PF-07321332/ritonavir
EUA 000105

6.4. Pivotal Phase 2/3 Study 1005

Study 1005 met the primary endpoint, demonstrating overwhelming efficacy at the pre-
planned 45% interim analysis in the mITT population.

o In the mITT analysis set, PF-07321332/ritonavir significantly reduced (p<0.0001) the
proportion of participants with COVID-19-related hospitalization or death from any
cause through Day 28 by 89.1% compared to placebo in non-hospitalized symptomatic
adult participants who were at increased risk of progression to severe illness at baseline.

A first key secondary analysis supports the findings for the primary endpoint:

o Inthe mITT1 analysis set, PF-07321332/ritonavir significantly reduced (p<0.0001) the
proportion of participants with COVID-19-related hospitalization or death from any
cause through Day 28 by 85.2% compared to placebo.

A sensitivity analysis supports the findings for the primary endpoint:

o Inthe mITT2 analysis set, PF-07321332/ritonavir significantly reduced (p<0.0001) the
proportion of participants with COVID-19-related hospitalization or death from any
cause through Day 28 by 83.6% compared to placebo.

Secondary analyses showed that the adjusted mean reduction in Log;e(viral load) from
baseline to Day 5 for the mITT, mITT1 and mITT?2 analysis sets was significantly greater
for participants who received PF-07321332/ritonavir compared to those who received
placebo, with adjusted mean difference (SE) of -1.03 (0.16), -0.93 (0.13) and -0.96 (0.12)
Logio(copies/mL), respectively.

o The additional viral load reduction from PF-07321332/ritonavir treatment relative to
placebo was more apparent in participants who were seronegative than participants who
were seropositive, and more apparent in participants with higher versus lower viral load
at baseline.

Treatment with PF-07321332/ritonavir was safe and well tolerated.

o The incidence of all-causality TEAEs was comparable between the
PF-07321332/ritonavir group and the placebo group (19.8% and 22.3%, respectively).

o Most of the all-causality TEAESs experienced by participants in both treatment groups
were mild to moderate (Grade 1-2) in severity. Few participants in the
PF- 07321332/ritonavir group (0.9%) reported potentially life-threatening events
(Grade 4) compared with 1.6% in the placebo group.

o The proportion of participants with all-causality SAEs was lower in the
PF-07321332/ritonavir group (1.9%) compared with the placebo group (6.8%).

o There were 10 events of deaths among participants in this study. All 10 death events
were in the placebo group and were related to the disease under study.

o Fewer participants discontinued study intervention due to an AE in the
PF-07321332/ritonavir group compared with the placebo group (2.4% and 4.3%,
respectively).

o PF-07321332/ritonavir was not associated with clinically meaningful changes in
laboratory values, vital signs, or ECGs (including QT.).
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6.4.1. Study Design

This EUA presents the results of an interim analysis which includes 774 participants (~45%
of participants in the primary [mITT] analysis set) enrolled through 29 September 2021 who
completed Day 28 assessments (data cutoff 26 October 2021). At the time of the cutoff for
the 45% interim analysis, 1219 participants were in the mITT1 analysis set and 1330
participants were in the mITT2 analysis set and are included in this EUA. As of

09 November 2021, a total of 2426 participants have been randomized into Study 1005, and
the final primary analysis will be performed when all participants have completed follow-up
through Day 34. A long-term follow-up analysis will be performed once all participants have
completed the Week 24 visit.

Study 10035, as detailed in Table 6, is a Phase 2/3, randomized, double-blind, placebo-
controlled, efficacy and safety study targeting approximately 3100 symptomatic participants
with COVID-19 who were non-hospitalized.

Eligible participants with a laboratory confirmed diagnosis of SARS-CoV-2 infection were
randomized (1:1) to receive PF-07321332/ritonavir or placebo orally q12h for 5 days

(10 doses total). Randomization was stratified by geographic region and by whether
participants had received/were expected to receive treatment with COVID-19 therapeutic
mADbs based on the investigator’s assessment at time of randomization. Detailed inclusion
and exclusion criteria are provided in Study 1005 Protocol Section 5.

The total study duration was up to 24 weeks and included a screening period of no more than
48 hours, study intervention through Day 5 or Day 6, efficacy assessments through Day 28, a
safety follow-up period through Day 34, and long-term follow up at Weeks 12 and 24. A
total of 15 countries across 5 geographical regions (US, Europe, Brazil, India, and ROW)
contributed to the data in this 45% interim analysis.

The sponsor made a data driven decision to halt recruitment (22 September 2021, total of 193
participants randomized) in India due to observations in a blinded data review of a >90% rate
of serology positive participants at baseline (92% versus 45% in patients from India versus
ROW, respectively), with corresponding low levels of viral load measured at baseline from a
blinded assessment (mean baseline viral load [Logio copies/mL] = 2.36 versus 5.25
copies/mL in patients from India versus ROW, respectively), and the high frequency of
participants experiencing mild COVID-19 symptoms at baseline (73% versus 15% of
participants with only mild symptoms at baseline, India versus ROW, respectively). Lastly,
of 193 participants from India randomized, none progressed to hospitalization or death,
despite the presence of risk factors for progression to severe disease. A sensitivity analysis of

the mITT population, excluding data from India sites, was consistent with the results in the
overall mITT population.
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6.4.2. Endpoints and Analysis Methods

6.4.2.1. Efficacy

6.4.2.1.1. Efficacy Endpoints

For purposes of the 45% interim analysis, the following efficacy analysis sets are defined:

Table 35. Efficacy Analysis Sets Defined for the 45% Interim Analysis of Study 1005

and were treated <5 days after COVID-
19 symptom onset regardless of mAb
treatment status. Participants will be
analyzed according to the study
intervention to which they were
randomized.

Analysis Set Description Analysis Set Applies to
Following Endpoints

mITT All participants randomly assigned to Primary endpoint
study intervention, who take at least 1 Sensitivity analysis of
dose of study intervention, with at least primary endpoint
1 postbaseline visit through Day 28, who Supplemental analysis of
at baseline did not receive nor were primary endpoint
expected to receive COVID-19 Subgroup analysis of primary
therapeutic mAb treatment and were endpoint
treated <3 days after COVID-19 Secondary analysis of POC
symptom onset. Participants will be Secondary endpoints
analyzed according to the study
intervention to which they were
randomized.

mITT1 All participants randomly assigned to First key secondary analysis
study intervention, who take at least 1 of the primary endpoint
dose of study intervention, with at least Subgroup analysis of first
1 postbaseline visit through Day 28 visit key secondary endpoint
and who at baseline did not receive nor Secondary analysis of POC
were expected to receive COVID-19 Secondary endpoints
therapeutic mAb treatment and were
treated <5 days after COVID-19
symptom onset. Participants will be
analyzed according to the study
intervention to which they were
randomized.
mlITT2 All participants randomly assigned to Sensitivity analysis of

study intervention, who take at least 1 primary endpoint
dose of study intervention, and with at Secondary analysis of POC
least 1 postbaseline visit through Day 28 Secondary endpoints

The primary endpoint for Study 1005 was:

e Proportion of participants with COVID-19-related hospitalization or death from any
cause through Day 28 in the mITT analysis set.
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The first key secondary endpoint for Study 1005 was:

e Proportion of participants with COVID-19-related hospitalization or death from any
cause through Day 28 in the mITT1 analysis set.

Sensitivity analyses of the primary endpoint for Study 1005 presented within this EUA were:

e Proportion of participants with COVID-19-related hospitalization or death from any
cause through Day 28 in the mITT2 analysis set.

e Proportion of participants with COVID-19-related hospitalization or death from any
cause through Day 28 in the mITT analysis set whereby participants that did not have
follow-up data through Day 21 were hypothetically assumed to experience both COVID-
19-related hospitalization and death in a worst-case scenario.

The secondary analysis for the POC for Study 1005 presented within this EUA that used the
mITT, mITT1 and mITT2 analysis sets was:

e Viral load measured via RT-PCR in NP samples at baseline (Day 1) and EoT (Day 5).

6.4.2.1.2. Efficacy Assessments

Efficacy assessments for participants in Study 1005 were collected at planned timepoints as
described in Study C4671005 Protocol Section 1.3. Full details regarding efficacy
assessments for Study 1005 are found in Study C4671005 Protocol Section 8.

Key efficacy assessments for the endpoints presented in this 45% interim analysis for the
EUA are summarized below:

e COVID-19-Related Hospitalizations or Death from any cause through Day 28.

e Viral Load Over Time: NP swabs were collected per the SoA and analyzed to measure
SARS-CoV-2 RNA by RT-PCR at baseline (Day 1) and EoT (Day 5). Nasal (MT) swabs
were collected by the participant as specified in the SoA on Day 3, Day 10 and Day 14
but were not used in the viral POC analysis. Residual viral load samples will be utilized
for viral sequencing to assess prevalence of VOC/VOLI in the study population and to
determine the efficacy of study treatment against different VOC/VOI present at baseline
and the frequency of treatment emergent mutations (eg, 3CL gene) compared to placebo.
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6.4.2.1.3. Statistical Methods for Efficacy Analyses
Primary Analysis of the Primary Endpoint

The cumulative proportion of participants who experienced a COVID-19-related
hospitalization or death due to any cause during the first 28 days of the study was estimated
for each treatment group of the mITT analysis set using the Kaplan-Meier method to consider
losses to follow-up and patients who discontinued early. The estimand was the difference of
the proportions of the 2 treatment groups without regard to adherence to randomized
treatment.

First Key Secondary Analysis of the Primary FEndpoint

A first key secondary analysis of the primary endpoint was performed using the mITT1
analysis set.

Sensitivity Analyses of the Primary Endpoint
A sensitivity analysis of the primary endpoint was performed using the mITT2 analysis set.

Per the Agency’s request, a sensitivity analysis was performed using the mITT analysis set
whereby participants that did not have follow-up data through Day 21 were hypothetically
assumed to experience both COVID-19-related hospitalization and death in a worst-case
scenario.

Supplemental Analyses of the Primary Endpoint

Supplemental analyses were performed on the primary endpoint using the mITT analysis set
where:

¢ Participants who received a therapeutic COVID-19 mAb treatment postbaseline will be
considered as an event for the endpoint (in addition to COVID-19 related hospitalization
and death due to any cause) with mAb treatment date as the time of event.

e A logistic regression model was fitted to the primary endpoint of hospitalization/death
and included treatment and region effect as independent variables.

Subgroup Analyses of the Primary and First Key Secondary Endpoints

Prespecified subgroup analyses of the primary and first key secondary endpoints using the
mITT and mITT1 analysis sets, respectively, were conducted by age (<65, >65 years),
gender, race, BMI (<25, 25-29, >30 kg/m?), baseline serology status (antibody negative,
antibody positive), baseline viral load ([<10*, >10* copies/mL] and [<107, >107 copies/mL]),
baseline comorbidities and number of baseline comorbidities present (0-1, 2-3, >4).

Viral Load Measured via RT-PCR Over Time

Descriptive statistics by treatment group for the change from baseline to Day 5 was provided
for each treatment group and included the difference between the PF-07321332/ritonavir arm
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and placebo. An ANCOVA model was used to analyze the change from baseline in Logio
transformed viral load (copies/mL) data which included treatment group, baseline viral load
and baseline serology status for the mITT, mITT1 and mITT2 analysis sets, as detailed in
Section 6.4.4.8. The mAb treatment status and symptom onset to first dose date status

(<3 days, >3 days) was used in the model dependent of population.

Participants were excluded from the analysis due to missing or baseline viral load below the
limit of detection (<550 Logio copies/mL), or collection with a unvalidated (local) swab.
Preliminary data suggests swab type is critical and viral load determined with different swab
types cannot be combined, therefore, only samples collected with the validated I-Swab-plus
were used for formal viral load analysis. Data reported as less than 2.0 Logio copies/mL was
recorded as 1.69 Logio copies/mL and data reported as “not detected’ was recorded as

0 Logio copies/mL. Results from samples collected at non-NP sites (like nasal, other or
missing) were also excluded.

6.4.2.2, Safety

6.4.2.2.1. Safety Endpoints
The safety endpoints for Study 1005 include:

e Incidence of TEAEs.

e Incidence of SAEs and AEs leading to discontinuations.

6.4.2.2.2. Safety Assessments

Safety assessments for participants in Study 1005 were collected at planned timepoints as
described in Study C4671005 Protocol Section 1.3. Full details regarding safety assessments
for Study 1005 are found in Study C4671005 Protocol Section 8.

Key safety assessments are summarized below:

o Complete medical history including COVID-19 disease history and smoking status was
collected.

. AEs and SAEs were collected at the time of informed consent before participation in
the study, through 28 days after last dose of study drug, or Day 34 (‘active collection
period’). In addition, post-study completion, any SAEs, including events of death that
the investigator considered reasonably related to the study intervention were reported.
Follow-up was continued until the AE or SAE or its sequelae resolved or stabilized. An
AE was defined as “serious” when it met at least 1 of the predefined outcomes as
described in the definition of an SAE, not when it was rated as severe.

. Vital signs (including temperature, pulse rate, respiratory rate, oxygen saturation level,
and blood pressure), ECGs and clinical safety laboratory assessments were assessed as
specified in the protocol.
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o Routine pregnancy tests were performed in WOCBP as detailed in the protocol and
positive tests were reported.

o AESIs including hemodynamic events, inflammatory events, and thyroid-related events
were examined as part of routine safety data review procedures throughout the study
and as part of signal detection processes. All AESIs were reported as an AE or SAE as
described in the protocol.

Narratives

o Narratives are provided for all deaths, SAEs, and AEs resulting in permanent
discontinuation from study intervention (Module 5.3.5.1 C4671005 Interim Analysis
Narratives). In addition, per FDA request, narratives are provided for all participants
included in the safety population from the 45% interim analysis (database cutoff 26 Oct
2021) with reported hepatotoxicity (ie, hepatic transaminase elevations exceeding
5 times the upper limit of normal, clinical hepatitis, and/or jaundice; Module 5.3.5.1
C4671005 Interim Analysis Narratives: Hepatotoxicity). Narratives for participants
with hepatotoxicity, enrolled after 29 Sep 2021 will be provided*

once all participants have completed their Day 34 visit.

6.4.2.2.3. Statistical Methods for Safety Analyses

Disposition and demographics data are provided for the full analysis set, defined as: all
participants randomly assigned to study intervention regardless of whether or not study
intervention was administered. Safety analyses are provided for the safety analysis set,
defined as: all participants who received at least 1 dose of study intervention. Participants
were analyzed according to the intervention received. A randomized but not treated
participant was excluded from the safety analyses.

Adverse Events

All AE analyses were conducted using treatment-emergent AEs. All AEs were coded using
MedDRA version 24.0. The incidence of TEAESs is summarized by treatment group, by SOC
and PT using the safety analysis set population.

Pre-specified AESI are provided in Study C4671005 Statistical Analysis Plan, Appendix 4.
Analyses of AESI are not provided in this EUA and will be provided in the final analysis
once all participants have completed their Day 34 visit.

The incidence of SAEs and AEs leading to discontinuation are summarized by treatment
group using the safety analysis set population.

Laboratory, Vital Sign and ECG Data

For laboratory and vital sign data, descriptive statistics are summarized by treatment group as
well as mean change from baseline for laboratory parameters.
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Laboratory shift tables from baseline are presented for the following laboratory

~abnormalities: TSH, T4 (free), fibrinogen, platelets, PT, aPTT, albumin, total proteins,

D-dimer levels, liver function tests (ALT/AST), creatinine clearance (derived using
Cockceroft-Gault Equation).

For ECGs, all ECG parameters were provided by a central reader. Details on ECG
assessments are provided in Study C4671005 Statistical Analysis Plan Section 6.6.4. ECG
analyses were provided to the E-DMC and FDA for their assessment of ECG data from the
sentinel cohort in Study 1005. Based on E-DMC and FDA assessment of ECG data collected
from the sentinel cohort, ECG collections were stopped after the sentinel cohort in Study
1005. A summary of the ECG data from the sentinel cohort is provided in Section 6.4.6.4.

