENI DD, 26 IEH
TFV=FR LOPICBNT, 2 v s
T Ly mr TR M= R |EGRE, B BRG] %
WEENTWHOT, PEHIIA
W EDOFIMEN 2D DIER
FEBO LA B2 &
SNHEEICRDLZ &,
ATNF=T S S IR o i R EEAS B
a5 7= L. BIfERDRR S b B2
WD, AFI 5 CYP3A BLENE
FAD 22 WIEF~ D% B 8
T5Z &, RUERTOHTS
BEZIE, S SRR OW R E 5
B 5 & & bic, BEFEORIES
P BEE L, AITER ORBIC
TR L,
RE KNI T A RE KT T AR L
(PR SUTHERPEDIRYE ) o | TR RIE Y w3k A s O
SPEEIIE (N D 2 SERPEY | U S SERMEY oS E G ) O
Ul A ETY) OMEFFRGIN, | MEFFR 50 ST At B G
LR BENE A MIFIEx L T_H hs T 7 2
Bl Az AR & O L1284
N3 NY T AORER R
BRENDHBENNRHDHDT, X
AN T AEWRT DL L
HiT, BH ORAE & I B
L. BWER OB T
LTk,
ILZ7 VA YL Tz 7 )y OMFREICE | FRGHRER OB S
BrhH2DLDBENND D, HE | K52 505 8HF AR
72 INR OFE=XY T EITH | W,

THET4Y

TF =T R RT VAL
TR NT VANV EERT
AT IV

2B SR O v AN IR
THBENND D, A5 IHEA]
DNV L R D550 D
%

AF 7R 2 B FHF O JF
RS A R ET
5120 EFEZ BT
5o

bR

FRAIEIR - H5 18 715

HFF - fEBRIA T

Tt —)
RATNary—u

AHNO M RER RS 536
TN b 5,

B IEAIA CYP3A 1T
B B ARFIOAH % 55
BICET 2720 &

BEZHRTWD,
43z WL 30 A D AUC 23 | R
FThHBENRD S,
DA VS RT3 QU R S AR I N VAP P = I 1/ )
VD Coe KOVAUC BEZNENI | B EATHEST D720 &
I HEDORENRD D, ZBITW5,
FENY X 2B FRA O o AME T
ST aEF Y gL FThHBENRH S,
FEIT Y KA O P EEENBD T 55 | FETE L CYP3A &

O D5,

BT b EELD
nTnsd,

TT7yELY

AHF KRR 7 7 E LY Ol
FREN ERT2BZNANH
%o WA FRRRRAES
BATREMERN B % O T, BRI AR
EHOE=4 Y v T &7V
NOMEEICEET 52 L,

R

ARy

VAFrOmPRENEE
ML= EoWmERSH D, ¥
AXrOmMBRET=2Y
VI EITHIREEETH L,

BT 3 R

uT I RO kR
FThHBENRS S,

Ty FaT A VR

T 77 F =T OMAp R -
L BERRRE LT 2
LBRENRD D, KANTT 7 7
F =T LRAWENT 77 F =T
BH%ZICRE T2 L,

AHIO P-gp FLEIEH
ZEsbnLEZLN
TWa,

0 RANALF LIV A

T AN ZFF D L A
ERATIBEARD D,

AHl> BCRP BHE1FEH
APAE LTV 5 aTRENE
BN D,

TV HTLVENKTY - BT
LA AL

JULATLVELRRET L
S A BN O RERS 5
LBENDRD D,

AFHIOD P-gp Xi% BCRP
FEERICE bk
BEibnd,

hZ R R

k7Y Ry o s E5-
L, B, HFEV, RIE, %
HA = FAREMEN B D DT
AENEGFRT 2 561%, BEO
REBICER L, BREIE TR
ZY R OWREEZET D
&,

AHIDY CYP3A (281 D
k7Y RO E
BHCIET D720 L
HEXBNTND,

T hFEY

= k7 Y o E MK
TLzLDHERD S,

AHN O R R
WEERICE b0 L
BEZHRTWD,

ZOfo HIV 7 a7 7 —Ek

2B FRAN O A F

EE: FThHBENRH S,
VA o R i L3
~Jens ~JEn s OMmtEs LR

ToOBENRD D,

AHIHS CYPA (28D 2
o R OMRFH A& FA
MICHET 2720 L ®
ZHHTND,

R DA E AR IRE

1. ElER

WROBWERR D LD ZENHDDT, BEE I
DVRH NI HEITITE G 2P T 5 7 EHE G 2 LE &

1.1 EXLEER

11.1.1 FFEREESE (BE R
11.1.2 hEMRKZIEFERE (Toxic Epidermal Necrolysis : TEN).
R IEALIEERFEIREE (Stevens—Johnson fEM&REE) (W34 b SEEREA)

1.2 2Dt EIER

AN 1

.
152 &,

19%LA F 5%Ai 1% BHEEARHA
RRRREE R A4 D E
ke e LT
R T - BRAE b, TEeE HIERR, B

AR

SRR 7 b ALT B AST 5
B B OV T ARk P %
55 T B OVt £ LRk 5 A

14 BRALOIE
14.1 HFIRREOIE

14.1.1 ¥— b IRCIT@E ik HEO 1 B4 @RS 5o 2[4y
D=~ NLIVEEE (BH48E) KOV MFesE G288 B
Fb, PEEOBEEEREBRE KT D HIE - RS Sz
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1.8.1 WAE ()

Bt WIKOY HORASEN TS, =~ R LIV EIVEE 2 §iE
DOH1EZMYERE, WY BRWIZEHINCHEH O — V2050 (117
TERMATHZ 8, [9.2.2 5]

14.2 ERIZfHEFDER

14.2.1 >— M 1BUTIEZ L A (WL D 2[E153) 3 EEND T2,
1 BRI R&E GEAI A BFICIRE T 5 2 &, Fio, PEEORHE
REREE BT 2 ik - 'S SR BFITIEY— R bR
FREERIDRNTNWD Z LT 228, [9.2.2 58]

14.2. 2 PTP @D FRANLI PTP > — b BBV H L TIRAT % & 5 f5iE
J5Z &, PIP 3 — hOREMKIZ LY . BEOELA A E BRI ~HI A
L. B AE B2 LTRSS OEERAIEZ 8T 5 2
ENRDHD,

16. EMBRE

16.1 MmejRE

16.1.1 B[RS
fEEERR AN IC=/L~ k LV EJL 300mg & U hF-EJL 100mg fFF F CHLERE O #
HLizbED=A< LA EALKEQY M FELOIEYEIE T A — XN
MIFHIREHER 2 U TIORT 2 GMEAT—4),

fEEER AN IC =/~ bk LV EJL 300mg & U b EJL 100mg PR F CHIERR O # 5

Lzt &=L~ hLLEAKOY b ELORYEE T A —X

HBRE T A — X

=NLv hLAEL Coax (0 g/mL) 2.21 (33)
AUCiwr (g + hr/mL) 23.01 (23)
Ty (hr) 3.00 (1.02-6.00)
tis (hr) 6.05+1.79

U ke Coax (ng/mL) 359.3 (46)
AUCir (ng * hr/mL) 3599 (47)
Ty (hr) 3.98 (1.48-4.20)
tis (hr) 6.15+2. 24

n=12

Toos @ SPORAE (REEED . €12 0 SO AER 22, 2 OO /T X —2 - BTEfE (CV%)

3.0 600!
3
£ 25 —
: 3 500
2 E
. Ed
2 20 S |
o ) = 400
S \ =
Y o1s X 300]
N e
- 4
» 1.0 200§
3 &
il y
+ 05 ;é 100{
% \
0.0 . E— of T
0 12 24 36 48 0 12 2% 36 48

$el5- M (hr)

fEEERR AN IC =/~ k LIV EJL 300mg & U b EJL 100mg fFF F CHLERE O #
Bl Eo=L< LA EAKRRY FFELOMBEPREREE (=12, %
TR+ HE R 72)

16.1.2 REHRE
=)L~ hLJLEJL 75, 250 XiE 500mg 2 U M EJLOEH T (118 100mg % 1 H
2E) TI1A2EMERAKG L-E ZAY =~ b LA ombEdjgE
X2 AHETITEFREBICEE L, BEHEGREZ A AUC, O Cuu 1389 2 15
WL Y (AARARUSAEANT—4),

16.2 TR4R

16.2.1 BEOEE
EIEAEEAZIC=/L~ hLLE)L 250mg (F% DIREIR) % Y K7 EJL 100mg
OEH T CHERE OG- Lz & & g 5 L s L T=/~ b LLELD
Cunx DFHIMEITHT 15%, AUC.e O FEIMEITA 1 6%M L7z ¥ GHEAT—4),
e, ORI AW BRI & RS T H =L~ L EJL 150mg
BER & DEWFRIS MR SN TVARY, AL, BHEOAEI» 1D
LG TE D,

16.3 9%
== RV ELOE MLIEEEBERITN 6% TH oY (in vitro).
U hFEVE, 0.01~30.0u g/mL OPRRFEHPHCTE MISEREAE L 99%LL ik
AL, U R e 2ug/mlilET 5 e MIEH OMERRITERIZ 11. 4% Th -

7=V (in vitro),

FEEEREAIZ =/~ b LV EIL 300mg (RS FIREIR) %Y K e 100mg O T
T1H2M0E3HMRERAZES L L EOV/FOFHHEIZ, =< FLLE
ME104. 7L, U R FEME 112.4L ThH 79 GFEATFT—4),

16.4 38

In vitroi®BR G, U M eI FCid=/1~ b LILEJLIEEIZ CYP3A4
TR#END ZERRBENT Y, =L~ FLLELEY hFEL L RS
Lzl &, =~ LA ELORBNEESNS, BERAIC=L L
/L 300mg & U kUL (18] 100mg % 1 H 2 [\]) fFA FCHERE Q&L L
L& MERICERD DN EYBEYE L=V~ N LIV BV OREKRD H
Thotz, B, RECHEPITTBMILRHH AL TR b ” GHEA
F—4),

b MFI 7 a Yy —2& AV T, U b BT 58, T%~60. 4% 25 S,
FiC 3 FEHOMLR#W Z2 AR T 5 Z ERENTZ, £, U T ELOR
HHTIX T CYP3A KON CYP2D6 3B 5975 Z L Asom& iz ¥ (dinvitro), fERE
WEREICIC Y P e e AR A BER DS L, R, FEPoRH
W% Bk LT fd . RZELR R OV RIS 4 FEOBLRBM AR SN Y,

16.5 HEitt

U FPFEAZFA LI EED= A~ b LA EADTRERKITEECH
D, =/~ hLLEJL 300mg (R FIEEIK) % ) hJEJL 100mg (1 [E] 100mg
Z 1 H2[E) JFHTFCHRERORSL L&, ERVRILLZENENERY
B DK 35. 3% K N 49. 6% D IR B E AR S 7z, Bliltrh o0 3252 72 3K B
W IT =~ b LIV ELVRELETH Y . KD ER 3 % B o
WRRH o GFEAT—4).,
TRFEHRE I CREFL Y R E LD A TR LF] 600mg A HEIRE G LTz & X
Beht% 148 M £ TIT, #885 L7 HRED 86. 4%A3 i~ 11. 3% 03 R ~Z
NENPEE S L=, E 7o, REIEK 33 8%3FE T~ £ 3. 5%78 IR th~HEHt
ani GHEANT—4),

16.6 BENEREHTIEE

16.6.1 BHEEREETRE
2 (eGFR 60mL/min LA I 90mL/min i) . %5 BF (eGFR 30mL/min LAk 60mL/min
FE) L OVEE (eGFR 30mL/min i) OEERERERE =L~ FLALEL
100mg Z Y RFEL 100mg BT (=1~ kL EALOBERT 12 B, 5
Bp, 5% 12 BRI RO 24 BERICHR ) CHEIRNES Lz L &% ER2E
MEEZ AT DR E L i LT, =4~ b LV EALD Cou J O AUCe DFRIEH
TR AME L, A O B AERE T B8 T 30% R % 24%, PSR E o0 A RE R
EEAE T 38% L N 8T%, T D BIERERIE B Tl 48% & O 204% 8 7o 72 ¥