6.4.3. Study Participants
6.4.3.1. Disposition of Participants

As of the data cutoff (26 Oct 2021) 1361 (100.0%) participants in the interim analysis had
entered the treatment phase, 1086 (79.8%) participants had completed the safety follow-up
(Day 34) and no participants had completed the long-term safety follow-up (Table 36).

e The proportion of participants who discontinued the treatment phase was similar between
treatment groups (7.1% versus 8.9% in the PF-07321332/ritonavir group and placebo
group, respectively). The most common reasons for discontinuation during the treatment
phase of the study in either treatment group were ‘withdrawal by subject’ (3.5%)
followed by AE (3.3%). Fewer participants in the PF-07321332/ritonavir group (2.4%)
discontinued the treatment phase due to an AE compared with the placebo group (4.2%).

e The proportion of participants who completed the safety follow-up (Day 34) was similar
between treatment groups. The most common reason for discontinuation during the safety
follow-up phase of the study in either treatment group was ‘withdrawal by subject’
(4.6%). The proportion of participants ongoing in the safety follow-up phase, defined as
participants that have not yet completed Day 34 visit, were similar between treatment
groups (12.3%).

e The number of participants who entered the long-term follow-up phase was balanced
across the treatment groups.
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Table 36. Disposition Events Summary - Full Analysis Set (Protocol C4671005_45IA)

PF-07321332 300 mg + Ritonavir 100 mg Placebo Total
(N=678) (N=683) (N=1361)
Number (%) of Participants n (%) n (%) n (%)
Disposition phase: Treatment
Participants Entered: 678 (100.0) 683 (100.0) 1361 (100.0)
Discontinued 48 (7.1) 61(8.9) 109 (8.0)
Reason for discontinuation
Adverse event 16 (2.4) 294.2) 45(3.3)
Death 0 0 0
Lack of efficacy 0 0 0
Lost to follow-Up 1(0.1) 1(0.1) 2(0.1)
Noncompliance with study drug 0 0 0
Pregnancy 0 0 0
Protocol deviation 0 0 0
Study terminated by sponsor 0 0 0
Withdrawal by subject 24 (3.5) 23(34) 47 (3.5)
Medication error without associated adverse event 0 1(0.1) 1(<0.1)
No longer meets eligibility criteria 1(0.1) 1(0.1) 2(0.1)
Other 6(0.9) 6(0.9) 12 (0.9)
Completed 630 (92.9) 622 (91.1) 1252 (92.0)
Ongoing 0 0 0
Disposition phase: Follow-up
Participants Entered: 678 (100.0) 683 (100.0) 1361 (100.0)
Discontinued 50 (7.4) 57(8.3) 107 (7.9)
Reason for discontinuation
Death 0 10(1.5) 10 (0.7)
Lost to follow-Up 9(1.3) 7(1.0) 16 (1.2)
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Table 36. Disposition Events Summary - Full Analysis Set (Protocol C4671005_45IA)

PF-07321332 300 mg + Ritonavir 100 mg Placebo Total
(N=678) (N=683) (N=1361)
Number (%) of Participants n (%) n (%) n (%)
Study terminated by sponsor 0 0 0
Withdrawal by subject 31(4.6) 32(4.7) 63 (4.6)
Other 10 (1.5) 8(1.2) 18(1.3)
Completed 545 (80.4) 541 (79.2) 1086 (79.8)
Ongoing 83(12.2) 85(12.4) 168 (12.3)
Disposition phase: Long-term follow-up
Participants Entered: 594 (87.6) 597 (87.4) 1191 (87.5)
Discontinued 47(6.9) 56 (8.2) 103 (7.6)
Reason for discontinuation
Adverse event 0 0 0
Death 0 10(1.5) 10 (0.7)
Lost to follow-Up 8(1.2) 7(1.0) 15(1.1)
Study terminated by sponsor 0 0 0
Withdrawal by subject 31(4.6) 32147 63 (4.6)
Other 8(1.2) 7(1.0) 15(1.1)
Completed 0 0 0
Ongoing 547 (80.7) 541 (79.2) 1088 (79.9)

' PFIZER CONFIDENTIAL SDTM Creation:
(Data cutoff date : 260CT2021 Database snapshot date :

Table 14.1.1 PF-07321332 is for Pfizer internal use.
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6.4.3.2. Demographics and Other Characteristics of Study Population
Full Analysis Set

Demographic characteristics for the full analysis set were similar between the
PF-07321332/ritonavir and placebo groups (Table 37).

As of the data cutoff, 44.7%, 17.9%, <0.1%, 14.2%, and 23.2% of participants were from the
US, Europe, Brazil, India and ROW, respectively. Over half of the participants (52.4%) were
male and were White (63.1%). Approximately half of the participants in each treatment
group were Hispanic or Latino. The median age was 44.00 (18.00, 86.00) years and 255
(18.7%) patients were 60 years of age or greater at the time of randomization.

The mean (SD) BMI was 29.14 (5.63), and the majority of participants had a BMI of 25 or
greater at the time of screening.

The participant population of Study 1005 reflected the patient population that would be
treated with PF-07321332/ritonavir in clinical practice and who are at high risk for
progressing to severe disease. Across treatment groups, 63.1% of participants received their
first dose of study intervention within 3 days of symptom onset, and 100% of participants
had a laboratory confirmed SARS-CoV-2 diagnosis, with 92.9% of participants having a
qualifying SARS-CoV-2 positive test collected within 3 days of first dose of study
intervention. Across treatment groups, 44.4% of participants were serological negative at
baseline. Most participants (91.8% across treatment groups) did not receive or were not
planning to receive monoclonal antibodies for the disease under study at the time of
randomization.

With the exception of 2 participants, all other participants had at least one risk factor for
severe COVID-19 with approximately 41.1% of participants with 1 prespecified risk factor
and 494 (36.3%) participants with 2 pre-specified risk factors. A total of 192 (14.1%) and 93
(6.8%) participants presented at screening with 3 and 4 risk factors, respectively. The most
common risk factor at baseline was BMI >25 (79%). A total of 501 participants were
cigarette smokers (36.8%), 441 participants (32.4%) presented at screening with
hypertension, and 175 participants (12.9%) presented with diabetes mellitus.

Across treatment groups, the median Logio(viral load) in Logie(copies/mL) was 5.26.
Approximately 37.7% of participants had a low baseline viral load (<4.0 Logio copies/mL),
62.3% of participants had a high baseline viral load (>4.0 Logio copies/mL) and 26.7% of
participants had a very high baseline viral load (>7.0 Logio copies/mL).

Further details of risk factors are provided in Study 1005 Listing 16.2.4.2.3. Additional
details on significant medical history can be found in Study 1005 Table 14.1.3.1.

Efficacy Analysis Sets

Demographic and baseline characteristics were similar for the mITT, mITT1 and mITT2
analysis sets (Study 1005 Tables 14.1.2.2, 14.1.2.4, and 14.1.2.5, respectively).
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In the mITT analysis set, by definition, all participants received their first dose of study
intervention within 3 days of symptom onset and no participants received or were expected to
receive COVID-19 mAb treatment at the time of randomization. All participants had a
laboratory-confirmed SARS-CoV-2 diagnosis, with 99.5% of participants having their
qualifying SARS-CoV-2 positive test collected within 3 days of the first dose of study
intervention. 66.5% of participants had high baseline viral load (>Log10* copies/mL) and
8.9% of participants had a baseline viral load <LOQ.

In the mITT1 analysis set, 63.5% of participants received their first dose of study
intervention within 3 days of symptom onset, and all participants had a laboratory confirmed
SARS-CoV-2 diagnosis, with 93.4% of participants having their qualifying SARS-CoV-2
positive test collected within 3 days of first dose of study intervention. By analysis set
definition, no participants received or were expected to receive COVID-19 mAb treatment,
and 61.6% of participants had high baseline viral load (>*Log10* copies/mL) and 10.3% of
participants had a baseline viral load <LOQ.

In the mITT?2 analysis set, 63.6% of participants received their first dose of study
intervention within 3 days of symptom onset, and 100% of participants had a confirmed
SARS-CoV-2 diagnosis, with 92.9% of participants having their qualifying SARS-CoV-2
positive test collected within 3 days of first dose of study intervention. 8.3% of participants
received or were expected to receive COVID-19 mAb treatment at the time of randomization,
61.9% of participants had high baseline viral load (>Log10* copies/mL) and 10.0% of
participants had a baseline viral load <LOQ.

Safety Analysis Set

Demographic and baseline characteristics for the safety analysis set were similar to the full
analysis set (Study 1005 Table 14.1.2.3).
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Table 37. Demographic and Baseline Characteristics - Full Analysis Set (Protocol
C4671005 45IA)

PF-07321332 300 mg + Placebo Total
Ritonavir 100 mg (N=683) (N=1361)
(N=678)
Age (Years), n (%)
<18 0 0 0
18 -44 361(53.2) 336 (49.2) 697 (51.2)
45-59 208 (30.7) 201 (29.4) 409 (30.1)
60 - 64 38(5.6) 61 (8.9) 99(7.3)
65-74 54 (8.0) 62 (9.1) 116 (8.5)
>75 17(2.5) 23(34) 40 (2.9)
Mean (SD) 43.86 (14.93) 45.47 (15.69) 44.67(15.33)
Median (range) 42.00 (18.00, 86.00) 45.00 (18.00, 44.00 (18.00, 86.00)
» 84.00)
Gender, n (%)
Male 344 (50.7) 369 (54.0) 713 (52.4)
Female 334 (49.3) 314 (46.0) 648 (47.6)
Race, n (%)
White 424 (62.5) 435 (63.7) 859 (63.1)
Black or African American 37(5.5) 25337 62 (4.6)
Asian 134 (19.8) 140 (20.5) 274 (20.1)
American Indian or Alaska Native 76 (11.2) 77(11.3) 153 (11.2)
Native Hawaiian or other Pacific Islander 0 0 0
Multiracial 1(0.1) 0 1(<0.1)
Other 0 0 0
Not reported 5(0.7) 4 (0.6) 9(0.7)
Unknown v 1(0.1) 2(0.3) 3(0.2)
Ethnicity, n (%)
Hispanic or Latino 324 (47.8) 330 (48.3) 654 (48.1)
Not Hispanic or Latino 352 (51.9) 349 (51.1) 701 (51.5)
Not reported 2(0.3) 4 (0.6) 6(0.4)
Unknown 0 0 0
Weight (kg)
Mean (SD) 80.44 (17.59) 81.26 (18.85) 80.85(18.23)
Median (range) 78.90 (42.00, 158.3) 78.50 (42.00, 78.80 (42.00, 166.0)
166.0)
Height (cm)
Mean (SD) 166.2 (9.74) 166.4 (10.27) 166.3 (10.00)
Median (range) : 166.0 (136.9, 195.6) 166.0 (125.2, 166.0 (125.2,207.3)
207.3)
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Table 37. Demographic and Baseline Characteristics - Full Analysis Set (Protocol

C4671005_45IA)

PF-)7321332 300 mg + Placebo Total
Ritonavir 100 mg (N=683) (N=1361)
(N=678)
BMI (kg/m?), n (%)
<25 142 (20.9) 139(20.4) 281 (20.6)
25-<30 290 (42.8) 291 (42.6) 581 (42.7)
30-<35 163 (24.0) 164 (24.0) 327(24.0)
35-<40 45 (6.6) 53(7.3) 98(7.2)
>40 38 (5.6) 36(5.3) 74 (5.4)
Mean (SD) 29.08 (5.65) 29.21 (5.61) 29.14 (5.63)
Median (range) 2830 (16.58, 58.07) 28.35(16.05, 28.32(16.05, 59.07)
59.07)
Duration since first diagnosis (Days), n
(%)
<3 623 (91.9) 642 (94.0) 1265 (92.9)
>3 55(8.1) 41 (6.0) 96 (7.1)
Mean (SD) 1.44 (1.33) 1.38(1.28) 1.41 (1.30)
Median (range) 1.00 (0.00, 5.00) 1.00 (0.00, 9.00) 1.00 (0.00, 9.00)
Duration since first symptom (Days), n (%)
<3 433(63.9) 426 (62.4) 859 (63.1)
>3 245 (36.1) 257(37.6) 502 (36.9)
Mean (SD) 3.02(1.14) 3.09(1.10) 3.06(1.12)
Median (range) 3.00 (0.00, 7.00) 3.00 (0.00, 9.00) 3.00 (0.00, 9.00)
Number of risk factors of interest, n (%)
0 2(0.3) 0 2(0.1)
1 293(432) 267(39.1) 560 (41.1)
2 240 (354) 254(37.2) 494 (36.3)
3 91 (13.4) 101 (14.8) 192 (14.1)
4 44 (6.5) 49(7.2) 93(6.8)
>4 8(1.2) 12(1.8) 20 (1.5)
Comorbidities, n (%)
Cardiovascular disorder 24 (3.5) 26(3.8) 50(3.7)
Chronic kidney disease 3(04) 5(0.7) 8 (0.6)
Chronic lung disease 40 (5.9) 27(4.0) 67 (4.9)
Cigarette smoker 244 (36.0) 257(37.6) 501 (36.8)
Diabetes mellitus 87(12.8) 88 (12.9) 175 (12.9)
Hypertension 207 (30.5) 234 (34.3) 441 (32.4)
Immunosuppression 6(0.9) 6(0.9) 12 (0.9)
Cancer 2(0.3) 2(0.3) 4(0.3)
Neurodevelopmental disorder 2(0.3) 0 2(0.1)
HIV infection 0 1(0.1) 1(<0.1)
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Table 37. Demographic and Baseline Characteristics - Full Analysis Set (Protocol
C4671005_45IA)

PF-07321332 300 mg + Placebo Total
Ritonavir 100 mg (N=683) (N=1361)
(N=678)

Device dependence 4(0.6) 1(0.1) 5(0.4)
COVID-19 mAb treatment, n (%)

Received/expected to receive 55(8.1) 57(8.3) 112 (8.2)

Not received/not expected to receive 623(91.9) 626 (91.7) 1249 (91.8)
Geographic region, n (%)

United States 304 (44.8) 304 (44.5) 608 (44.7)

Europe 122 (18.0) 121 (17.7) 243 (17.9)

Brazil 0 1¢0.1) 1(<0.1)

India 95 (14.0) 98 (14.3) 193 (14.2)

Rest of World 157(23.2) 159 (23.3) 316 (23.2)
Serology status, n (%)

Negative 291 (43.9) 301 (45.0) 592 (44.4)

Positive 372 (56.1) 368 (55.0) 740 (55.6)
Viral load (Logio copies/mL), n (%)

<4 237 (37.6) 238 (37.8) 475 (37.7)

>4 393(62.4) 392 (62.2) 785 (62.3)

=5 331 (52.5) 333(52.9) 664 (52.7)

>6 259 (41.1) 247 (39.2) 506 (40.2)

<7 459(72.9) 464 (73.7) 923 (73.3)

>7 171 27.1) 166 (26.3) 337(26.7)

>8 73 (11.6) 69 (11.0) 142 (11.3)

=9 3(0.5) 1(0.2) 4 (0.3)

>10 0 0 0
Mean (SD) 4.69 (2.82) 472 (2.74) 4.71(2.78)
Median (range) 5.25(0.00, 9.13) 5.26 (0.00, 9.06) 5.26 (0.00, 9.13)

Age at Screening (years) = (date of given informed consent - date of birth + 1)/365.25.
The denominator to calculate percentages is N, the number of participants in the full analysis set within each treatment
group.
Risk Factors include Age > 60, BMI > 25 and Verbatim from pre-specified Medical History (Cigarette Smoker,
Immunosuppression, Chronic Kidney Disease Hypertension, Diabetes Mellitus, Cardiovascular Disorder, Chronic Lung
Disease, HIV Infection, Sickle Cell Disease, Neurodevelopmental Disorder, Cancer and Device Dependence).

* Duration since First Diagnosis is days from qualifying positive SARS-CoV-2 test.
Duration since first diagnosis and duration since first symptom are computed from the start of dosing.
Missing category is not included in the table.
Rest of World: Argentina, Colombia, Japan, Malaysia, Mexico, Peru, Russian Federation, South Africa, Republic of
Korea, Taiwan, Thailand, and Turkey.
PFIZER CONFIDENTIAL SDTM Creation: {il(16:07) Source Data: adst Table Generation: (D
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6.4.4. Efficacy Results

6.4.4.1. Primary Endpoint: COVID-19-Related Hospitalization or Death from Any
Cause Through Day 28 in Participants at High Risk of Progression to Severe Disease
When Treated Within 3 Days of Symptom Onset (mITT Population)

At the 45% interim analysis, the event rate of a COVID-19-related hospitalization or death
from any cause through Day 28 in the mITT analysis set who received treatment within 3
days of symptom onset was 27/385 (7.01%) in the placebo group, and 3/389 (0.77%) in the
PF-07321332/ritonavir group (Table 38).

After accounting for premature study discontinuation (ie, participant discontinued study
before Day 28 without having experienced a primary endpoint event) by using the follow-up
time in the Kaplan-Meier calculation, treatment with PF-07321332/ritonavir showed a 6.32%
(95% CI: -9.04% to -3.59%, p<0.0001) absolute reduction, or 89.1% relative reduction in
primary endpoint events compared to placebo. The reduction was statistically significant, at
a-level of 0.002, which was pre-specified for the interim analysis.