BEANTF—%), [7.2, 9.2.2, 9.2.3&M]
ERERERE S =L~ b LV L OSSR KT 3 R

TEH 7 TR | BREEERARIET |t AR | TSR RRE RS

(n=10) (n=8) (n=8) (n=8)
Coor (12 g/mL) 1.60 (31) 2.08 (29) 2.21 (17) 2.37 (38)
AUCie (mg-«hr/ul) | 14.46 (20) 17.91 (30) 27.11 (27) 44.04 (33)
Toer (hr) 2.0 (1.0-4.0)| 2.0 (1.0-3.0) 2.50 (1.0-6.0) | 3.0 (1.0-6.1)
tp (hr) 7.731+1.82 6.60+1.53 9.95+3. 42 13.37£3.32

Tt FPOAE (HEDH) |ty o BLHT T £ GRS, £ OMOD/T X —5 « BAITFE (CV%)
16.6.2 AFHEREREE B E
PO FHREREE B (Child-Pugh 2% B) ([Z=/A~ b L/LE/L 100mg %
U R 100mg BEA T (=4~ LV E L O ERT 12 B, 350, &5
% 12 We[H) R O% 24 BERICHR S) CHIERR R G L7z &P =~ L
OWRBRITIEH RIFHRRE L2 AT 2 0E LR TH o2 WEAT—4),
JFHSBERSE S = L~ | LV EL O EIIEIC K IE T 5

I 7R PR HE A EE IR e
(n=8) (n=8)
Crax (12 g/ml) 1.89 (20) 1.92 (48)
AUCine (g * hr/mL) 15.24 (36) 15.06 (43)
Tuax (hr) 2.0 (0.6-2.1) 1.5 (1.0-2.0)
ti (hr) 7.21£2. 10 5.451.57

Too + FORAE (HEPR) . 1o AP AR, £ OMONRT A—2 - BAPEEE (CVE)
HE O REREEBE 2 xR & U BRI L e,

16.6.3 /NREE
18 MEART O/NRERGIZ= b~ h LAV BNV KON R eV o K ERE LN
LT 7auy,
FRA OREFIFEYEIEE TV R OVNRORE i 2 VT, 12 3L ok
40 ke LA B/ IR U CTHESE L - HHECARIZ IS Lic & & OE S
RERFOMFEH =L~ N L LVELVOBBEEZET LI2L A, RATRDDL
N =L~ b LA ORER ERFERREICR S L HEE S Y,

[9.7 ]
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1.8.1 WAE ()

16.7 E¥HEEER

16.7.1 In vitrosE&
== RLILEIL  Pgp DIE TH D, F72, CYP3AL &l J ONRF A7
FIZPRE L, P-gp ZPAET S 7,
U RFEJL : CYP3A EHFICHRVEFIMEZ R L Y, CYP3A TRMLEh D i~ D
AEHFN OB 2 FEAWCHES 5, Zv7 v Bad e L, CYP1A2,
CYP2C9, CYP2C19 #7542 Z L Wbh-> T 5, HHZEAI il h s 2 &~
S EEAEEI T DA S IL O IR O H EFHE 2SN EE & 7p D ATREME DS &
%Y, [8.. 10.&R]

16.7.2 EREREMMEE/ERARER
== LAELAEY RFEAGH FCA FT aF Y —/L (CYP3A PHESK) X
IEANARZEE Y (CYP3A FHEE) LOFHELG LIzt ED=L~ bLLEL K
QY R FELD Coay L OVAUC V% 2 5B A 5T L 7ot SR 2 DU R IR 3% (O
EANT—24), [10., 10.1, 10.2 £H]

HNNARTBELFIA FTFaFy —n=~ LA ELKERY FFEALDIR

MBI LIF TR

e WIERE T A —H D2 (%)
- (DFFRH 5./ WA ) (Q0MF X))
=J< kL | D =)L~ hLJILEL U hFENL
CREE S B | en/V b e
L Coax Auc” Coax Auc”
s | 300M8 300mg/100 56. 82 44.50 25.59 16.57
OMBLE]L ;&;g 9| (704 | (3.77, | (8.76, | (13.32,
(16 [A1 £ 5-) 68. 62) 58. 65) 34.91) 20. 60)
S h5a| 200m 300mg/100mg 118.57 138. 82
Jylp| LHLE 1A 2 11| (112,50, | (129.25, NC NC
(8 M4 5.) (5 [ 5) 124.97) 149. 11)

a) FENRWEAIT 100 (%)

b) MR Y AUCAUC,, A kT ZF )b 1 AUC=AUC..,

c) INAR=BENIEEGHAES AAMS 15 AR ETL A 2 [E 300mg £ CHIE (1 AA~3 A
Hi%100mg 1 H 2 [H#5. 4 HH~7 HHIX200mg % 1 A 2 [\#5)