There were 0 and 7 reported events of death from any cause through Day 28 in the
PF-07321332/ritonavir and placebo groups, respectively. Additional details are described in
Section 6.4.6.1.4.

Further details on hospitalizations and deaths at the time of the cutoff for the 45% interim
analysis are provided in Study 1005 Listing 16.2.6.1.1 and Study 1005 Listing 16.2.6.1.2,
respectively.

Table 38. Primary Analysis of Proportion of Participants with COVID-19-Related-
Hospitalization or Death From any Cause Through Day 28 - mITT,
Kaplan-Meier Method (Protocol C4671005_45IA)

PF-07321332 300 mg + Ritonavir 100 mg Placebo
N 389 385
Participants with event, n (%) 3(0.8) 27(7.0)
~ Participants with COVID-19 hospitalization 3(0.8) 27(7.0)
Participants with death 0 7(1.8)
. Average time at risk for event (Days)? 272 25.9
Average study tollow-up (Days)® 27.3 26.9
Estimated proportion (95% CI), % 0.776 (0.251, 2.386) 7.093 (4.919, 10.174)
Difference from Placebo (SE) -6.317 (1.390)
95% CI of difference -9.041, -3.593
p-value <.0001
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Table 38. Primary Analysis of Proportion of Participants with COVID-19-Related-
Hospitalization or Death From any Cause Through Day 28 - mITT,
Kaplan-Meier Method (Protocol C4671005_45IA)

PF-07321332 300 mg + Ritonavir 100 mg Placebo

N - number of participants in the analysis set.
The cumulative proportion of participants hospitalized for the treatment of COVID-19 or death during the first 28 days of
the study was estimated for each treatment group using the Kaplan-Meier method. The difterence of the proportions in the
2 treatment groups and its 95% confidence interval, and p-value based on Normal approximation of the data are
presented.
a. Average time at risk for event is computed as time to first event, or time to last day of participation, or Day 28,
whichever is earlier.
b. Average study follow-up is computed as time to last day of participation, or Day 28, whichever is earlier.

. PFIZER CONFIDENTIAL SDTM Creation: (il 15:04) Source Data: adtte Table Generation:
(09:18)
(Data cutof? date : 260CT2021 Database snapshot date :_Output File:
./nda_unblinded/C4671005_45IA_adhoc/adtteh_s001_mitt
Table 14.2.1.1 PF-07321332 is tor Pfizer internal use.

6.4.4.2. First Key Secondary Endpoint: COVID-19-Related Hospitalization or Death
from Any Cause Through Day 28 in Participants at High Risk of Progression to Severe
Disease When Treated Within S Days of Symptom Onset (mITT1 Population)

As specified in the protocol, the first key secondary endpoint to be tested sequentially after
the primary endpoint tested significant is the proportion of participants with COVID-19-
related hospitalization or death from any cause through Day 28 in the mITT1 analysis set
who received treatment within 5 days of symptom onset. The event rate of a COVID-19-
related hospitalization or death from any cause through Day 28 in the mITT1 analysis set
who received treatment within 5 days of symptom onset was 41/612 (6.70%) in the placebo
group, and 6/607 (0.99%) in the PF-07321332/ritonavir group (Table 39).

After accounting for premature study discontinuation (ie, participant discontinued study
before Day 28 without having experienced a primary endpoint event) by using the follow-up
time in the Kaplan-Meier calculation, treatment with PF-07321332/ritonavir showed a 5.77%
(95% CI: -7.92% to -3.61%; p<0.0001) absolute reduction, or 85.2% relative reduction in
primary endpoint events compared to placebo.

There were 0 and 10 reported events of death from any cause through Day 28 in the
PF-07321332/ritonavir and placebo groups, respectively. Additional details are described in
Section 6.4.6.1.4.
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Table 39. Secondary Analysis of Proportion of Participants with COVID-19-
Related-Hospitalization or Death From any Cause Through Day 28 -
mITT1, Kaplan-Meier Method (Protocol C4671005_45IA)

PF-07321332 300 mg + Ritonavir 100 mg Placebo

N 607 612
Participants with event, n (%) 6(1.0) 41 (6.7)

Participants with COVID-19 hospitalization 6(1.0) 41(6.7)

Participants with death 0 10(1.6)
Average time at risk for event (Days)? 27.0 259
Average study follow-up (Days)® 272 26.8
Estimated proportion (95% CI), % 0.999 (0.450, 2.209) 6.764 (5.025, 9.074)

Ditterence from Placebo (SE) -5.765 (1.098)

95% CI of difference -7.917,-3.613

p-value <.0001

N — number of participants in the analysis set.

The cumulative proportion of participants hospitalized for the treatment of COVID-19 or death during the first 28 days of
the study was estimated for each treatiment group using the Kaplan-Meier method. The difference of the proportions in the
2 treatment groups and its 95% confidence interval, and p-value based on Normal approximation of the data are
presented.

da. Average time at risk for event is computed as time to first event, or time to last day of participation, or Day 28,
whichever is earlier.
b. Average study tollow-up is computed as time to last day of participation, or Day 28, whichever is earlier.

PFIZER CONFIDENTIAL SDTM Creation: (il 15:04) Source Data: adtte Table Generation:
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6.4.4.3. Sensitivity Analysis of the Primary Endpoint: COVID-19-Related
Hospitalization or Death from Any Cause Through Day 28 in Participants at High Risk
of Progression to Severe Disease When Treated Within S Days of Symptom Onset
Regardless of mAb Treatment Status (mITT2 Population)

As specified in the protocol, a sensitivity analysis was planned as a secondary analysis of the
primary endpoint to include participants regardless of COVID-19 therapeutic mAb treatment
(mITT?2 analysis set). This sensitivity analysis or supportive analysis was to assess if the
treatment effect of PF-07321332/ritonavir would extend to participants who received mAb
treatment or planned to receive mAb treatment. At the 45% interim analysis, the event rate of
a COVID-19-related hospitalization or death from any cause through Day 28 in the mITT2
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analysis set who received treatment within 5 days of symptom onset regardless of mAb
antibody treatment was 43/669 (6.43%) in the placebo group, and 7/661 (1.06%) in the
PF-07321332/ritonavir group (Study 1005 Table 14.2.1.3).

After accounting for premature study discontinuation (ie, participant discontinued study
before Day 28 without having experienced a primary endpoint event) by using the follow-up
time in the Kaplan-Meier calculation, treatment with PF-07321332/ritonavir showed a 5.43%
(95% CI: -7.46% to -3.39%; p<0.0001) absolute reduction, or 83.6% relative reduction in
primary endpoint events compared to placebo.

There were 0 and 10 reported events of death from any cause through Day 28 in the
PF-07321332/ritonavir and placebo groups, respectively. Additional details are described in
Section 6.4.6.1.4.

6.4.4.4. Supplemental Analyses of the Primary Endpoint (mITT Population)

The results of the following supplemental analyses were consistent with the mITT primary
analysis and conclusions remain unchanged:

e When participants who received a therapeutic COVID-19 mAb treatment post-baseline
were considered to have experienced a primary endpoint event, treatment with PF-
07321332/ritonavir showed 6.06% absolute reduction, or 85.4% relative reduction
compared to placebo (Study 1005 Table 14.2.1.4),

e When results were computed from a logistic regression model, participants treated with
PF-07321332/ritonavir were 0.10 times as likely to have a primary endpoint event
compared to placebo. That is, the PF-07321332/ritonavir treatment reduced the odds of
having COVID-19-related hospitalization or death from any cause by 90% compared to
placebo (Study 1005 Table 14.2.1.5).

6.4.4.5. Subgroup Analyses of the Primary Endpoint (mITT Population)

The prespecified subgroup analyses of the primary endpoint by age (Study 1005 Table
14.2.1.8) and gender (Study 1005 Table 14.2.1.9) were consistent with the overall mITT
population. The treatment effect from PF-07321332/ritonavir versus placebo was significant
among participants <65 years of age (0.59% versus 5.47%, a 4.88% absolute reduction,
p=0.0002), but was larger in terms of absolute reduction among participants >65 years of age
due to the expected higher event rate (2.27% versus 17.65%, a 15.37% absolute reduction,
p=0.0079). Similarly, due to the higher event rate within the group, males had larger absolute
reduction due to PF-07321332/ritonavir treatment (7.51%, p=0.0004) than females (4.99%,
p=0.0049).

The prespecified subgroup analysis of the primary endpoint by race was consistent with the
overall mITT population for the subgroup of White (Study 1005 Table 14.2.1.10). No
participant had an event in the subgroup of Black or African American and a statistical test
could not be performed. Few participants had events in the subgroup of Asian (0 for
PF-07321332/ritonavir; 3 for placebo) and Others (0 for PF-07321332/ritonavir; 3 for
placebo) and p-values were p=0.0772 and p=0.0732, respectively.
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The prespecified subgroup analysis of the primary endpoint by BMI was consistent with the
overall mITT population for the subgroup of BMI 25 to <30 kg/m? (p=0.0187) and

>30 kg/m? (p=0.0003) (Study 1005 Table 14.2.1.11). For the subgroup of BMI <25 kg/m?,
the p-value was p=0.0778. Few participants in the subgroup of BMI <25 kg/m? had events
(0 for PF-07321332/ritonavir; 3 for placebo).

The prespecified subgroup analysis of the primary endpoint by serology negative subgroup
was consistent with the overall mITT population. The p-value for the serology positive
subgroup was p=0.0810 (Table 40). Few participants in the serology positive subgroup had
events (0 for PF-07321332/ritonavir; 3 for placebo).

The prespecified subgroup analysis of the primary endpoint by baseline viral load was
consistent with the overall mITT population for the subgroups of high baseline viral load
(>Log10* copies/mL), very high baseline viral load (>Log10’ copies/mL) and baseline viral
load <Log10’ copies/mL (Study 1005 Table 14.2.1.13). The p-value for the low baseline
viral load subgroup (<Log10* copies/mL) was p=0.3153. Few participants in the subgroup of
low baseline viral load had events (0 for PF-07321332/ritonavir; 1 for placebo).

The prespecified subgroup analysis of the primary endpoint by baseline comorbidities was
consistent with the overall mITT population for the subgroups of diabetes mellitus,
hypertension, and cardiovascular disorder (Study 1005 Table 14.2.1.14). No participant had
an event in the subgroups of immunosuppression, chronic lung disease, chronic kidney
disease, device dependence, neurodevelopmental disorder or cancer, and a p-value could not
be calculated. The p-value for the subgroup of cigarette smoker was p=0.2820. Few
participants in the cigarette smoker subgroup had events (2 for PF-07321332/ritonavir; 5 for
placebo). No participant in the mITT analysis set had HIV infection or sickle cell disease,
and therefore these subgroup analyses could not be performed.

The prespecified subgroup analysis of the primary endpoint by number of baseline
comorbidities was consistent with the overall mITT population for participants with 0-1 and
2-3 baseline comorbidities (Study 1005 Table 14.2.1.15). No participant had an event in the
subgroup of >4 baseline comorbidities and a p-value could not be calculated.

In summary, treatment with PF-07321332/ritonavir showed no inconsistent effect in any
subgroup of participants. Significant or larger event reductions were observed in subgroups
with an increased sample size and/or a higher event rate.
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Table 40. Analysis of Proportion of Participants with COVID-19-Related-
Hospitalization or Death From any Cause Through Day 28, by Subgroup
of Serology Status - mITT, Kaplan-Meier Method (Protocol

C4671005_4SIA)

Subgroup PF-07321332 300 mg Placebo
+ Ritonavir 100 mg
Negative N 168 175
Participants with event, n (%) 3(1.8) 24 (13.7)
Participants with COVID-19 hospitalization 3(1.8) 24 (13.7)
Participants with death 0 7(4.0)
Average time at risk for event (Days) 26.9 242
Average study follow-up (Days)® 272 26.1
Estimated proportion (95% CI), % 1.797 (0.583, 5.467) 13.970 (9.587,20.121)
Difference from Placebo (SE) -12.173 (2.840)
95% CI of difterence -17.739, -6.607
p-value <.0001
Positive N 217 204
Participants with event, n (%) 0 3(1.5)
Participants with COVID-19 hospitalization 0 3(L5)
Participants with death 0 0
Average time at risk for event (Days)? 274 273
Average study follow-up (Days)® 274 27.6
Estimated proportion (95% CI), % 0.000 (0.000, 0.000) 1.478 (0.479, 4.512)

Ditterence from Placebo (SE)
95% CI of difference
p-value

-1.478 (0.847)
-3.138,0.182
0.0810

N - number of participants in the subgroup of the analysis set.
The cumulative proportion of participants hospitalized for the treatment of COVID-19 or death during the first 28 days of
the study was estimated for each treatment group using the Kaplan-Meier method. The difference of the proportions in the
2 treatment groups and its 95% confidence interval, and p-value based on Normal approximation of the data are

presented.

a. Average time at risk for event is computed as time to first event, or time to last day of participation, or Day 28,
whichever is earlier.
b. Average study follow-up is computed as time to last day of participation, or Day 28, whichever is earlier.
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6.4.4.6. Subgroup Analyses of the First Key Secondary Endpoint (mITT1 Population)

The prespecified subgroup analyses of the first key secondary endpoint by age (Study 1005
Table 14.2.1.16), gender (Study 1005 Table 14.2.1.17) and BMI (Study 1005 Table
14.2.1.19) were consistent with the overall mITT1 population.
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The prespecified subgroup analysis of the first key secondary endpoint by race was
consistent with the overall mITT1 population for the subgroups of White, Asian and Others
(Study 1005 Table 14.2.1.18). Few participants had events in the subgroup of Black or
African American (0 for PF-07321332/ritonavir; 1 for placebo) and the p-value was
p=0.3055.

The prespecified subgroup analysis of the first key secondary endpoint by serology negative
subgroup was consistent with the overall mITT1 population. The p-value for the serology
positive subgroup was p=0.0947 (Study 1005 Table 14.2.1.20). Few participants in the
serology positive subgroup had events (1 for PF-07321332/ritonavir; 5 for placebo).

The prespecified subgroup analysis of the first key secondary endpoint by baseline viral load
was consistent with the overall mITT1 population for subgroups of high baseline viral load
(>Log10* copies/mL), very high baseline viral load (>Log10’ copies/mL) and baseline viral
load <Log10’ copies/mL (Study 1005 Table 14.2.1.21). The p-value for the subgroup of low
baseline viral load (<Log10* copies/mL) was p=0.3064. Few participants in the subgroup
with low baseline viral load had events (1 for PF-07321332/ritonavir; 3 for placebo).

The prespecified subgroup analysis of the first key secondary endpoint by baseline
comorbidities was consistent with the overall mITT1 population for the subgroups of
hypertension and cardiovascular disorder (Study 1005 Table 14.2.1.22). No participant had
an event in the subgroups of immunosuppression, chronic kidney disease, device
dependence, HIV infection, neurodevelopmental disorder or cancer, and a p-value could not
be calculated. P-values for the subgroups of cigarette smoker, diabetes mellitus, and chronic
lung disease were p=0.1537, p=0.0867, and p=0.3066, respectively. In the subgroup of
cigarette smokers, there were 3 events in the PF-07321332/ritonavir arm and 8 in placebo. In
the subgroup of diabetes mellitus there were 2 events in the PF-07321332/ritonavir arm and 7
in placebo). Few participants had events in the chronic respiratory disease subgroup (0 for
PF-07321332/ritonavir; 1 for placebo). One participant in the mITT1 analysis set had HIV
infection and did not have an event, and no participant had sickle cell disease, and therefore
these subgroup analyses could not be performed.

The prespecified subgroup analysis of the first key secondary endpoint by number of baseline
comorbidities was consistent with the overall mITT1 population for participants with 0-1 and
2-3 baseline comorbidities (Study 1005 Table 14.2.1.22.1). No participant had an event in the
subgroup of >4 baseline comorbidities and a p-value could not be calculated.

PFIZER CONFIDENTIAL
Page 128



PF-07321332/ritonavir
EUA 000105

6.4.4.7. Sensitivity Analysis of the Primary Endpoint: COVID-19-Related
Hospitalization or Death from Any Cause Through Day 28 in Participants at High Risk
of Progression to Severe Disease When Treated Within 3 Days of Symptom Onset,
Event Imputation for Missing Data (mITT Population)

Per the Agency’s request, a sensitivity analysis was performed in the mITT analysis set
whereby participants that did not have follow-up data through Day 21 were hypothetically
assumed to experience both COVID-19-related hospitalization and death in a worst-case
scenario. Two participants in the PF-07321332/ritonavir group and one in the placebo group
were assumed to have had a primary endpoint event. Consistent with what was observed in
the primary analysis, a statistically significant reduction (p<0.0001) in COVID-19-related
hospitalization and death was shown in the PF-07321332/ritonavir group relative to placebo
(Study 1005 Table 14.2.1.1s).

6.4.4.8. Secondary Endpoint: Change from Baseline in Viral Load

As described in the protocol, the statistical analysis of viral load first occurred when a
sufficient number of participants (approximately 200 were required) in the mITT analysis set
completed the viral load assessment at Day 5 and had valid viral load measurements at both
Day 1 and Day 5 available for the POC assessment. A snapshot of the database took place on
_y2021 and the POC assessment included all participants who had data in the
database at the time.

A validated quantitative SARS-CoV-2 RT-PCR assay was used to measure viral load
(copies/mL). Participants with samples collected using unvalidated (local) swabs or collected
at non-NP sites were excluded from this POC assessment, as were participants with no virus
detected at baseline (0 copies/mL). Viral load below the detection limit of 100 copies/mL
was imputed as approximately 50 copies/mL, ie, using 1.69 Logio (copies/mL) for Logio
(viral load) values below 2 Logio (copies/mL) (Study 1005 Tables 14.1.3p, 14.1.4p and
14.1.5p).

In the mITT1 analysis set, baseline Logio (viral load) in Logio (copies/mL) averaged 5.11
among the 303 participants in the placebo group, and 5.41 among the 269 participants in the
PF-07321332/ritonavir group (Study 1005 Table 14.2.1.1p). At Day 5, after accounting for-
baseline viral load, geographic region, serology status and symptom onset, the adjusted mean
(SE) reduction in Logio (viral load) was -1.75 (0.09) Logio (copies/mL) in the placebo group,
and -2.69 (0.10) in the PF-07321332/ritonavir group, reflecting an additional average
reduction (SE) of -0.93 (0.13) Logio (copies/mL) (Table 41).

Similar findings were observed in the mITT analysis set, a subset of the mITT1 analysis set.
The adjusted mean reduction in Logio (viral load) from baseline to Day 5 for the mITT
analysis set was significantly greater for participants who received PF-07321332/ritonavir
than those who received placebo with adjusted mean difference (SE) of -1.03 (0.16)

Logio (copies/mL) (Table 41 and Study 1005 Table 14.2.1.1p).

The adjusted mean reductions in viral load from baseline to Day 5 in the mITT2 analysis set
were comparable to that for the mITT and mITT1 analysis sets (Table 41 and Study 1005
Table 14.2.1.1p).
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Results in the mITT1 analysis set were also examined by serology status (Study 1005 Table
14.2.1.2p and Study 1005 Table 14.2.1.5p) and baseline viral load (Study 1005 Table
14.2.1.3p and Study 1005 Table 14.2.1.6p). As expected, the additional viral load reduction
from PF-07321332/ritonavir treatment relative to placebo were more apparent in participants
who were seronegative than participants who were seropositive (-1.15 versus -0.77 Logio
copies/mL on a log-10 scale) (Study 1005 Table 14.2.1.5p), and more apparent in
participants with higher versus lower (>107 copies/mL versus <107 copies/mL) viral load at

baseline (-1.40 versus -0.79 Logio copies/mL on a log-10 scale) (Study 1005 Table
14.2.1.6p).
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Table 41. Statistical Analysis of Change from Baseline in Log10 Transformed Viral
Load (copies/mL) Data - mITT, mITT1 and mITT2 (Protocol C4671005)

PF-07321332 300 mg Placebo

+ Ritonavir 100 mg
Analysis Population Analysis Visit
mll'l Day 5 n 144 159
LS mean (SE) -2.99(0.12) -1.96 (0.12)
Versus placebo
LS mean difference (SE) -1.03(0.16)
1-sided 80% CI for LS mean (-Infty, -0.89)
difterence
mll'l'l Day 5 n 211 240
LS mean (SE) -2.69 (0.10) -1.75(0.09)
Versus placebo
LS mean difference (SE) -0.93(0.13)
1-sided 80% CI tor LS mean (-Infty, -0.83)
difference
mll'12 Day 5 n 233 266 .
LS mean (SE) -2.81(0.14) -1.85(0.13)
Versus placebo
LS mean ditterence (SE) -0.96 (0.12)
1-sided 80% CI for LS mean (-Infty, -0.86)

difference

n=Number of participants with non-missing data in the analysis population and the covariates in the statistical model.
Infty=Infinity. Only Upper Limit for 80% CI is presented.
Participants are excluded from the analysis for reasons ot Not Detected or Missing baseline viral load result, and local
swabs use. Results from samples collected at non-nasopharyngeal site are also excluded.
Change from baseline modeled using ANCOVA

For mITT analysis set Model = Treatment + Baseline viral load + geographic region + serology status.

For mITT]1 analysis set Model = Treatment + Baseline viral load + geographic region + serology status + symptom onset.
For mITT?2 analysis set Model = Treatment + Baseline viral load + COVID-19 mAb treatment + geographic region +
serology status + symptom onset.
PFIZER CONFIDENTIAL SDTM Creation: (l}16:10) Source Data: adme Table Generation: (D

(13:02)

(Database snapshot date : POC
Table 14.2.1.4p PF-07321332 is for Pfizer internal use.

Output File: ./nda_unblinded/C4671005_POC/admc_ns201a
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6.4.5. Biomarkers

6.4.5.1. Viral Sequencing

Interim viral sequencing analysis for Study 1005 has been undertaken to determine the
distribution of SARS-CoV-2 variants including a preliminary evaluation of the mutational
pressure of PF-07321332 on the 3CLP™ gene for the first 490 study participants treated with
PF-07321332/ritonavir (Module 5.3.5.1 PF-07321332 C4671005 Interim Viral Sequencing
Study Report)

All data to support clinical virology was derived from nasal swab collections. In brief, swabs
were assessed for SARS-CoV-2 RT-PCR (viral load) and viral sequencing as well as
downstream infectivity and phenotypic analysis. In brief, samples collected from Day 1
(Baseline) and Day 5 (End of Treatment) were sequenced if the samples met the criteria of
greater than 2.7 Logio copies/mL viral load detected by RT-PCR. Viral mutations at Baseline
were flagged if the sequence differed from the reference sequence (NCBI: NC 045512.2)
and, at Post-dose Day 5 samples as TEMs, if the sequence differed from the Day 1 sequence
(Module 5.3.5.1 PF-07321332 C4671005 Interim Viral Sequencing Study Report). The
clinical endpoint of treatment failure was defined as progression to COVID-19-related
hospitalization or death from any cause through Day 28. More details can be found in
Module 5.3.5.1 PF-07321332 Biomarker Statistical Analysis Plan for Study C4671005.

6.4.5.2. Distribution of Variants of Concern and by Treatment and Treatment Failure

The first 490 participants that received treatment were analyzed for variants designated by
the WHO as VOC and VOI by treatment group. Preliminary findings show that Delta
variants were most prevalent (97.95%) in study participants and distributed with high
prevalence as Delta subvariants 21J, 21A, and 211 (Module 5.3.5.1 PF-07321332 C4671005
Interim Viral Sequencing Study Report Table 3). Additionally, within the treatment group
receiving PF-07321332/ritonavir, all 5 participants that experienced treatment failure were
identified as infected by the Delta variant.

6.4.5.3. Associations between treatment and TEMs

Mutational pressure of PF-07321332 on the 3CLP™ gene was evaluated for 216 out of the
first 490 study participants that had sequencing data available at both Day 1 and Day 5. In
brief, the initial mutation analysis was grouped into four genomic regions of interest:

1) PF-07321332 contact sites within 3CLpro gene; 2) 3CLP™ cleavage sites (including
cleavage sites not within 3CLpro gene); 3) The entire 3CLP™ gene excluding region 1 and 2,
and 4) Region 1-3 combined (all 3CLP™ gene and cleavage sites not within 3CLP™ gene).
Preliminary findings showed no significant associations between treatment and TEMs across
the 3CLP™ gene regions of interest (Module 5.3.5.1 PF-07321332 C4671005 Interim Viral
Sequencing Study Report Table 4). Additionally, no clear associations were observed
between TEMs and treatment failure in participants who received PF-07321332/ritonavir
participants and in placebo (Module 5.3.5.1 PF-07321332 C4671005 Interim Viral
Sequencing Study Report Table 5). Further analysis is ongoing and will include
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characterization of post-dose TEMs outside of the 3CLP™® gene. Data will be provided as it
becomes available.

6.4.6. Safety Results

Safety results from the 45% interim analysis which includes 1349 participants (safety
analysis set) enrolled through 29 Sep 2021, with the database cutoff on 26 Oct 2021 are
presented below. Safety outputs from all participants (N=1881 in the safety analysis set)
enrolled as of the database cutoff of 26 Oct 2021 are provided in Section 6.4.6.6.

6.4.6.1. Adverse Events

PF-07321332/ritonavir was safe and well-tolerated. The proportion of participants with all-
causality TEAEs was comparable between the PF-07321332/ritonavir group and the placebo
group (19.8% and 22.3%, respectively). The proportion of participants with all-causality
SAEs was lower in the PF-07321332/ritonavir group (1.9%) compared with the placebo
group (6.8%). Fewer participants discontinued study intervention due to an AE in the
PF-07321332/ritonavir group compared with the placebo group (2.4% and 4.3%,
respectively). The reported safety data indicates that PF-07321332/ritonavir has a favorable
safety profile.

6.4.6.1.1. Overview of Adverse Events

An overview of all-causality TEAEs that started on or prior to the Day 34 visit is shown in
Table 42. The proportion of participants with all-causality TEAEs was comparable between
the PF-07321332/ritonavir group (19.8%) and the placebo group (22.3%).

e The proportion of participants with all-causality severe or potentially life-threatening
TEAEs (Grade 3 or 4) was lower in the PF-07321332/ritonavir group (3.1%)
compared with the placebo group (7.1%).

e The proportion of participants with all-causality SAEs was lower in the
PF-07321332/ritonavir group (1.9%) compared with the placebo group (6.8%).

e No participants in the PF-07321332/ritonavir group experienced an AE resulting in
death compared with 10 participants (1.5%) in the placebo group.

e The proportion of participants who discontinued study intervention or discontinued
the study due to an AE was lower in the PF-07321332/ritonavir group (2.4% and 0%,
respectively) compared with the placebo group (4.3% and 1.5%, respectively).
Similar findings were observed for those participants who had a temporary
discontinuation due to an AE.

An overview of treatment-related TEAESs that started on or prior to the Day 34 visit is shown
in Table 43. The proportion of participants with treatment-related TEAEs was higher in the
PF-07321332/ritonavir group (7.3%) compared with the placebo group (4.3%). The overall
numbers of participants with treatment-related severe or potentially life-threatening TEAEs
(Grade 3 or 4) or SAEs were low and comparable between treatment groups.
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A listing of all adverse events is provided in Study 1005 Listing 16.2.7.1.

Table 42. Treatment-Emergent Adverse Events (All Causalities) - DAIDS Grade -
Safety Analysis Set (Protocol C4671005 45IA)

PF-07321332 300 mg + Ritonavir Placebo

100 mg N=677)

(N=672)
Number (%) of Participants n (%) n (%)
Participants evaluable for adverse events 672 677
Number of adverse events 263 262
Participants with adverse events 133 (19.8) 151 (22.3)
Participants with serious adverse events 13(1.9) 46 (6.8)
Participants with Maximum Grade 3 or 4 adverse events 21(3.1) 48 (7.1)
Participants with Maximwmn Grade 5 adverse events 0 10 (1.5)
Participants discontinued from study due to adverse events? 0 10 (1.5)
Participants discontinued study drug due to AE and continue Study® 16 (2.4) 29(4.3)
Participants with dose reduced or temporary discontinuation due to 1(0.1) 4 (0.6)

adverse events

Includes AEs that started on or prior to Day 34 visit.

MedDRA v24.0 coding dictionary applied.

Except for the Number of Adverse Events participants are counted only once per treatment in each row.

Serious Adverse Events - according to the investigator's assessment.

a. Participants who have an AE record that indicates that the AE caused the participant to be discontinued from the study
b. Participants who have an AE record that indicates that Action Taken with Study Treatment was Drug Withdrawn but
AE did not Cause the Participant to be discontinued from Study

PFIZER CONFIDENTIAL SDTM Creation: {l16:07) Source Data: adae Table Generation: (|l
(19:13)

(Data cutoff date : 260CT2021 Database snapshot date :_Output File:
/nda_unblinded/C4671005_451A/adae_s020

Table 14.3.1.1 PF-07321332 is for Pfizer internal use.
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Table 43. Treatment-Emergent Adverse Events (Treatment Related) - DAIDS
Grade - Safety Analysis Set (Protocol C4671005_45IA)

PF-07321332 300 mg + Ritonavir  Placebo

100 mg (N=677)

(N=672)
Number (%) of Participants n (%) n (%)
Participants evaluable for adverse events 672 677
Number of adverse events 74 35
Participants with adverse events 49 (7.3) 29(4.3)
Participants with serious adverse events 1(0.1) 0
Participants with Maximum Grade 3 or 4 adverse events 3(0.4) 4(0.6)
Participants with Maximum Grade 5 adverse events 0 0
Participants discontinued from study due to adverse events® 0 0
Participants discontinued study drug due to AE and continue Study® 7(1.0) 3(0.4)
Participants with dose reduced or temporary discontinuation due to 0 304)

adverse events

Includes AEs that started on or prior to Day 34 visit.
MedDRA v24.0 coding dictionary applied.
Except for the Number of Adverse Events participants are counted only once per treatment in each row.
Serious Adverse Events - according to the investigator's assessment.
a. Participants who have an AE record that indicates that the AE caused the participant to be discontinued from the study
b. Participants who have an AE record that indicates that Action Taken with Study Treatment was Drug Withdrawn but
AE did not Cause the Participant to be discontinued from Study
MedDRA v24.0 coding dictionary applied.
PFIZER CONFIDENTIAL SDTM Creation: ([l 16:07) Source Data: adae Table Generation: (| D
- (19:13)
(Data cutoff date : 260CT2021 Database snapshot date :—Output File:
/nda_unblinded/C4671005_45IA/adae _s021
Table 14.3.1.2 PF-07321332 is for Pfizer internal use.

6.4.6.1.2. Analysis of Adverse Events
6.4.6.1.2.1. All-Causality TEAEs

A summary of all-causality TEAESs that started on or prior to the Day 34 visit, reported by
SOC, PT and maximum severity grade is provided in Table 44. The overall incidence of all-
causality TEAEs was comparable between the PF-07321332/ritonavir group and the placebo

group.

e All-causality TEAEs were most common (reported in >3% of participants in either
treatment group) in the SOCs of Gastrointestinal disorders, Infections and
Infestations, Investigations, Nervous system disorders, and Respiratory, thoracic and
mediastinal disorders.
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e The most frequently reported TEAESs in the PF-07321332/ritonavir group (=1%) were
Dysgeusia (4.8%), Diarrhoea (3.9%), Nausea (1.9%), Headache (1.5%), Vomiting
(1.3%), and Pyrexia (1.2%). Of these, Dysgeusia, Diarrhoea, Vomiting, and Pyrexia
were reported at a higher frequency in the PF-07321332/ritonavir group compared
with the placebo group (0.1%, 1.9%, 0.3%, and 1.0%, in the placebo group,
respectively).

e Hypertension occurred at a low frequency overall (0.9% and 0.1%, in the PF-
07321332/ritonavir and placebo group, respectively, but was more frequent in the PF-
07321332/ritonavir group. A total of 7 AEs of Hypertension were reported; 6
participants in the PF-07321332/ritonavir group and 1 participant in the placebo
group. The AEs of Hypertension were non-serious, transient in nature, did not lead to
treatment discontinuation and all were assessed as not related to study intervention by
the investigator. The AEs were mild or moderate (Grade 1-2) in severity and were
resolved/resolving, with exception of 1 participant in the PF-07321332/ritonavir

group:

o This participant had an event of severe (Grade 3) hypertension. The
participant also had 2 SAEs (abscess and sepsis), which were not
considered by the investigator to be related to study intervention and
resolved. The event of severe hypertension was not resolved (Study 1005
Listing 16.2.7.1).

e Most of the all-causality TEAEs experienced by participants in both treatment groups
were mild to moderate (Grade 1-2) in severity. Few participants.in the
PF-07321332/ritonavir group (0.9%) reported potentially life-threatening events
(Grade 4) compared with 1.6% in the placebo group.

e There were no events of death related to an AE (Grade 5) in the
PF-07321332/ritonavir group compared with 10 events (1.5%) in the placebo group.
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Table 44. Summary of Treatment-Emergent Adverse Events by MedDRA System Organ Class, Preferred Term, and
Maximum DAIDS Grade (All Causalities) - Safety Analysis Set (Protocol C4671005 451A)