NC: FHIL Ty

1) AFIOAE S iER O EIE, =/~ F LV EL 300mg KOVY R EJL 100mg &
[FIRFIZ 1 A 2 AR OEE5TH D,

17. BRERRUIE

17.1 BEHERUVREMEICET SR

17.1.1 Efg#FESE OI/mME5ER [C4671005 (EPIC-HR) EER]
18 7k LA D SARS-CoV-2 |Z & 2 IR YEBE 2 X BRI, =/L~ |k LV EJL 300mg
KO FFEN 100mg 20T 1 B 2\ 5 BHHES Liz & & oFER OV
EVEEFHET 5 2 L2 AL L7 T R REEME AL S MITRER b
R & JE A U o, REEREAE B3 R AL 28 A H £ TO SARS-CoV-2 12 K&
5 EYEIZ B D & B ABEUTEL R & Rl D72 W ELE O A X R SGRO btz
WS DEIA & Uiz, FERfENTCdH 2 AT (2021 4F 10 A 26 AT —%
J1y hAT) T 1361 Bl (AARN 1 6) AEER S, BEFHEEE @ITT
M) OFERIL, =~ LV EAKRRY T ELGEHEE 0.8% (3/389 fi)
WNZT ZBARFET. 0% (27/385 1) TH Y. HIEGOREMZEIZ-6.317% [95%15
HFHIXR 0 -9.041, -3.593] ThH otz (F 1), WL, =< b LILELKED
U RO RIRET AT 3/389 15 (0.8%), FETS 0/389 Bl (0%) THYV., FT
LARBETARE 27/385 B (7.0%) . FET 7/385 5l (1.8%) Thoiz, 72, &
VEAAL S N T R TORBRE 2246 B (BAN 6 ) (I8 2 Hli &M 72 b7 <
OEFFHER ITT £H) OFERIT, =L~ FLLEAKRTRY M FEAb
JARE 0. 7% (5/697 i) WONZ T AREE6. 5% (44/682 ) TH V. HlEOR
f7513-5. 807% [95%EHEX [ : -7.777, -3.837] Th o7l (F 1), NFRIL.
=L~ FLVEAKROYY R e LORREETARE 5/697 1 (0.7%) . FETC 0/697
Bl (0%) THY. 77 BREETARE 44/682 i (6.5%) . FE1= 9/682 5 (1. 3%)
Tholz,

# 1 FEFHLEE ORE R

o P A AT s A
=)= FLLENLKED - .
U R L BEATRE 77 eRE
ARy RFEBES 0.8% (3/389 ) 7.0% (27/385 f4i))
SERBELC
mITT 4R ?;%1;;32%]:% -6.317% [-9.041%, -3.593%]
p i ? o <0. 0001
A Ry RFEBES 1.0% (6/607 f3i)) | 6. 7% (41/612 f3i))
mITT1 £ SRR
?;ﬁ;;é%?% -5.765% [~7.917%, ~3.613%]
ARy REBES 1.1% (7/661 i) | 6. 4% (43/669 fi))
nITT2 M | 75 pRpEr o
[975%1% . ;é%] E -5.425% [-7.460%, 3. 390%]

R DRI T2 L 7 IR (L S 7o~ T OYIERE TOMHTHER

=L~ FLLELED

Y b LB 77

A N BB
TIRARBELE DE

0.717% (5/697 i) 6.452% (44/682 f4i)

nITT 4E [ [P — -5.807% [~7.777% -3.837%)
plEo v <0.0001
A Ry R RBEIE 0.770% (8/1039 f4il) ‘ 6.310% (66/1046 f51)
TR ?;&;ﬁ%?% -5.619% [~7.207% —4.031%)
ARy R REBEIG 0.812% (9/1109 ) ‘ 6.099% (68/1115 1)
nITI2 86 | 75w xpe L o

-5.363% [-6.884%, -3.842%]

[95%(F a1~ v

MEfE%{L 34 B A O Visit (2B T, EERM 28 B B OFMiZ 58 T L7Ba 13 Visit

R T, 2 ORI HER UL UTBBIVRAE & 72 5 12356 132 S80S & 5 B T H 1Y

Ll

BEM 7513 Kaplan-Meier $RIC K W H#EE Lo A X2 RREBHISG LV HEH L, 2803 Greenwood

DRRUIESE M Uiz, FEEKEIZEBI A X Bl L,

Wald fR7E, A FAUERR 0. 2%, FERAEMROATEAKMETMM 5%E L, PRIFEITIC X D I

WE DL EMOFRIES L L LT 0 Brien-Fleming B0 o EBE% A -,

d) Wald e

mITT 4R« SEMEALSH, TR 1 L B G S, _—2F 1 %0 6 EEXA(L 28 H
AETladied L b 1EO Visit BB Y *, R—2F A UHEAT SARS-CoV-2 (T
K DBUSEIC KT D E ) 7 0 —F PR E SNTELTREOTESL 2L,
73D, SARS-CoV-2 | K 5 BYE DIERFE B A B 3 A LINICIEBE S e G- S vz
(it e

mITTL S50« BEFEZ (b Sav, TRBREDY 1 BILL LG S, R—RA T A %6 MIEA{L 28 A
HETICARS LD LEIO Visit BdHVH, N—=Z T A L HEET SARS-CoV-2 I
K DBYIEICK T HE ) 7 a—F APUEPELE SR TELTREOTEDL RV
(it e

nlTT2 56« MEMEA(L S, TRBRIEN 1 BILL G- S, R—2 T 1 %0 b IEEA 28 B
AEcladiad L LEO Visit 235 5™ gire

SERHTIG LD Tx . BFRATXI SR DO E I [R—R T A %05 EE%A{L 28 A A £ Tl2

DR b 1RO Visit B D] 2EHTz,

7, ARBRO RN - BAMEEIR 2D LB ThoT,
# 2 7eimIR - BRAMELYE

a

b

I

BPULUE | 1. SARS-CoV-2 Bt (BEMEZALAT 5 H LLNICERI S hui- il IV 72 PCR BR7E
S X HERR)

2. SARS-CoV-2 |Z & 2 JRYLiE DFEIR » FEH A
VR4 LIFAIZ IV T SARS-CoV-2 12 L %

E2{bRi 5 BUINTH Y . o
JRYLEDIEIR ¥ 78 1 SLL ERR B

ns
3. KD SARS-CoV-2 |2 K D BYEDEIELY AV KT 52D &b 1 26T 5
© 60 ERLLE

- BMI 25kg/m* 8

- B (30 HEANOBYED D 1) | 73 2ETEIZ 100 ALL_E OB &
%)

- SRR R Y LRI Ok

CBMERTRE (HEIE, LFEOHE B RE A ET 558 07)

- BfEOBEEZ T TN D

< ODMERAR (LARREZE, At —BMENEmIEE, AR = hr s
Ut Y UG STV RDE, TEBIR A S AR, BB TEEBYIRIE AT
BRI RIBENT ST REBIR AN A S AW OB 2T )

o LRI 2 BOpEIR

+ AR i

- PR IR (RMERREL, &0 EGERESE) ST AR A 555
ZOMOBRHE GHEERE, 2 ¥R v 7 v Ra—a BEOHRKLE
%)