Number of Participants Evaluable for AEs PF-07321332 300 mg + Ritonavir 100 mg Placebo
(N=672) (N=677)
Grade 1-2 Grade Grade Grade Missing Total Grade 1-2 Grade Grade Grade Missing Total
3 4 5 3 4 5
Number (%) of Participants: n%) n(%) n(%) n(%) n (%) n (%) n(%) n(%) n(%) n(%) n (%) n (%)
by SYSTEM ORGAN CLASS
and Preferred Term
Participants with events 111(16.5) 15 6(.9) 0 1(0.1) 133(19.8) 93(13.7) 37 11 10 0 151 (22.3)
(2.2) (5.5 @Q.6) (1.5
BLOOD AND LYMPHATIC SYSTEM DISORDERS 2(0.3) 0 0 0 0 2(0.3) 1(0.1) 0 11 o0 0 2(0.3)
Leukocytosis 2(0.3) 0 0 0 0 2(0.3) 0 0 0 0 0 0
Lymphadenopathy mediastinal 0 0 0 0 0 0 1(0.1) 0 0 0 0 1(0.1)
Microcytic anaemia 0 0 0 0 0 0 0 0 1(01) 0 0 1(0.1)
CARDIAC DISORDERS 1¢(0.1) 1001 O 0 0 2(0.3) 4(0.6) 0 0 0 0 4(0.6)
Palpitations 1¢(0.1) 1¢01) 0 0 0 2(0.3) 2(0.3) 0 0 0 0 2(0.3)
Pericardial effusion 0 0 0 0 0 0 10.1) 0 0 0 0 1(0.1)
Sinus tachycardia 0 0 0 0 0 0 1(0.1) 0 0 0 0 1(0.1)
EAR AND LABYRINTH DISORDERS 1(0.1) 0 0 0 0 1(0.1) 2(0.3) 0 0 0 0 2(0.3)
Hyperacusis 0 0 0 0 0 0 1(0.1) 0 0 0 0 1(0.1)
Vertigo 1(0.1) 0 0 0 0 1(0.1) 1(0.1) 0 0 0 0 1(0.1)
EYE DISORDERS 1(0.1) 0 0 0 0 1(0.1) 0 0 0 0 0 0
Eye pain 1(0.1) 0 0 0 0 1(0.1) 0 0 0 0 0 0
GASTROINTESTINAL DISORDERS 48 (7.1) 0 0 0 0 48(7.1) 35(52) 1(0.1) O 0 0 36 (5.3)
Abdominal pain 2(0.3) 0 0 0 0 2(0.3) 2(0.3) 0 0 0 0 2(0.3)
Abdominal pain lower 1(0.1) 0 0 0 0 1(0.1) 0 0 0 0 0 0
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Table 44. Summary of Treatment-Emergent Adverse Events by MedDRA System Organ Class, Preferred Term, and
Maximum DAIDS Grade (All Causalities) - Safety Analysis Set (Protocol C4671005_45IA)

Number of Participants Evaluable for AEs PF-07321332 300 mg + Ritonavir 100 mg Placebo
=672) (N=677)
Grade 1-2 Grade Grade Grade Missing  Total  Grade 1-2 Grade Grade Grade Missing Total
3 4 5 3 4 5
Number (%) of Participants: n(%) n(%) n(%) n(%) n (%) n (%) n(%) n(%) n(%) n(%) n (%) n (%)
by SYSTEM ORGAN CLASS
and Preferred Term
Abdominal pain upper 1(0.1) 0 0 0 0 1(0.1) 2(0.3) 0 0 0 0 2(0.3)
Colitis 1(0.1) 0 0 0 0 1(0.1) 0 0 0 0 0 0
Constipation 1(0.1) 0 0 0 0 1(0.1) 2(0.3) 0 0 0 0 2(0.3)
Diarrhoea 26 (3.9) 0 0 0 0 26(3.9) 13(1.9) 0 0 0 0 13(1.9)
Dry mouth 1(0.1) 0 0 0 0 1(0.1) 0 0 0 0 0 0
Dyspepsia 5(0.7) 0 0 0 0 5(0.7) 3(0.4) 0 0 0 0 3(0.4)
Faeces soft 1(0.1) 0 0 0 0 1(0.1) 0 0 0 0 0 0
Gastrooesophageal reflux disease 3(0.4) 0 0 0 0 3(0.4) 2(0.3) 0 0 0 0 2(0.3)
Hiatus hernia 0 0 0 0 0 0 1(0.1) 0 0 0 0 1(0.1)
Hyperchlorhydria 0 0 0 0 0 0 1(0.1) 0 0 0 0 1(0.1)
Large intestine polyp 0 0 0 0 0 0 1(0.1) 0 0 0 0 1(0.1)
Nausea 13(1.9) 0 0 0 0 13(1.9) 13(1.9) 1(0.1) O 0 0 14 2.1)
Rectal haemorrhage 0 0 0 0 0 0 1(0.1) 0 0 0 0 1(0.1)
Vomiting 9(1.3) 0 0 0 0 9(1.3) 2(0.3) 0 0 0 0 2(0.3)
GENERAL DISORDERS AND ADMINISTRATION 16 (2.4) 0 0 0 0 16 (2.4) 11(16) 1(01) O 0 0 12 (1.8)
SITE CONDITIONS
Asthenia 3(04) 0 0 0 0 3(0.4) 0 1(0.1) 0 0 0 1(0.1)
Catheter site pain 1(0.1) 0 0 0 0 1(0.1) 0 0 0 0 0 0
Chest discomfort 2(0.3) 0 0 0 0 2(0.3) 0 0 0 0 0 0
Chest pain 1(0.1) 0 0 0 0 1(0.1) 0 0 0 0 0 0
Chills 5(0.7) 0 0 0 0 5(0.7) 0 0 0 0 0 0
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Table 44. Summary of Treatment-Emergent Adverse Events by MedDRA System Organ Class, Preferred Term, and
Maximum DAIDS Grade (All Causalities) - Safety Analysis Set (Protocol C4671005_45IA)

Number of Participants Evaluable for AEs PF-07321332 300 mg + Ritonavir 100 mg Placebo
(N=672) (N=677)
Grade 1-2 Grade Grade Grade Missing Total Grade 1-2 Grade Grade Grade Missing Total
3 4 5 3 4 5
Number (%) of Participants: n(%) n(%) n(%) n(%) n (%) n (%) n(%) n(%) n(%) n(%) n (%) n (%)
by SYSTEM ORGAN CLASS
and Preferred Term
Fatigue 2(0.3) 0 0 0 0 2(0.3) 5(0.7) 0 0 0 0 5(0.7)
Non-cardiac chest pain 1(0.1) 0 0 0 0 1(0.1) 0 0 0 0 0 0
Oedema due to cardiac disease 1(0.1) 0 0 0 0 1(0.1) 0 0 0 0 0 0
Pain 0 0 0 0 0 0 3(0.4) 0 0 0 0 3(0.4)
Pyrexia 8(1.2) 0 0 0 0 8(1.2) 7(1.0) 0 0 0 0 7(1.0)
HEPATOBILIARY DISORDERS 2(0.3) 10y O 0 0 3(04) 1(0.1) 0 0 0 0 1(0.1)
Cholestasis 1(0.1) 0 0 0 0 1(0.1) 0 0 0 0 0 0
Hepatitis toxic 1(0.1) 0 0 0 0 1(0.1) 0 0 0 0 0 0
Hyperbilirubinaemia 0 1(0.1) 0 0 0 1(0.1) 0 0 0 0 0 0
Liver injury 0 0 0 0 0 0 1(0.1) 0 0 0 0 1(0.1)
IMMUNE SYSTEM DISORDERS 1(0.1) 0 0 0 0 1(0.1) 0 0 0 0 0 0
Seasonal allergy 1(0.1) 0 0 0 0 1(0.1) 0 0 0 0 0 0
INFECTIONS AND INFESTATIONS 9(1.3) 507 1(0.1) 0 0 15(2.2) 14(2.1) 20 609 7(1.0) 0 47(6.9)
(3.0
Abscess 0 1(01) 0 0 0 1(0.1) 0 0 0 0 0 0
Atypical pneumonia 0 0 0 0 0 0 0 0 1(0.1) 0 0 1(0.1)
Bronchitis 1(0.1) 0 0 0 0 1(0.1) 1(0.1) 0 0 0 0 1(0.1)
COVID-19 203 1(01) O 0 0 3(0.4) 40.6) 507101203 0 12 (1.8)
COVID-19 pneumonia 2(03) 3(04) 0 0 0 5(0.7) 4(0.6) 10 4(06) 5(07) 0 23(3.4)
(1.5)
Mumps 0 0 0 0 0 0 1(0.1) 0 0 0 0 1(0.1)
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Table 44. Summary of Treatment-Emergent Adverse Events by MedDRA System Organ Class, Preferred Term, and
Maximum DAIDS Grade (All Causalities) - Safety Analysis Set (Protocol C4671005_4SIA)

Number of Participants Evaluable for AEs PF-07321332 300 mg + Ritonavir 100 mg Placebo
(N=672) (N=677)
Grade 1-2 Grade Grade Grade Missing  Total Grade 1-2 Grade Grade Grade Missing Total
3 4 5 3 4 5
Number (%) of Participants: n(%) n(%) n(%) n(%) n (%) n (%) n(%) n(%) n(%) n(%) n (%) n (%)
by SYSTEM ORGAN CLASS
and Preferred Term
Oral herpes 1(0.1) 0 0 0 0 1(0.1) 2(0.3) 0 0 0 0 2(0.3)
Oropharyngeal candidiasis 1(0.1) 0 0 0 0 1(0.1) 0 0 0 0 0 0
Pneumonia 1(0.1) 1(01) 0 0 0 2(0.3) 1(0.1) 5(.7)1¢.1) 0 0 7(1.0)
Pneumonia viral 0 0 0 0 0 0 1(0.1) 0 0 0 0 1(0.1)
Respiratory tract infection bacterial 1(0.1) 0 0 0 0 1(0.1) 0 0 0 0 0 0
Respiratory tract infection viral 1(0.1) 0 0 0 0 1(0.1) 0 0 0 0 0 0
Sepsis 0 0 1¢.1) 0 0 1(0.1) 0 0 0 0 0 0
Urinary tract infection 1(0.1) 0 0 0 0 1(0.1) 1(0.1) 0 0 0 0 1(0.1)
Viral rhinitis 0 0 0 0 0 0 1(0.1) 0 0 0 0 1(0.1)
Viral sepsis 0 1(01) 0 0 0 1(0.1) 0 0 0 0 0 0
Vulvovaginal candidiasis 1(0.1) 0 0 0 0 1(0.1) 0 0 0 0 0 0
INJURY, POISONING AND PROCEDURAL 0 0 0 0 0 0 2(0.3) 0 1¢1) 0 0 3(0.4)
COMPLICATIONS
Craniocerebral injury 0 0 0 0 0 0 0 0 11 0 0 1(0.1)
Eye injury 0 0 0 0 0 0 0 0 11 0 0 1(0.1)
Fall 0 0 0 0 0 0 1(0.1) 0 0 0 0 1(0.1)
Hand fracture 0 0 0 0 0 0 1(0.1) 0 1(0.1) 0 0 2(0.3)
Road traffic accident 0 0 0 0 0 0 0 0 1(0.1) O 0 1(0.1)
Wrist fracture 0 0 0 0 0 0 0 0 1(0.1) 0 0 1(0.1)
INVESTIGATIONS 17(.5) 7(1.0) 50.7) 0 0 29(43) 25(@3.7) 10 5(0.7) 0 0 40 (5.9)
(1.5)
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Table 44. Summary of Treatment-Emergent Adverse Events by MedDRA System Organ Class, Preferred Term, and
Maximum DAIDS Grade (All Causalities) - Safety Analysis Set (Protocol C4671005_45IA)

Number of Participants Evaluable for AEs PF-07321332 300 mg + Ritonavir 100 mg Placebo
(N=672) (N=677)
Grade 1-2 Grade Grade Grade Missing Total  Grade 1-2 Grade Grade Grade Missing Total
3 4 5 3 4 5

Number (%) of Participants: n(%) n(%) n(%) n(%) n (%) n (%) n(%) n(%) n(%) n(%) n (%) n (%)

by SYSTEM ORGAN CLASS

and Preferred Term
Activated partial thromboplastin time prolonged 2(0.3) 0 0 0 0 2(0.3) 1(0.1) 0 0 0 0 1(0.1)
Alanine aminotransferase increased 4 (0.6) 0 0 0 0 4(0.6) 7(.0) 3(04) 0 0 0 10 (1.5)
Aspartate aminotransferase increased 2(0.3) 0 0 0 0 2(0.3) 1(0.1) 10.1)1¢.1) 0 0 3(0.4)
Blood creatine phosphokinase increased 0 0 1(0.1) O 0 1(0.1) 1(0.1) 1¢0.1) 0 0 0 2(0.3)
Blood fibrinogen decreased 0 2(03) 0 0 0 2(0.3) 0 0 0 0 0 0
Blood glucose increased 1(0.1) 0 10.1) 0 0 2(0.3) 2(0.3) 10.H101) O 0 4 (0.6)
Blood thyroid stimulating hormone increased 2(0.3) 0 0 0 0 2(0.3) 1(0.1) 0 0 0 0 1(0.1)
Breath sounds abnormal 1(0.1) 0 0 0 0 1(0.1) 0 0 0 0 0 0
C-reactive protein increased 203 101 0 0 0 3(0.4) 1(0.1) 1¢0.1) 0 0 0 2(0.3)
Creatinine renal clearance abnormal 0 0 0 0 0 0 0 1(0.1) 0 0 0 1(0.1)
Creatinine renal clearance decreased 0 2(03)10.1) 0 0 3(0.4) 0 3(004)1¢0.1) O 0 4(0.6)
Differential white blood cell count abnormal 1(0.1) 0 0 0 0 1(0.1) 0 0 0 0 0 0
Fibrin D dimer increased 3(0.4) 0 0 0 0 3(0.4) 10 (1.5) 0 101 0 0 11(1.6)
Glomerular filtration rate abnormal 0 0 0 0 0 0 1(0.1) 0 0 0 0 1(0.1)
Glomerular filtration rate decreased 0 1001) O 0 0 1(0.1) 0 10.1)1¢0.1) 0 0 2(0.3)
Glycosylated haemoglobin increased 0 0 0 0 0 0 1(0.1) 0 0 0 0 1(0.1)
Haematocrit increased 1(0.1) 0 0 0 0 1(0.1) 0 0 0 0 0 0
Haemoglobin decreased 0 0 1(0.1) O 0 1(0.1) 0 0 0 0 0 0
Haptoglobin increased 2(0.3) 0 0 0 0 2(0.3) 1(0.1) 0 0 0 0 1(0.1)
Hepatic enzyme increased 1(0.1) 0 0 0 0 1(0.1) 101 101 0 0 0 2(0.3)
International normalised ratio abnormal 0 0 1 01 0 0 1(0.1) 0 0 0 0 0 0

PFIZER CONFIDENTIAL

Page 141



PF-07321332/ritonavir
EUA 000105

Table 44. Summary of Treatment-Emergent Adverse Events by MedDRA System Organ Class, Preferred Term, and
Maximum DAIDS Grade (All Causalities) - Safety Analysis Set (Protocol C4671005_45IA)

Number of Participants Evaluable for AEs PF-07321332 300 mg + Ritonavir 100 mg Placebo
(N=672) (N=677)
Grade 12 Grade Grade Grade Missing  Total Grade 1-2 Grade Grade Grade Missing Total
3 4 5 3 4 5
Number (%) of Participants: n®) n((%) n(%) n((%) n (%). n (%) n(%) n((%) n(%) n(%) n (%) n (%)
by SYSTEM ORGAN CLASS
and Preferred Term
Neutrophil count increased 2(0.3) 0 0 0 0 2(0.3) 0 0 0 0 0 0
Oxygen saturation decreased 0 1¢(0.1) O 0 0 1(0.1) 0 0 0 0 0 0
Platelet count increased 1(0.1) 0 0 0 0 1(0.1) 0 0 0 0 0 0
Prothrombin time prolonged 0 0 101 0 0 1(0.1) 0 0 0 0 0 0
Serum ferritin increased 1(0.1) 0 0 0 0 1(0.1) 0 0 0 0 0 0
Thyroxine increased 1(0.1) 0 0 0 0 1(0.1) 0 0 0 0 0 0
White blood cell count decreased 1(0.1) 0 0 0 0 1(0.1) 0 1(01) O 0 0 1(0.1)
White blood cell count increased 2(0.3) 0 0 0 0 2(0.3) 0 0 0 0 0 0
METABOLISM AND NUTRITION DISORDERS 8(1.2) 203 0 0 1(0.1) 11(1.6) 7(1.0) 2(03) 0 0 0 9(1.3)
Decreased appetite 1(0.1) 0 0 0 0 1(0.1) 0 0 0 0 0 0
Dehydration 0 0 0 0 0 0 1(0.1) 0 0 0 0 1(0.1)
Diabetes mellitus 1(0.1) 0 0 0 0 1(0.1) 0 0 0 0 0 0
Diabetes mellitus inadequate control 0 1(0.1) O 0 0 1(0.1) 0 1(0.1) 0 0 0 1(0.1)
Hyperglycaemia 1(0.1) 0 0 0 1(0.1) 2(0.3) 0 1(01) 0 0 0 1(0.1)
Hypertriglyceridaemia 0 0 0 0 0 0 1(0.1) 0 0 0 0 1(0.1)
Hypokalaemia 2(0.3) 0 0 0 0 2(0.3) 2(0.3) 0 0 0 0 2(0.3)
Hyponatraemia 2(0.3) 0 0 0 0 2(0.3) 0 0 0 0 0 0
Hypophosphataemia 0 1(0.1) 0 0 0 1(0.1) 0 0 0 0 0 0
Impaired fasting glucose 0 0 0 0 0 0 1(0.1) 0 0 0 0 1(0.1)
Type 2 diabetes mellitus 1(0.1) 0 0 0 0 1(0.1) 2(0.3) 0 0 0 0 2(0.3)
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Table 44. Summary of Treatment-Emergent Adverse Events by MedDRA System Organ Class, Preferred Term, and
Maximum DAIDS Grade (All Causalities) - Safety Analysis Set (Protocol C4671005_45IA)

Number of Participants Evaluable for AEs PF-07321332 300 mg + Ritonavir 100 mg Placebo
(N=672) (N=677)
Grade 1-2 Grade Grade Grade Missing Total Grade 1-2 Grade Grade Grade Missing Total
3 4 5 3 4 5
Number (%) of Participants: n®) n(%) n(%) n(%) n (%) n (%) n(%) n(%) n(%) n(%) n(%) n (%)
by SYSTEM ORGAN CLASS
and Preferred Term
MUSCULOSKELETAL AND CONNECTIVE TISSUE 7(1.0) 0 0 0 0 7(1.0) 8(1.2) 0 0 0 0 8(1.2)
DISORDERS
Arthralgia 1(0.1) 0 0 0 0 1(0.1) 1(0.1) 0 0 0 0 1(0.1)
Back pain 1(0.1) 0 0 0 0 1(0.1) 1(0.1) 0 0 0 0 1(0.1)
Intervertebral disc degeneration 0 0 0 0 0 0 1(0.1) 0 0 0 0 1(0.1)
Intervertebral disc protrusion 0 0 0 0 0 0 1(0.1) 0 0 0 0 1(0.1)
Muscle spasms 0 0 0 0 0 0 2(0.3) 0 0 0 0 2(0.3)
Musculoskeletal stiffness 0 0 0 0 0 0 1(0.1) 0 0 0 0 1(0.1)
Myalgia 4(0.6) 0 0 0 0 4(0.6) 2(0.3) 0 0 0 0 2(0.3)
Pain in extremity 1(0.1) 0 0 0 0 1(0.1) 0 0 0 0 0 0
Spinal osteoarthritis 0 0 0 0 0 0 1(0.1) 0 0 0 0 1(0.1)
NEOPLASMS BENIGN, MALIGNANT AND 0 0 0 0 0 0 0 1(01) 0 0 0 1(0.1)
UNSPECIFIED (INCL CYSTS AND POLYPS)

Colon adenoma 0 0 0 0 0 0 0 1(0.1) 0 0 0 1(0.1)
NERVOUS SYSTEM DISORDERS 44(6.5) 1(0.1) 0 0 0 45(6.7) 19(2.8) 0 0 0 0 19(2.8)
Anosmia 3(0.4) 0 0 0 0 3(0.4) 0 0 0 0 0 0

Dizziness 3(0.4) 0 0 0 0 3(0.4) 5(0.7) 0 0 0 0 5(0.7)
Dysgeusia 31(46) 1(01) O 0 0 32(4.8) 1(0.1) 0 0 0 0 1(0.1)

Facial paralysis 1(0.1) 0 0 0 0 1(0.1) 0 0 0 0 0 0

Headache 10 (1.5) 0 0 0 0 10 (1.5) 11 (1.6) 0 0 0 0 11(1.6)

Hypersomnia 0 0 0 0 0 0 1(0.1) 0 0 0 0 1(0.1)
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Table 44. Summary of Treatment-Emergent Adverse Events by MedDRA System Organ Class, Preferred Term, and
Maximum DAIDS Grade (All Causalities) - Safety Analysis Set (Protocol C4671005_45IA)

Number of Participants Evaluable for AEs PF-07321332 300 mg + Ritonavir 100 mg Placebo
(N=672) (N=67T)
Grade 1-2 Grade Grade Grade Missing Total Grade 1-2 Grade Grade Grade Missing Total
3 4 5 3 4 5
Number (%) of Participants: n%) n(%) n(%) n(%) n (%) n (%) n(%) n(%) n(%) n(%) n (%) n (%)
by SYSTEM ORGAN CLASS
and Preferred Term
Migraine 1(0.1) 0 0 0 0 1(0.1) 0 0 0 0 0 0
Restless legs syndrome 0 0 0 0 0 0 1(0.1) 0 0 0 0 1(0.1)
Syncope 0 0 0 0 0 0 1(0.1) 0 0 0 0 1(0.1)
PSYCHIATRIC DISORDERS 3(0.4) 0 0 0 0 3(0.4) 4(0.6) 0 0 0 0 4(0.6) -
Anxiety 1¢0.1) 0 0 0 0 1(0.1) 1(0.1) 0 0 0 0 1(0.1)
Confusional state 1(0.1) 0 0 0 0 1(0.1) 1(0.1) 0 0 0 0 1(0.1)
Insomnia 1(0.1) 0 0 0 0 1(0.1) 2(0.3) 0 0 0 0 2(0.3)
Stress 0 0 0 0 0 0 1(0.1) 0 0 0 0 1(0.1)
REPRODUCTIVE SYSTEM AND BREAST 1(0.1) 0 0 0 0 1(0.1) 1(0.1) 0 0 0 0 1(0.1)
DISORDERS
Vaginal haemorrhage 1(0.1) 0 0 0 0 1(0.1) 1(0.1) 0 0 0 0 1(0.1)
RESPIRATORY, THORACIC AND MEDIASTINAL 12(1.8) 1(0.1) 0 0 0 13(1.9) 11(1.6) 10 1(0.1)3(04) O 25(3.7)
DISORDERS (1.5)
Acute respiratory distress syndrome 0 0 0 0 0 0 0 0 0 101 0 1(0.1)
Acute respiratory failure 0 1(0.1) O 0 0 1(0.1) 0 2(03) 1(0.1) 1(0.1) O 4 (0.6)
Asthma 0 0 0 0 0 0 1(0.1) 0 0 0 0 1(0.1)
Cough 5(00.7) 0 0 0 0 5(0.7) 406) 2(03) 0 0 0 6(0.9)
Dyspnoea 3(0.4) 0 0 0 0 3(0.4) 3(04) 304 0 0 0 6(0.9)
Hiccups 1(0.1) 0 0 0 0 1(0.1) 0 0 0 0 0 0
Hypoxia 0 0 0 0 0 0 3(04) 1¢(0.1) 0 1¢01) O 5(0.7)
Interstitial lung disease 0 0 0 0 0 0 0 1(01) 0 0 0 1(0.1)
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Table 44. Summary of Treatment-Emergent Adverse Events by MedDRA System Organ Class, Preferred Term, and
Maximum DAIDS Grade (All Causalities) - Safety Analysis Set (Protocol C4671005 45IA)

Number of Participants Evaluable for AEs PF-07321332 300 mg + Ritonavir 100 mg Placebo
(N=672) (N=677)
: Grade 1-2 Grade Grade Grade Missing Total Grade 1-2 Grade Grade Grade Missing Total
j 3 4 5 3 4 5
| Number (%) of Participants: n(%) n(%) n(%) n(%) n (%) n (%) n(%) n(%) n(%) n(%) n (%) n (%)
| by SYSTEM ORGAN CLASS
: and Preferred Term
i Nasal congestion 2(0.3) 0 0 0 0 2(0.3) 0 0 0 0 0 0
1 Oropharyngeal pain 3(0.4) 0 0 0 0 3004 0 0 0 0 0 0
‘ Pneumonitis 0 0 0 0 0 0 0 2(03) 0 0 0 2(0.3)
Respiratory failure 0 0 0 0 0 0 0 1(01) 0 0 0 1(0.1)
: Rhinorrhoea 1(0.1) 0 0 0 0 1(0.1) 1(0.1) 0 0 0 0 1(0.1)
1 SKIN AND SUBCUTANEOUS TISSUE DISORDERS 3(04) 2(03) 0 0 0 5(0.7) 6(0.9 10.1) 0 0 0 7(1.0)
| Acne 0 0 0 0 0 0 1(0.1) 0 0 0 0 1(0.1)
Alopecia 0 0 0 0 0 0 1(0.1) 0 0 0 0 1(0.1)
Erythema 0 0 0 0 0 0 4(0.6) 0 0 0 0 4(0.6)
Hyperhidrosis 0 1(0.1) O 0 0 1(0.1) 0 0 0 0 0 0
Hyperkeratosis 1(0.1) 0 0 0 0 1(0.1) 0 0 0 0 0 0
Pruritus 1(0.1) 0 0 0 0 1(0.1) 0 0 0 0 0 0
Rash 2(0.3) 0 0 0 0 2(0.3) 1(0.1) 1¢.1) 0 0 0 2(0.3)
Rash maculo-papular 0 1(0.1) O 0 0 1(0.1) 0 0 0 0 0 0
Urticaria 0 0 0 0 0 0 1(0.1) 0 0 0 0 1(0.1)
SOCIAL CIRCUMSTANCES 1(0.1) 0 0 0 0 1(0.1) 0 0 0 0 0 0
Disease risk factor 1(0.1) 0 0 0 0 1(0.1) 0 0 0 0 0 0
UNCODED TERM 0 0 0 0 0 0 1(0.1) 0 0 0 0 1(0.1)
INCREASED PROCALCITONIN VALUE - 0.28 0 0 0 0 0 0 1(0.1) 0 0 0 0 1(0.1)
NG/ML - MORE, THAN 3X UNL@@
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Table 44. Summary of Treatment-Emergent Adverse Events by MedDRA System Organ Class, Preferred Term, and
Maximum DAIDS Grade (All Causalities) - Safety Analysis Set (Protocol C4671005_45IA)

Number of Participants Evaluable for AEs PF-07321332 300 mg + Ritonavir 100 mg Placebo
(N=672) (N=677)
Grade 1-2 Grade Grade Grade Missing Total Grade 1-2 Grade Grade Grade Missing Total
3 4 5 3 4 S
Number (%) of Participants: n(%) n(%) n(%) n(%) n (%) n (%) n(%) n(%) n(%) n(%) n (%) n (%)
by SYSTEM ORGAN CLASS
and Preferred Term
VASCULAR DISORDERS 50.7 101 0 0 0 6(0.9) 5(0.7) 0 0 0 0 5(0.7)
Hyperaemia 0 0 0 0 0 0 1(0.1) 0 0 0 0 1(0.1)
Hypertension 5(0.7 1¢(01) 0 0 0 6(0.9) 1(0.1) 0 0 0 0 1(0.1)
Hypotension 1(0.1) 0 0 0 0 1(0.1) 2(0.3) 0 0 0 0 2(0.3)
Orthostatic hypotension 0 0 0 0 0 0 1(0.1) 0 0 0 0 1(0.1)
Includes AEs that started on or prior to Day 34 visit.
MedDRA v24.0 coding dictionary applied.
(19:14)

PFIZER CONFIDENTIAL SDTM Creation: 16:07) Source Data: adae Table Generation:
(Data cutoft date : 260CT2021 Database snapshot date :

~Table 14.3.1.3 PF-07321332 is for Pfizer internal use.

Output File: ./nda_unblinded/C4671005_45IA/adae_s062
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6.4.6.1.2.2. Treatment-related TEAEs

A summary of treatment-related TEAESs that started on or prior to the Day 34 visit, reported
by SOC, PT and maximum severity grade is provided in Table 45. The overall incidence of
treatment-related TEAEs was higher in the PF-07321332/ritonavir group (7.3%) compared
with the placebo group (4.3%).

The most frequently reported treatment-related TEAEs (reported in >3% of
participants in either treatment group) occurred in the SOCs of Nervous system
disorders and Gastrointestinal disorders.

The most frequently reported treatment-related TEAEs in the PF-07321332/ritonavir
group (=1%) were Dysgeusia (3.7%), and Diarrhoea (1.9%). Both of these
treatment-related TEAEs were reported with a higher incidence in the
PF-07321332/ritonavir group compared with the placebo group (Dysgeusia: 3.7% in
the PF-07321332/ritonavir group versus 0.1% in the placebo group, and Diarrhoea:
1.9% in the PF-07321332/ritonavir group versus 0.3% in the placebo group).

Most of the treatment-related TEAEs experienced by participants in both treatment
groups were mild to moderate (Grade 1-2) in severity. One (1) participant in the
placebo treatment group had a potentially life-threatening (Grade 4) event (Blood
glucose increased) that was considered related to treatment. No participants in either
treatment group had an event of death related to an AE (Grade 5).
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Table 45. Summary of Treatment-Emergent Adverse Events by MedDRA System Organ Class, Preferred Term and
Maximum DAIDS Grade (Treatment Related) - Safety Analysis Set (Protocol C4671005_45IA)

Number of Participants Evaluable for AEs PF-07321332 300 mg + Ritonavir 100 mg Placebo
(N=672) =677)
Grade 1-2 Grade Grade Grade Missing Total Gradel-2 Grade Grade Grade Missing Total
3 4 5 3 4 5
Number (%) of Participants: n (%) n(%) n(%) n(%) n(%) n (%) n (%) n®) n(%) n(%) n(%) n (%)
by SYSTEM ORGAN CLASS
With Any Adverse Event 46 (6.8) 3(0.4) 0 0 0 49(7.3) 25(3.7) 3(04) 1(0.1) 0 0 29 (4.3)
CARDIAC DISORDERS 0 1(0.1) 0 0 0 1(0.1) 1(0.1) 0 0 0 0 1(0.1)
Palpitations 0 1(0.1) 0 0 0 1(0.1) 1(0.1) 0 0 0 0 1(0.1)
EAR AND LABYRINTH DISORDERS 1(0.1) 0 0 0 0 1(0.1) 1(0.1) 0 0 0 0 1(0.1)
Vertigo 1(0.1) 0 0 0 0 1(0.1) 1(0.1) 0 0 0 0 1(0.1)
GASTROINTESTINAL DISORDERS 26 (3.9) 0 0 0 0 26(3.9) 12(1.8) 1(0.1) 0 0 0 13(1.9)
Abdominal pain upper 1(0.1) 0 0 0 0 1(0.1) 2(0.3) 0 0 0 0 2(0.3)
Colitis 1(0.1) 0 0 0 0 1(0.1) 0 0 0 0 0 0
Diarrhoea 13(1.9) 0 0 0 0 13(1.9) 2(0.3) 0 0 0 0 2(0.3)
Dry mouth 1(0.1) 0 0 0 0 1(0.1) 0 0 0 0 0 0
Dyspepsia 5(0.7) 0 0 0 0 5(0.7) 2(0.3) 0 0 0 0 2(0.3)
Faeces soft 1(0.1) 0 0 0 0 1(0.1) 0 0 0 0 0 0
Gastrooesophageal reflux disease 2(0.3) 0 0 0 0 2(0.3) 1(0.1) 0 0 0 0 1(0.1)
Nausea 6(0.9) 0 0 0 0 6(0.9) 6(0.9) 1(0.1) 0 0 0 7(1.0)
Vomiting 5(0.7) 0 0 0 0 5(0.7) 1(0.1) 0 0 0 0 1(0.1)
GENERAL DISORDERS AND 1(0.1) 0 0 0 0 1(0.1) 1(0.1) 0 0 0 0 1(0.1)
ADMINISTRATION SITE CONDITIONS
Chest discomfort 1(0.1) 0 0 0 0 1(0.1) 0 0 0 0 0 0
Pyrexia 0 0 0 0 0 0 1(0.1) 0 0 0 0 1(0.1)
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Table 45. Summary of Treatment-Emergent Adverse Events by MedDRA System Organ Class, Preferred Term and
Maximum DAIDS Grade (Treatment Related) - Safety Analysis Set (Protocol C4671005_45IA)