© FRBYERNG 23 A% bR < THEEME DD A

o BEFREANT~OURTF (SARS-CoV-2 12 K % FYLE & MBI GR 72 e b5 P e
155%)

FRAMEHE | 1. SARS-CoV-2 |2 X 2 EYLE DIRHR D 7= 30 D ABEER 8 2%

- ABEAS B2 RAE SUT MV E bt 48 B LANIC ABE S MBS 70 5 2 & 348
EInbd

L BUEDRBY X0 AN, HURSUIZRR A KV SARS-CoV-2 YL 3 feRd
SN2 enbbH

AREEO AR (18 I ZIE BN 0> B B C BRI 7 A L A SR SRR
BEAHPERFEZE, Child-Pugh 2 7 A B X% C, kTR 4% & Teik Bk TR B
&, IET L a— WEIEIFIERS ) OBEEREE A D

BN ST AP EE s 6 B OB REREE (R 2 U — = JRl 6 1 A AN O 1L
W7 L7 F = I3 < CKD-EPT 2GR HY & A7z eGFR 7% 45mL/min/1. 73m*
Kii) EETD

6. 7 A JLAHN 400copies/mL #BD HIV FEEYAE B UL HIV RYYEDIRIERD 1=
DIZOFAZEIESR A B LT % HIV RYE RS

7. SARS-CoV-2 {2 & B ULEIZ %135 T 7 F LRI 2 47 5 ST M1 Ak 34
AHEVRANCHERMZZT 2 2 LR TFRESATHD

8. MEf 2 (LRl 24 RERILLN OREF BTN DY 92000 (LR, |NR) ¥

o

w

'S

o

%, RGOSR R, R (38°CHB) ST oIE &4, EIEUTER, Y. MHAX
VERONGEA T, Bl Wak, SR, WAER. SRS E 0 SUTEK

BRI, RIS, SRS R AE, D4 BMERIIERIAY 200/ 1 L Ao 7 A LA Gk
7% 400copies/ml Al > HIV kYU (R 5

&

b
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1.8.1 WAE ()

c) ABFAFUAT 30 ALAINIC 14 ALL R T L K=" 20mg/ A LA BICHIS 425 2152
A7 A FOfh SRBHLANET 90 BLLNIZAEDRSF (o7 )V Fv~T, DATHX
~ 7)) F L ATREREE (X N XY — b AT R TY o T F AT %)
DG T AACTFIRIEEZ T 125 E

d) FCIERERBE A L, RUIMICEERG 2% 0 TV 3541, BHNICZT TV AIEER
FPE T IR 21
ch AT RS OBIE IR BRI, =~ FLAVEA KO RO R
T7.3% (49/67241) THY ., EREMWERIL. BREAS (3. 7%, 25/672 #) K&
VR (1.9%, 13/67261) Thok ', [6.1, 7.1 K]

18. FExhEE
18.1 1E %R
== b LIV EE SARS-CoV-2 DA A 7 uF 7 —+F (pro : 3CL 7157
—E X% nsps & HIFEND) ZAFEL (IC0=19. 2nmol/L), RV & LRI
DU & LI 2 2 & T, A NV AEREZ IR 5,
U b eI L @i (3umol/L) E T SARS-CoV-2 (ZxF L THL Y A
NAREW R RS R hoTlz, U M EMTI=/L~ hLLEL®D CYP3A 12X B
AAHE L, MAEPREAEMSE 5,
18.2 In vitrofi™o 4 W RFEH
=L~ N LIV E VSIS R 2 O TR BRI IS T SARS-CoV-2 iy Hift
Bk (USA-WA1/2020 k) 1Zxf LCHID A /L A3&EPEZ R L= (ANHBE #IIE™ : ECso
61. 8nmol/L),
=)L~ I~ LIV BV SARS-CoV-2 BRIR Ay BERR (USA-WA1/2020 #K) & OV S#ET
% alpha ¥k (B. 1. 1.7 %#%) . beta ¥k (B. 1. 351 &#k) . gamma £k (P. 1 B#5) .
delta #f (B.1.617.2 F#) MU lambda # (C.37 %) (2%t L CRFEE DT
A VAR E TR L ECso I Z AL2 4L 71. 2,170, 217,204, 82. 2 K TX 93nmol /L
Tdh -7 (Vero B6-TMPRSS2 fllfE), F7=. =/~ b L /L E/LIE SARS-CoV-2 [
Sy BERE (USA-WA1/2020 #F) MOV TH 2 omicron £ (B. 1. 1. 529 &)
W2 U CRBRE DOPLY A W AFEMZ R L, ECo T Eh 38 K T¥ 23nmol /L
‘%07”: (Vero E6-TMPRSS2 Hliff)
) SHEIER L R F R
18.3 In vivoio 4 L REMH
=)= hLL e, =7 ABILERCTH D SARS-CoV-2-MA10 FRZ YL S H7-
VT RZBWT, DT AN ATMOWD . B S R ol Al
DIFREDUENBD bz,
18. 4 FHIfitE
o= aFTANZATHL~Y T AR T A VA MHY) & Tt ERE SR
T, =L~ b LV BV 20 L7278 B 10 [EIEREG3E U759 . MHV-3CL
a7 7 —2I2 5 ODER (P55L, S144A, T129M, T50K TR P15A) AR &
N, TNHOEREZFTD MV 12355 =/L< b LV ELDOHLD A )L ATEME
13 4. 4~4.9 KT L7,

19. BB ICET 2 EBIEFHMR

19.1 == FLILEL

— R4 TR =< R L EL (Nirmatrelvir)

b4 0 (1R, 25,55 —-M{ (18) -1-Cyano—2- [(3S) —2-oxopyrrolidin-3-y1]
ethyl}-3- [(25) -3, 3-dimethyl-2- (2, 2, 2-trifluoroacetamido) butanoyl]
-6, 6-dimethyl-3-azabicyclo [3.1.0] hexane-2-carboxamide