Number of Participants Evaluable for AEs PF-07321332 300 mg + Ritonavir 100 mg Placebo
(N=672) (N=677)
Grade 1-2 Grade Grade Grade Missing Total Grade 1-2 Grade Grade Grade Missing Total
3 4 5 3 4 5
Number (%) of Participants: n (%) n(%) n(%) n) n(%) n (%) n (%) n(%) n(%) n(%) n%) n (%)
by SYSTEM ORGAN CLASS
INVESTIGATIONS 1(0.1) 0 0 0 1(0.1) 5.7 1(0.1) 1(0.1) 0 7(1.0)
Activated partial thromboplastin time 1(0.1) 0 0 0 1(0.1) 1(0.1) 0 0 0 0 1(0.1)
prolonged
Alanine aminotransferase increased 0 0 0 0 0 0 1(0.1) 0 0 0 0 1(0.1)
Blood glucose increased 0 0 0 0 0 0 0 0 1(0.1) 0 1(0.1)
Blood thyroid stimulating hormone 0 0 1(0.1) 0 0 0 1(0.1)
increased
Fibrin D dimer increased 0 0 0 0 0 0 1(0.1) 0 0 0 0 1(0.1)
Haptoglobin increased 0 0 0 0 0 0 1(0.1) 0 0 0 0 1(0.1)
Hepatic enzyme increased 0 0 0 0 0 0 0 1(0.1) 0 0 0 1(0.1)
METABOLISM AND NUTRITION 1(0.1) 0 0 0 0 1(0.1) 0 0 0 0 0 0
DISORDERS
Decreased appetite 1(0.1) 0 0 0 0 1(0.1) 0 0 0 0 0 0
MUSCULOSKELETAL AND CONNECTIVE 1(0.1) 0 0 0 0 1(0.1) 0 0 0 0 0 0
TISSUE DISORDERS
Myalgia 1(0.1) 0 0 0 0 1(0.1) 0 0 0 0 0 0
NERVOUS SYSTEM DISORDERS 26(3.9) 1(0.1) 0 0 0 27(4.0) 3(0.4) 0 0 0 0 3(04)
Dizziness 2(0.3) 0 0 0 0 2(0.3) 0 0 0 0 0 0
Dysgeusia 24(3.6) 1(0.1) 0 0 0 2537 1(0.1) 0 0 0 0 1(0.1)
Headache 1(0.1) 0 0 0 0 1(0.1) 1(0.1) 0 0 0 0 1(0.1)
Hypersomnia 0 0 0 0 0 0 1(0.1) 0 0 0 0 1(0.1)
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Table 45. Summary of Treatment-Emergent Adverse Events by MedDRA System Organ Class, Preferred Term and
Maximum DAIDS Grade (Treatment Related) - Safety Analysis Set (Protocol C4671005_4SIA)

Number of Participants Evaluable for AEs PF-07321332 300 mg + Ritonavir 100 mg Placebo
(N=672) (N=677)
Grade 1-2 Grade Grade Grade Missing Total Gradel-2 Grade Grade Grade Missing Total
3 4 5 3 4 5
Number (%) of Participants: n (%) n®) n(%) n%) n(%) n (%) n (%) n(%) n(%) n(®) n%) n (%)
by SYSTEM ORGAN CLASS
PSYCHIA'TRIC DISORDERS 1(0.1) 0 0 0 0 1(0.1) 1(0.1) 0 0 0 0 1(0.1)
Anxiety 1(0.1) 0 0 0 0 1(0.1) 0 0 0 0 0 0
Confusional state 0 0 0 0 0 0 1(0.1) 0 0 0 0 1(0.1)
RESPIRATORY, THORACIC AND 2(0.3) 0 0 0 0 2(0.3) 0 0 0 0 0 0
MEDIASTINAL DISORDERS
Dyspnoea 1(0.1) 0 0 0 0 1(0.1) 0 0 0 0 0 0
Hiccups 1(0.1) 0 0 0 0 1(0.1) 0 0 0 0 0 0
SKIN AND SUBCUTANEOUS TISSUE 1(0.1) 1(0.1) 0 0 2(0.3) 3(04) 1(0.1) 0 4(0.6)
DISORDERS
Acne 0 0 0 0 0 1(0.1) 0 0 0 1(0.1)
Alopecia 0 0 0 0 0 1(0.1) 0 0 0 1(0.1)
Erythema 0 0 0 0 0 1.1 0 0 0 1(0.1)
Rash 1(0.1) 0 0 0 0 1(0.1) 1(0.1) 1(0.1) 0 0 0 2(0.3)
Rash maculo-papular 0 1.1 0 0 0 10.1) 0 0 0 0 0
VASCULAR DISORDERS 0 0 0 0 0 1(0.1) 0 0 0 1(0.1)
Orthostatic hypotension 0 0 0 0 0 1(0.1) 0 0 0 1(0.1)

Includes AEs that started on or prior to Day 34 visit.
MedDRA v24.0 coding dictionary applied.

PFIZER CONFIDENTIAL SDTM Creation: 16:07) Source Data: adae Table Generation:-(19: 14)
(Data cutoff date : 260CT2021 Database snapshot date : Output File: ./nda_unblinded/C4671005_451A/adae_s068

Table 14.3.1.5 PF-07321332 is for Pfizer internal use.
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6.4.6.1.3. Serious Adverse Events

The overall incidence of participants with all causality SAEs was lower in the
PF-07321332/ritonavir treatment group (1.9%) compared with placebo (6.8%) (Table 46).

No participants in the PF-07321332/ritonavir group had an SAE that resulted in
death compared with 10 participants (1.5%) in the placebo group (Table 47).

The most frequently reported treatment emergent SAEs in the
PF-07321332/ritonavir group (>2 participants) were COVID-19 (2 participants,
0.3% [compared with 7 participants, 1% in the placebo group]), and COVID-19
pneumonia (4 participants, 0.6% [compared with 21 participants, 3.1% in the
placebo group]). All of these SAEs were considered related to the disease under
study.

One participant in the PF-07321332/ritonavir group had treatment-emergent SAEs
of Palpitations, Chest discomfort and Dyspnoea (Table 48). In the opinion of the
investigator, there was a reasonable possibility that the events of Chest discomfort,
Dyspnoea, and Palpitations were related to the study intervention (ritonavir); there
was not a reasonable possibility that the events were related to the study intervention
(PF-07321332), concomitant drug or clinical trial procedure. A narrative for this
participant is provided in Module 5.3.5.1 C4671005 Interim Analysis Narratives.

A listing of SAEs is provided in Study 1005 Table 16.2.7.1 and narratives for all participants
who experienced an SAE are provided in Module 5.3.5.1 C4671005 Interim Analysis
Narratives.
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Table 46. Summary of Treatment-Emergent Serious Adverse Events by MedDRA System Organ Class, Preferred Term,
and Maximum DAIDS Grade (All Causalities) - Safety Analysis Set (Protocol C4671005 45IA)

Number of Participants Evaluable for AEs PF-07321332 300 mg + Ritonavir 100 mg Placebo
(N=672) (N=677)
Grade 12 Grade Grade Grade Missing Total Grade1-2 Grade Grade Grade Missing Total
3 4 5 3 4 5
Number (%) of Participants: n(%) n%) n(%) n(%) n(%) n (%) n (%) n(%) n(%) n((%) n(%) n (%)
by SYSTEM ORGAN CLASS
and Preferred Term
Participants with events 406) 6(09) 3004 0 0 13(1.9) 5(0.7) 24 7(1.0) 10 0 46 (6.8)
3.5) (1.5)

CARDIAC DISORDERS 0 10.) 0 0 0 1(0.1) 0 0 0 0 0 0
Palpitations 0 1(0.1) O 0 0 1(0.1) 0 0 0 0 0 0
GASTROINTESTINAL DISORDERS 0 0 0 0 0 0 1(0.1) 0 0 0 0 1(0.1)

Rectal haemorrhage 0 0 0 0 0 0 1(0.1) 0 0 0 0 1(0.1)
GENERAL DISORDERS AND 1(0.1) 0 0 0 0 1(0.1) 0 0 0 0 0 0
ADMINISTRATION SITE CONDITIONS

Chest discomfort 1(0.1) 0 0 0 0 1(0.1) 0 0 0 0 0 0
INFECTIONS AND INFESTATIONS 3(04) 4@6) 10 0 0 8(1.2) 4(0.6) 18 6(09) 7(1.0) 0 35(5.2)

2.7

Abscess 0 1¢0.1) o0 0 0 1(0.1) 0 0 0 0 0 0

Atypical pneumonia 0 0 0 0 0 0 0 0 10.1) O 0 1(0.1)

COVID-19 1(0.1) 11 O 0 0 2(0.3) 1(0.1) 3(@04) 1(0.1) 2(0.3) 0 7(1.0)

COVID-19 pneumonia 1(0.1) 304 0 0 0 4(0.6) 2(0.3) 10 4(0.6) 5(0.7) 0 21 (3.1)

(1.5)
Pneumonia 1(0.1) 0 0 0 0 1(0.1) 1¢0.1) 5(0.7) 1(0.1) 0 0 7(1.0)
Sepsis 0 0 1(0.1) 0 0 1(0.1) 0 0 0 0 0 0
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Table 46. Summary of Treatment-Emergent Serious Adverse Events by MedDRA System Organ Class, Preferred Term,
and Maximum DAIDS Grade (All Causalities) - Safety Analysis Set (Protocol C4671005_45IA)

Number of Participants Evaluable for AEs PF-07321332 300 mg + Ritonavir 100 mg Placebo
N=672) (N=677)
Grade 1-2 Grade Grade Grade Missing Total Gradel-2 Grade Grade Grade Missing Total
3 4 5 3 4 5
Number (%) of Participants: n(%) n(%) n(%) n(%) n(%) n (%) n®%) n%) n(%) n%) n%) n (%)
by SYSTEM ORGAN CLASS
and Preferred Term
INJURY, POISONING AND PROCEDURAL 0 0 0 0 0 0 0 0 1(0.1) O 0 1(0.1)
COMPLICATIONS
Craniocerebral injury 0 0 0 0 0 0 0 0 101 0 0 1(0.1)
Eye injury 0 0 0 0 0 0 0 0 1001 0 0 1(0.1)
Hand fracture 0 0 0 0 0 0 0 0 1(01) 0 0 1(0.1)
Road traffic accident 0 0 0 0 0 0 0 0 10 0 0 1(0.1)
Wrist fracture 0 0 0 0 0 0 0 0 101 0 0 1(0.1)
INVESTIGATIONS 0 1¢0.1) 2(03) O 0 3(0.4) 1¢(0.1) 1¢.1) 1(0.1) 0 0 3004
Alanine aminotransferase increased 0 0 0 0 0 0 1(0.1) 0 0 0 0 1(0.1)
Creatinine renal clearance decreased 0 0 101 0 0 1(0.1) 0 1¢(0.1) 1¢0.1) O 0 2(0.3)
Haemoglobin decreased 0 0 101 0 0 1(0.1) 0 0 0 0 0 0
Oxygen saturation decreased 0 101) 0 0 0 1(0.1) 0 0 0 0 0 0
NEOPLASMS BENIGN, MALIGNANT AND 0 0 0 0 0 0 0 1(0.1) O 0 0 1(0.1)
UNSPECIFIED (INCL CYSTS AND POLYPS)
Colon adenoma 0 0 0 0 0 0 0 1(01) © 0 0 1(0.1)
NERVOUS SYSTEM DISORDERS 1(0.1) 0 0 0 0 1(0.1) 0 0 0 0 0 0
Facial paralysis 1(0.1) 0 0 0 0 1(0.1) 0 0 0 0 0 0
RESPIRATORY, THORACIC AND 1(0.1) 0 0 0 0 1(0.1) 0 8(1.2) 1(0.1) 3(04) 0 12(1.8)
MEDIASTINAL DISORDERS
Acute respiratory distress syndrome 0 0 0 0 0 0 0 0 0 1(0.1) 0 1(0.1)
Acute respiratory failure 0 0 0 0 0 2(0.3) 1(0.1) 1(0.1) 0 4(0.6)
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Table 46. Summary of Treatment-Emergent Serious Adverse Events by MedDRA System Organ Class, Preferred Term,
and Maximum DAIDS Grade (All Causalities) - Safety Analysis Set (Protocol C4671005_45IA)

Number of Participants Evaluable for AEs PF-07321332 300 mg + Ritonavir 100 mg Placebo
(N=672) (N=677)
Grade 1-2 Grade Grade Grade Missing Total Gradel2 Grade Grade Grade Missing Total
3 4 5 3 4 5
Number (%) of Participants: n (%) n(%) n(%) n(%) n (%) n (%) n (%) n(%) n(%) n((%) n(%) n (%)
by SYSTEM ORGAN CLASS
and Preferred Term
Dyspnoea 1(0.1) 0 0 0 0 1(0.1) 0 2(03) 0 0 0 2(0.3)
Hypoxia 0 0 0 0 0 0 10.1) 101 0 1(0.1) 0 3(0.4)
Interstitial lung disease 0 0 0 0 0 0 0 1(0.1) 0 0 0 1(0.1)
Pneumonitis 0 0 0 0 0 0 0 2(0.3) 0 0 0 2(0.3)
Respiratory failure 0 0 0 0 0 0 0 101 O 0 0 1(0.1)
Includes AEs that started on or prior to Day 34 visit.
MedDRA v24.0 coding dictionary applied.
6:07) Source Data: adae Table Generation: (19:14)

PFIZER CONFIDENTIAL SDTM Creation:m

(Data cutoft date : 260CT2021 Database snapshot date :
Table 14.3.1.7 PF-07321332 is for Pfizer internal use.
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Table 47. Summary of Treatment-Emergent Serious Adverse Events with an Outcome of Fatal by MedDRA System Organ
Class, Preferred Term, and Maximum DAIDS Grade (All Causalities) - Safety Analysis Set (Protocol
C4671005_45IA)

Number of Participants Evaluable for PF-07321332 300 mg + Ritonavir 100 mg Placebo
AEs (N=672) (N=677)

Grade1-2 Grade Grade Grade Missing  Total Grade 1-2 Grade Grade Grade Missing Total
3 4 5 3 4 5

Number (%) of Participants: n%) n®) n%) n®%) n%) n (%) n*%) n(%) n(%) n(%) n (%) n (%)

by SYSTEM ORGAN CLASS
and Preferred Term

Participants with events 0 0 0 0 0 0 0 0 0 10 (1.5) 0 10 (1.5)
INFECTIONS AND INFESTATIONS 0 0 0 0 0 0 0 0 0 7(1.0) 0 7(1.0)
COVID-19 0 0 0 0 0 0 0 0 0 2(0.3) 0 2(0.3)
COVID-19 pnewnonia 0 0 0 0 0 0 0 0 0 500.7) 0 5(0.7)
RESPIRATORY, THORACIC AND 0 0 0 0 0 0 0 0 0 3(04) 0 3(04)
MEDIASTINAL DISORDERS
Acute respiratory distress syndrome 0 0 0 0 0 0 0 0 0 1(0.1) 0 1(0.1)
Acute respiratory failure 0 0 0 0 0 0 0 0 0 1(0.1) 0 1(0.1)
Hypoxia 0 0 0 0 0 0 0 0 0 1(0.1) 0 1(0.1)

Includes AEs that started on or prior to Day 34 visit.
MedDRA v24.0 coding dictionary applied.

PFIZER CONFIDENTIAL SDTM Creation: 16:07) Source Data: adae Table Generation:_(l 9:14)
(Data cutoff date : 260CT2021 Database snapshot date : Output File: ./nda_unblinded/C4671005_451A/adae_s062sf
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Table 48. Summary of Treatment-Emergent Serious Adverse Events by MedDRA System Organ Class, Preferred Term
and Maximum DAIDS Grade (Treatment Related) - Safety Analysis Set (Protocol C4671005_45IA)

Number of Participants Evaluable for AEs PF-07321332 300 mg + Ritonavir 100 mg Placebo
(N=672) (N=67T)
Grade 1-2 Grade Grade Grade Missing  Total Grade1-2 Grade Grade Grade Missing Total
3 4 5 3 4 5
Number (%) of Participants: n (%) n(%) n%) n%%) n %) n (%) n (%) n(%) n®%) n%%) n (%) n (%)
by SYSTEM ORGAN CLASS
With Any Adverse Event 0 1(0.1) 0 0 0 1(0.1) 0 0 0 0 0 0
CARDIAC DISORDERS 0 1(0.H) 0 0 0 1(0.1) 0 0 0 0 0 0
Palpitations 0 100.D) 0 0 0 1(0.1) 0 0 0 0 0 0
GENERAL DISORDERS AND 1(0.1) 0 0 0 0 1(0.1) 0 0 0 0 0 0
ADMINISTRATION SITE CONDITIONS
Chest discomfort 1(0.1) 0 0 0 0 1(0.1) 0 0 0 0 0 0
RESPIRATORY, THORACIC AND 1(0.1) 0 0 0 0 1(0.1) 0 0 0 0 0 0
MEDIASTINAL DISORDERS
Dyspnoea 1(0.1) 0 0 0 0 1(0.1) 0 0 0 0 0 0
Includes AEs that started on or prior to Day 34 visit.
MedDRA v24.0 coding dictionary applied.
6:07) Source Data: adae Table Generation: (19:14)

PFIZER CONFIDENTIAL SDTM Creation: 1
(Data cutoft date : 260CT2021 Database snapshot date :
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6.4.6.1.4. Deaths

There were 10 events of deaths among participants in this study (Study 1005 Listing
16.2.6.1.2).

e  All 10 death events (1.5%) were in the placebo group and were related to the
disease under study (events reported as COVID-19 pneumonia [5 participants],
COVID-19 [2 participants], Hypoxia [1 participant], Acute respiratory distress
syndrome [1 participant], and Acute respiratory failure [1 participant]), and none
were considered by the investigator to be related to study intervention.