5372 ¢ CosHsaFsNsOs

531k : 499.53

PRIR : AEA~EPCEGR LR TH D,

(bAEE

SYBLAREL (TogP) @ 0.845 (THIfE)

19.2 ) FFEL

— 94 FR : ) EJL (Ritonavir)

t54 : 5-Thiazolylmethyl [(aS) —a- [(1S5 35 —1-hydroxy-3- [(25) -2-
[3- [(2-isopropyl-4-thiazolyl) methyl] -3-methylureido]
—-3-methylbutyramido] —4-phenylbutyl] phenethyl] carbamate

7 F3 1 CyrlusNs0sS:

Syf-B 1 720.94

R A~ OMER T, ZopWlE G LbH D,
{bhEE

g
2=/

eSS
211 I ) A 7 EHEm 2R EO b, BN IR D 2
21.2 AR OF 508 &l S DIEBI D22 MBI, B B2 U EE IR
WCHE R O 2T 2 R CEE b o Tl sh, XHFEICED
FEEZGTHLMOTHEEEND L), BRI LTEFTL L,
21.3 [ERMEFREITERATRAGE 41 FICHES < EROR I OR T WX
BEENOERLT T » L35, £, RHSNEERFICLD, KR
FHZEET D LERRD N THEITIE, IR ENRRERFIES 74 &0 2
F3HIHESERREHOLE R EZMTHLnbHDH T &,

22. A%

30 §E [=/L~ M LIVEVEE : 4 5ER YYD M EVEE : 2 8E (PTP) X5]

23. FEXH

1) /—E78E 100mg IRMASCE (2021 4£6 AKGT) . 7 v V4 ARSH

2) Section 6.3.4 Study 1014 — Carbamazepine DDI, EUA Application. Pfizer
Inc. November 2021

3) Section 6.3.2.2.2 Part 2 : MAD, EUA Application. Pfizer Inc. November
2021

4) Section 6.3.2.2.1 Part 1 :SAD, EUA Application. Pfizer Inc. November
2021

5) Section 6. 1. 1.4 Pharmacokinetics, EUA Application. Pfizer Inc. November
2021

6) Section 11.1 Pharmacokinetic Results, Clinical Study Report for C4671015.
Pfizer Inc. November 2021

7) Section 6. 3. 2. 2.4 Part 4: Metabolism& Excretion, EUA Application. Pfizer
Inc. November 2021

8) Kumar, G. N., et al. :J. Pharmacol. Exp. Ther. 1996 ; 277 : 423-431

9) Section 6.3.3 Study 1011 - Renal Impairment Study, EUA Application.
Pfizer Inc. November 2021

10) Section 12.3 Fact Sheet for Healthcare Providers :
Authorization for PAXLOVID™. Pfizer Inc. December 2021

1) [EBRILES O /MARER [C4671005 (EPIC-HR) ik]

Emergency Use

24, XEERERUVEIVEDEL
77 A P&t AR 2 —
T151-8589 HUGUHLIEA XA~ K 3-22-7
FRIERE A YL 0120-664-467
FAX 03-3379-3053

26. BLERFTEES

26.1 BEARSETT
7 7 A P — Rtk
BURHER A A 2 K 3-22-7

@ Pfizer

RGN
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== hLAEA/Y R FENL (COVID-19 & Mi5EH)
1.82 FREX TR () , HELOHE (8 LZ0OFRERIL

1L IR (R) L ZORERHL
11 B IE ()
ARFNOBIEE TR (F) TUTOLEBY TH D,

SARS-CoV-2 IZ X % JE&YiE

1.2. FEEXIIR (B) OR TR

FIE(LY A7 RT-5268T5 18 Ll D SARS-CoV-2 | L ARYUERE 2 xt5c, =L~ L/
EL R OSSR BN EE AR T (F— 2 & —) & LTV MFrELERAOEE L-RroaahM &
WL EFHNIT 2 7 7 ARx R, BIEA, “HER, SIVIFERERZ 3 L7,

FEIMGIE R X, FIENS 3 BLUNIZEREA RS- S mITT E£HICHB T 55528 HE TO
COVID-19 |ZB8E# L 7= ABE XIS (RFER) (4 X2 b)) DO LT IRBRSINE OFIE %5
fili L7z, HRIAEATCIE 1361 IR EEER LS4, EEFHMEER (mITT 2£H) ORI, =1~
FLLEL KON R EAGHHEE 0.8% (3/389 #i) WNZ 7T v AREE7.0% (27/385 f5) T
v, EEORMZEIX-6.317% [95%EHEX M : -9.041, -3.593] 9 TH->7-, WiklZ, =L~ kL
NVENKYY b EVOHHEECARE 3/389 %1 (0.8%) , FELC 0/389 il (0%) THY, 77&AR
BT APRR 27/385 Bl (7.0%) , 3E1=7/385 61 (1.8%) Th-olz, AR TE L NI-AHKOHLhE
BEKE %, #h IR () % [SARS-CoV-2 12 L BERYWE] La%iE LT,

a) TEMZET Kaplan-Meier EIZ X W HEE Uiz A XV MRBIEIS XV EH L, i Greenwood DARUZEESE R L7, FH
R ERTEIEC XV B L,

2. HERUHE (RB) &Z0ORERIL
21. HERVCHE (B)
AFNOREROHE () IUTOEEY THD,

W, RA LN 12 L LR E 40kg UL EO/NRIZIE, =~ hLvELE LT E
300mg, U hFENLELTIE100mg D 2A|ZFRHC 1 H 2100, 5 BRRO&EST 5,

22. HERUHE (R) ORERL
PF-07321332/V hF E/LOHELE X315 FTEH&IX C4671005 EROFERIZE S D TH D,

18 i LA D SARS-CoV-2 |Z K 2 JYYE B 2 x5 LRtk 5775 C 0 L 7= C4671005 55k
T, PF-07321332/V FFENLOAEMER L O RN ERENZ LD, ERRoAELOHE
(%“) BRE L, HVHEICEIT 5 PF-07321332/Y) h e @ et X OREMEDO T — 21X
BonTWARWY, BEMPK EFLEZ AW I alb— g UEEND, 1250 EofRE
40kg YL EDF D Z BRI PF-07321332/U - E/L300/100mg 2 1 H 2 [E#S5- L2 & &, KA
WX L CRIHEZHRG LI 2 LRIBREOBREENSGOND Z ENRBINT, T ORI
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== hLAEA/Y R FENL (COVID-19 & Mi5EH)
1.82 FREX TR () , HELOHE (8 LZ0OFRERIL

FZ, UTOHEMBIZEY, 128 E>RE 40kg UL EOFHDHEICIT D AB OG0T T
X, HOEICRA OZEMN EOBRENE T HAMREEIRVNE B X 5,

AZE © COVID-19 OFRERGER L OERRICH T D RUSITRA L HVETHEL TR Y, HO44E
CARENOGINEER1E D7D, A & IR 5 R A A8 C i P BE & ECop DL I HERES
5 ETHRYANAEDIETANELEEZGOND LEZDBND,

Ve BN EFDFEDOMITENT, RIEOFKHFZAIER TH S SARS-CoV-2 MP© [ZIEN R
<, BMATBRINEZLZEMNBIOREE T a7 7 A Mk 0 EVEOREZHEHTH 2 L
NTE D, £, BIRHEKFLRABR C, invitro TOILFIRZRIK, TV AR—H—, A

T v FNVBLOEERT v AR LT, AREITHERED £ 721 3BERMIEE OB 72 fHE  (50%8)
FIRER)oTz, PK 7—AZ—L LTORTV OEFIT/NEEMICBWNTHoICHL SN TE
0, BENOEBFUENRIFTH D,

bk, H0E (12U EOEE 40kg LA ED/ND) 1I2OWTIIRRA & R ERRo HiE K
UHE () 2RELT,
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=/)L< kL /L (PF-07321332) /U 5 EJL - COVID-19 #%& OEEH

1.8 I E (R)
1.83 il EoEE (8) KOO TR

A EDOEER (R)
A EoER (%)

R ERAL

X, S 34E6 A 11 AFERAZ 0611 5§ 1 S AT EE ERK « AEHAER

EmaE [EEREELOEA SN SCEORFHEFEIZOWT] , SfM248 H 31 H—E

SOIESRA 25 0608 55 1 5 RS BAE AR - AT R R

ARECIEAE TR S 5 O TR AT

SCEFORSEHOREFHIOW T (ITHERLL, AFIOMERABRAGE, KE EUA Fact sheet 35

K ONFERIDZE DT L EH A2 S B ITRIE LT,

fEH EorE ()

B EIRAL

2 (ROBEICITEREG LN &)
2.1 RFN DR 3 T xt LisBUE OBEERE D & 2 B

22MOFERN A ETOBRE - ToEaxT A, Xl
A, =V N TFHEUCBAWKERE, TEL=UE ) AL RAY
IWE ARFY I - TEBL=UE L, TI4AFa iHiR
. TR, 7 VA = NEERE. e X
7z ) W, =T URREEKTI ., ) N—m oS
Vo 7r7Fr, Tafrwl o, VI RUERE, BEY
R, 3% I AGAEEE - KD 7oA AT aE
TUFEY L, mATA RN LA Ui, Y Rrx
AIVAINEEE, AFALT)LITA RN o~ A U, L
T ANT U (LRTFA) [ XETT 40 (T Ry
1) . ST T o VIERREKFIY), v I X B R A DOVERIE,
N N7 T 7 A (FRATEIREOEM Y M imE
UL oSERME Y N A G Te) OIS ( T B A, 7
Q7B VLA, AKX T A, TIVTENNEERE,
NVTYTAh XTI VAT b, AU afy—i,
TGV HA IR, IRy, 7o /)X —)L, T =
h Y, RATZ == AT NI DKW, V77 B
v, B3 UA XY VY (St John” s Wort, b -
Ta—rX-TU— R HARM [10.1 2]

2.3 BRERE IR RERR ZE D H H BB T, a e F o2 h
DE#E [92.1, 93.1, 102 2]

AHN O RS xT U CmuE o BE
FEREOH D EEIZHOWVTL, A
K2 G L& o a4
HTIORE LT,

INHDEREFHTLHZ LT
HE R MG 2 RIE T
O FELENEZDHD LITA
FIOZhE N IRET T D BENNH
HIoORRE LTz,

AHIN CYP3A Z#ET S Z &
W& areF U OREN LA
L, BXIIfrrRebsE R I &
B IAMICfalR g2 KT T &
IRERERTBENRDH D
T2 ORRE LTz,

SZNRE T R B E T 5 1 E

5.1 BRRRERIZ BT 5 B/ & 5RBR A E 2. SARS-CoV-2 |2
X DRYYEDEIELY A7 N1 28T D%, KEOFKGNLE
LEZONDBEIIHETH L, . AFIOFEGRITHO
WTCIERBTOTA R4 2B+ 52 8, [17.1.1 ]
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=/)L< kL /L (PF-07321332) /U 5 EJL - COVID-19 #%& OEEH

1.8 I E (R)
1.83 il EoEE (8) KOO TR

EH LR ()

A EARPL

5.2 BESEEE D EVY SARS-CoV-2 |12 L 5 JBULE BE 1T xT 5 A %)
PEIEREST. L TR,

7IER O B B 5715
7.1SARS-CoV-2 |2 & 2 RYE DFEIR A FEHL L TH S0
BA2BMGT 52 L, BRRRBRICHW T, BRSNS 6 HHLL
Bl o ¥ 5% BRh L7 R ISR IT D A 2 HAH T 57 — 2 1345
HILTWZewy,  [17.1.1 /]

7.2 PR OBHKEEREDEE (eGFR [HERRERR A & ]

30mL/min EA_E 60mL/min A3i) (2%, =/~ hLbbE/LE L
T 18] 150mg &z VU hFE L E LT 1A 100mg & [FIFIZ 1 H
2\, 5 HFERO#EG T2 2 L, EEORKERERE (eGFR

30mL/min A5) ~OEGIIHELE L 72vy,  [9.2.2, 923, 16.6.1
%]

C4671005 BRI T IE(E 28] 0 )
TR S BRI S -
AT SARS-CoV-2 [E YL TR &
U, SERFEBND 5 HLANDH
FhRtGgl LW LA E
ZTE LT,

=/~ K LJLEL 100 mg % U
N EAGEH N CHERE O &5
L7 & & OWREE, P K OVE
JE DRI REREE I X B B A R
5% 1 FEEER (C4671011
HER) ITBWNT, I O B
REFESE 2 HIRBRSINE Ol
T (AUCwn) MMERRERSM
F L b LT 87%H# L= 7= 8
RIE LT,

8. H L7 FR T B

AFNIOFHEEF E B ERAR T2 0N H 5720, IREF D
TRTOHEANEMRT HZ L, iz, KAITHRFEFICHT I
OIFEFNERAT DHA. FANTHRT D L2 BEIHEET D 2
L. [10., 16.7.1 ]

AFNIPERZ RSB L OGHHEE
DIEFNDEEAFIET DT OER
Akl & U CERIE L7z,

ONFEDE mAEAT HBEEFICHEHTHIER

9.1 GOHE « B D H 5 B

9.1.1 HIV B3

(ODAFNLY P FeELEETT=D, RIGEXTa > hr—/ILAR
RO HIV B EEICRE LT25E, HIV 7'v 7 7 —EEA
T DA C D ATREMEN & 5,

@)V FFEA T E YR Ky N ARG T HIV ik L AR %
DT 284, U M ELORERGITIRETH D,

9.2 B H ek RS

9.2.1 BHREMEEOH D EE T, areFrefhholiH
BELRWZ L, areFromFREN ERTIBZENNH
%o [2.3, 102 =]
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U RN FETHIV a7 7 —
PIHERTH D720, KRB
=y b —/LRE O HIV &
YR ITAEF L7ZBIC HIV 7
n 7 7 —EBHEAN I D
ST IRBENNH D Z L
HRRE LT,

BV CYP3A4 [LESHRTHDHA b
F aF ) — v & Y HAEH
bR (C4671015 #BR) 75,

A U8\ CYP3A4 fLERTH 5
URrFEALBILPabEe R4y
NEGEH LGS IC=1r~ h L
JLENY R FELD R
EMEELE S5 D 7 AUC O
INERRD SN2 otz & %R
FRARE LT,

AHIN CYP3A Z#ET S Z &
W2k aLeF o EENES
L, BHREREERFICEER Y
MR E KIET X5




=/)L< kL /L (PF-07321332) /U 5 EJL - COVID-19 #%& OEEH

1.8 I E (R)
1.83 il EoEE (8) KOO TR

EH LR ()

A EARPL

922 PEEDOBHKIEEREDH HEE (areF 2 RETD
BEER)

=A< ML ELEREL CHRETSHZE, =L~ FLLEL
OIMFREEN ERT28En0nH 5, [7.2, 1411, 1421,
16.6.1 2]

923 HEDOEMEREOHIEE (areTFrafkihol
FHEFRL)

BEHIFHESE L 72\, =L~ R LIV ELOIMFAREN EHT 5
2. EERHER RIS S TRy, [7.2, 16.6.1 2]
9.3 I HrERE RS

93.1 iffpEfEEO H L EBE T, areFrehhois
BELRWZ L, arteFromPEEN ERITIB8ZNNH
%o [23, 102 2]

932 IFREfEED H B HRE (arb F L e &b RER K
<)

U M FEVT IR TR S D720, I B A3 Rt
THERBENLNS D, £/2. VT UATIFT—F¥DOEREZEDL
TWLHBE CIIFRERELEEI Y2 B8ETNNH 5,

9.5 if-ht

TR SUTIER U CW D ATBEME D & 2 2ot id, 1RIE L oA 6
NfERRMEZ ERD C P SN EICORAZEEGT 52 L, TR
Y= LV E L EERE L ERIZEBW T, BRRRE
i (AUC) O 10 {43 5 & TR ITAE O MR &
nNTWa, £72, EZ v MU M e 25 L72FERICE
WT, A ER L CRIE~BIT TS Z W E T D

n,

9.6 2 FLhm

18 EOB MR ORI DA M A ZE L. IOk X
I IEERETT 2 &, =~ L AERLDE NELHA~OBLT
PEIZOWTIE AR TH L, U M Feide N ~BITT
HIERHREINTNS D,
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BERZTBENRD DD
E L7,

B ER R (C4671011 7L
) oAbz PK OFERIC
HEOERELT,

EREREREE B (C4671011 3
BR) 2 51F 547 PK OFEHIC
HOEHIE LT,

AHIN CYP3A Z#ET S Z &
W2k anreFropEER E
L, JFtnebsE g cmEE X
IXAEMICfER A KIET L9 ed
REBITEBENDND D720
E LT,

U ke ISR CHET &
DT, VL EE A3 e
ToHBLENLRHY, NTUART
I =D EREEAFLTND
BE TR RERR E 2 I S
HBEENDHHTH, EEME
ELTHRE L,

(3 15 38 0 O TR SCE S
FLAEAHIC B3 2 RSB AR

(Q&A) 1ZoWT  (FRk 31
1 A 17 BRIFTEABEE
B - AR AR R I SR A SRR
HFEAS) QA36 ZEE X TR
E LT,

=< NLAVELLORT R Y
X & HWIE - JRIEFACBI
%38k (21GR126 iRBR) Akl
HOXEE LT,

U N FENLVOFTRIE, —ET 8
100mg DIRfI CEIT IS ERIE
L7z,

(35 15 38 0 O TR SCE S
FLHERRIC B3 2 BRI R

(Q&A) 1ZoWT  (FRk 31
F1 A 17 BTEASEEE
I - AT AR R I SR A SRR
FHHERE) QA38 A E 2 TR
E LT,




=/)L< kL /L (PF-07321332) /U 5 EJL - COVID-19 #%& OEEH

L8 IRFIE ()
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