Narratives for these participants are provided in Module 5.3.5.1 C4671005 Interim Analysis
Narratives.

6.4.6.1.5. Adverse Events Leading to Discontinuation

Discontinuations of Study Intervention Due to AEs

Fewer participants discontinued study intervention due to an AE in the
PF-07321332/ritonavir group compared with the placebo group (2.4% and 4.3%,
respectively) (Table 49).

e TEAEs that led to discontinuation of study intervention in more than one
participant in a treatment group were Nausea, Vomiting, COVID-19 pneumonia,
Creatinine renal clearance decreased, Glomerular filtration rate decreased, Acute
respiratory failure, COVID-19, and Hypoxia. Of these, Nausea and Vomiting are
considered COVID-19-related symptoms based on FDA Guidance for Industry®
(Study C4671005 Protocol Appendix 9).

Of the participants in the PF-07321332/ritonavir group who discontinued study intervention
due to AEs, 8 (1.2%) participants had AEs that were reported as mild to moderate

(Grade 1-2) and 7 (1.0%) had AEs that were reported as severe (Grade 3). One participant
(0.1%) in the PF-07321332/ritonavir group had an AE that led to discontinuation that was
reported as Grade 4. In the placebo group, a greater proportion of participants who
discontinued study intervention due to an AE had AEs that were reported as Grade 3

(18 participants, 2.7%) and Grade 4 (6 participants, 0.9%) (Table 49).

A greater proportion of TEAEs leading to discontinuation from study intervention were
considered treatment related in the PF-07321332/ritonavir group (1%) compared with the
placebo group (0.4%) (Table 50).

Further details for participants who discontinued study intervention due to AEs and
continued in the study are provided in Study 1005 Listing 16.2.7.3.

Narratives for non-serious AEs resulting in permanent discontinuation from study
intervention are provided in Module 5.3.5.1 C4671005 Interim Analysis Narratives.
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Discontinuation of Study Due to AE

No participants in the PF-07321332/ritonavir group discontinued the study due to TEAEs (all
causalities) compared with 10 participants (1.5%) in the placebo group (Table 42).

A listing of AEs for participants who discontinued from Study due to AEs is provided (Study
1005 Listing 16.2.7.2).
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Table 49. Summary of Treatment-Emergent Adverse Events Leading to Treatment Discontinuation by MedDRA System
Organ Class, Preferred Term, and Maximum DAIDS Grade (All Causalities) - Safety Analysis Set (Protocol

C4671005_45IA)

Number of Participants Evaluable for AEs PF-07321332 300 mg + Ritonavir 100 mg Placebo
(N=672) (N=67T7)
Grade 1-2 Grade Grade Grade Missing  Total Grade 1-2 Grade Grade Grade Missing Total
3 4 5 3 4 5
Number (%) of Participants: n (%) n(%) n(%) n(%) n(%) n (%) n (%) n(%) n%) n(%) n(%) n (%)
by SYSTEM ORGAN CLASS
and Preferred Term
Participants with events 8(1.2) 7(1.0) 1.1 0 0 16 (2.4) 50.7) 18(2.7) 6(0.9) 0 0 29 (4.3)
CARDIAC DISORDERS 0 1(0.1) 0 0 0 1(0.1) 0 0 0 0 0 0
Palpitations 0 1(0.1) 0 0 0 1(0.1) 0 0 0 0 0 0
GASTROINTESTINAL DISORDERS 7(1.0) 0 0 0 0 71.0) 2(0.3) 1(0.1) 0 0 0 3(0.4)
Abdominal pain lower 1(0.1) 0 0 0 0 1(0.1) 0 0 0 0 0 0
Colitis 1(0.1) 0 0 0 0 1(0.1) 0 0 0 0 0 0
Diarrhoea 1(0.1) 0 0 0 0 1(0.1) 1(0.1) 0 0 0 0 1¢0.1)
Nausea 5(0.7) 0 0 0 0 5(0.7) 1(0.1) 1(0.1) 0 0 0 2(0.3)
Vomiting 4(0.6) 0 0 0 0 4 (0.6) 0 0 0 0 0 0
GENERAL DISORDERS AND 1(0.1) 0 0 0 0 1(0.1) 0 0 0 0 0 0
ADMINISTRATION SITE CONDITIONS
Chest discomfort 1(0.1) 0 0 0 0 1(0.1) 0 0 0 0 0 0
INFECTIONS AND INFESTATIONS 0 2(0.3) 0 0 0 2(0.3) 2(0.3) 10(1.5) 3(04) 0 0 15(2.2)
COVID-19 0 1(0.1) 0 0 0 1(0.1) 2(0.3) 2(0.3) 0 0 0 4(0.6)
COVID-19 pneumonia 0 1(0.1) 0 0 0 1(0.1) 0 7(1.0) 3(0.4) 0 0 10 (1.5)
Pneumonia 0 0 0 0 0 0 0 1(0.1) 0 0 0 1(0.1)
INVESTIGATIONS 1(0.1) 3(004) 1(0.1) 0 0 5(0.7) 1(0.1) 2(.3) 2(0.3) 0 0 500.7)
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Table 49. Summary of Treatment-Emergent Adverse Events Leading to Treatment Discontinuation by MedDRA System
Organ Class, Preferred Term, and Maximum DAIDS Grade (All Causalities) - Safety Analysis Set (Protocol
C4671005_45IA)

Number of Participants Evaluable for AEs PF-07321332 300 mg + Ritonavir 100 mg Placebo
‘ (N=672) (N=677)
1 Grade 12 Grade Grade Grade Missing  Total Grade 1-2 Grade Grade Grade Missing Total
1 3 4 5 3 4 5
; Number (%) of Participants: n (%) n(%) n(%) n(%) n(%) n (%) n (%) n(%) n(%) n(%) n (%) n (%)
| by SYSTEM ORGAN CLASS

and Preferred Term

Blood glucose increased 0 0 0 0 0 0 0 0 1(0.1) 0 1(0.1)
| Creatinine renal clearance decreased 0 2(0.3) 0 0 2(0.3) 0 1(0.1) 0 0 0 1(0.1)
: Differential white blood cell count 1(0.1) 0 0 0 1(0.1) 0 0 0 0 0
i abnormal
1 Glomerular filtration rate abnormal 0 0 0 0 0 1(0.1) 0 0 0 0 1(0.1)
Glomerular filtration rate decreased 0 0 0 0 0 0 0 1(0.1) 1(0.1) 0 0 2(0.3)
| Haemoglobin decreased 0 1(0.1) 0 0 1(0.1) 0 0 0 0 0 0
Oxygen saturation decreased 0 1(0.1) 0 0 0 1(0.1) 0 0 0 0 0 0
White blood cell count decreased 1(0.1) 0 0 0 0 1(0.1) 0 0 0 0 0 0
- MUSCULOSKELETAL AND 1(0.1) 0 0 0 0 1(0.1) 0 0 0 0 0 0
CONNECTIVE TISSUE DISORDERS
Myalgia 1(0.1) 0 0 0 0 1(0.1) 0 0 0 0 0 0
NERVOUS SYSTEM DISORDERS 2(0.3) 0 0 0 0 2(0.3) 1(0.1) 0 0 0 0 1(0.1)
Dizziness 1(0.1) 0 0 0 0 1(0.1) 0 0 0 0 0 0
Dysgeusia 1(0.1) 0 0 0 0 1(0.1) 0 0 0 0 0 0
Restless legs syndrome 0 0 0 0 0 0 1(0.1) 0 0 0 0 1(0.1)
PSYCHIATRIC DISORDERS 0 0 0 0 0 0 1(0.1) 0 0 0 0 1(0.1)
Insomnia 0 0 0 0 0 0 1(0.1) 0 0 0 0 1(0.1)
REPRODUCITIVE SYSTEM AND BREAST 1(0.1) 0 0 0 0 1(0.1) 0 0 0 0 0 0
DISORDERS
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Table 49. Summary of Treatment-Emergent Adverse Events Leading to Treatment Discontinuation by MedDRA System
Organ Class, Preferred Term, and Maximum DAIDS Grade (All Causalities) - Safety Analysis Set (Protocol

C4671005_45IA)

Number of Participants Evaluable for AEs PF-07321332 300 mg + Ritonavir 100 mg Placebo
(N=672) (N=677)
Grade 12 Grade Grade Grade Missing  Total Grade 1-2 Grade Grade Grade Missing Total
3 4 5 3 4 5
Number (%) of Participants: n (%) n(%) n(%) n%) n(%) n (%) n (%) n(%) n) n%) n%) n (%)
by SYSTEM ORGAN CLASS
and Preferred Term
Vaginal haemorrhage 1(0.1) 0 0 0 0 1(0.1) 0 0 0 0 0 0
RESPIRATORY, THORACIC AND 1(0.1) 0 0 0 0 1(0.1) 0 5(0.7) 2(0.3) 7(1.0)
MEDIASTINAL DISORDERS
Acute respiratory failure 0 0 0 0 0 0 0 1(0.1) 1(0.1) 0 0 2(0.3)
Cough 0 0 0 0 0 0 0 1(0.1) 0 0 0 1(0.1)
Dyspnoea 1(0.1) 0 0 0 0 1(0.1) 0 0 0 0 0 0
Hypoxia 0 0 0 0 0 0 0 10.1) 1(0.1) 0 0 2(0.3)
Interstitial lung disease 0 0 0 0 0 0 0 1(0.1) 0 0 0 1(0.1)
Respiratory failure 0 0 0 0 0 0 0 1(0.1) 0 0 0 1(0.1)
SKIN AND SUBCUTANEOUS TISSUE 0 1(0.1) 0 0 0 1(0.1) 0 1(0.1) 0 0 0 1(0.1)
DISORDERS
Rash 0 0 0 0 0 0 0 1(0.1) 0 0 0 1(0.1)
Rash maculo-papular 0 1(0.1) 0 0 0 1(0.1) 0 0 0 0 0 0
Includes AEs that started on or prior to Day 34 visit.
MedDRA v24.0 coding dictionary applied.
PFIZER CONFIDENTIAL SDTM Creation: 6:07) Source Data: adae Table Generation: (19:14)
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Table 50. Summary of Treatment-Emergent Adverse Events Leading to Treatment Discontinuation by MedDRA System
Organ Class, Preferred Term and Maximum DAIDS Grade (Treatment Related) - Safety Analysis Set (Protocol

C4671005_45]A)

Number of Participants Evaluable for AEs PF-07321332 300 mg + Ritonavir 100 mg Placebo
(N=672) (N=677)
Grade 1-2 Grade Grade Grade Missing  Total Grade 1-2 Grade Grade Grade Missing Total
3 4 5 3 4 5 .
Number (%) of Participants: n (%) n(%) n®%) n(%) n (%) n (%) n (%) n(%) n(%) n(%) n (%) n (%)
by SYSTEM ORGAN CLASS
With Any Adverse Event 507  2(0.3) 0 0 0 7(1.0) 0 2(0.3) 1(0.1) 0 0 3(04)
CARDIAC DISORDERS 0 1(0.1) 0 0 0 1(0.1) 0 0 0 0 0 0
Palpitations 0 1(0.1) 0 0 0 1(0.1) 0 0 0 0 0 0
GASTROINTESTINAL DISORDERS 5(0.7) 0 0 0 0 5.7 0 1(0.1) 0 0 0 1(0.1)
Colitis 1(0.1) 0 0 0 0 1(0.1) 0 0 0 0 0 0
Diarrhoea 1(0.1) 0 0 0 0 1(0.1) 0 0 0 0 0 0
Nausea 4(0.6) 0 0 0 0 4(0.6) 0 1(0.1) 0 0 0 1(0.1)
Vomiting 3(04) 0 0 0 0 3(0.4) 0 0 0 0 0 0
GENERAL DISORDERS AND 1(0.1) 0 0 0 0 1(0.1) 0 0 0 0 0 0
" ADMINISTRATION SITE CONDITIONS
Chest discomfort 1(0.1) 0 0 0 0 1(0.1) 0 0 0 0 0 0
INVESTIGATIONS 0 0 0 0 0 0 0 0 1(0.1) 0 0 1(0.1)
Blood glucose increased 0 0 0 0 0 0 0 0 1(0.1) 0 0 1(0.1)
- MUSCULOSKELETAL AND CONNECTIVE  1(0.1) 0 0 0 0 1(0.1) 0 0 0 0 0 0
TISSUE DISORDERS
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Table S0. Summary of Treatment-Emergent Adverse Events Leading to Treatment Discontinuation by MedDRA System
Organ Class, Preferred Term and Maximum DAIDS Grade (Treatment Related) - Safety Analysis Set (Protocol
C4671005_45IA)

Number of Participants Evaluable for AEs PF-07321332 300 mg + Ritonavir 100 mg Placebo
N=672) N=677)

Grade 1-2 Grade Grade Grade Missing Total Grade 1-2 Grade Grade Grade Missing Total
3 4 5 3 4 5

Number (%) of Participants: n (%) n(%) n(®%) n%) n (%) n (%) n (%) n(%) n(%) n(%) n (%) n (%)

by SYSTEM ORGAN CLASS

Myalgia 1(0.1) 0 0 0 0 1(0.1) 0 0 0 0 0 0
NERVOUS SYSTEM DISORDERS 2(0.3) 0 0 0 0 2(0.3) 0 0 0 0 0 0

Dizziness 1(0.1) 0 0 0 0 1(0.1) 0 0 0 0 0 0

Dysgeusia 1(0.1) 0 0 0 0 1(0.1) 0 0 0 0 0 0
RESPIRATORY, THORACIC AND 1(0.1) 0 0 0 0 1(0.1) 0 0 0 0 0 0
MEDIASTINAL DISORDERS

Dyspnoea 1(0.1) 0 0 0 0 1(0.1) 0 0 0 0
SKIN AND SUBCUTANEOUS TISSUE 0 1(0.1) 0 0 1(0.1) 0 1(0.1) 0 0 1(0.1)
DISORDERS

Rash 0 0 0 0 0 0 0 1(0.1) 0 0 1(0.1)

Rash maculo-papular 0 1(0.1) 0 1(0.1) 0 0 0 0 0 0

Includes AEs that started on or prior to Day 34 visit.
MedDRA v24.0 coding dictionary applied.

PFIZER CONFIDENTIAL SDTM Creation: 16:07) Source Data: adac Table Generation: (914
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1 6.4.6.2. Clinical Laboratory Evaluations

PF-07321332/ritonavir was not associated with clinically meaningful changes in laboratory
values. In general, observed laboratory values were consistent with those expected from
participants with disease under study.

6.4.6.2.1. Evaluation of Each Laboratory Parameter

No clinically meaningful differences were observed between the PF-07321332/ritonavir and
placebo groups with respect to hematology, and clinical chemistry laboratory test results.

Baseline abnormalities (elevations) in laboratory parameters were comparable across
treatment groups (Study 1005 Table 14.3.4.3). Baseline abnormalities (elevations) in
D-Dimer, fibrinogen, aPTT, ALT, AST, LDH, creatinine, and CK have been reported in
COVID-19 patients.®

The overall incidence of laboratory test abnormalities during the study was comparable
between both treatment groups (Table 51).

e The most frequently occurring laboratory test abnormalities (occurring in >5%
participants in any treatment group) were fibrinogen (<0.75 x baseline; >1.25 x
baseline), aPTT (>1.1 x ULN), D-Dimer (>1.5 x ULN), neutrophils (>1.2 x ULN),
glucose (>1.5 x ULN), thyrotropin (>1.2 x ULN), creatine kinase (>2 x ULN), and
bicarbonate (<0.9 x LLN).

e The incidences of abnormalities in the following laboratory parameters were
comparable across treatment groups: fibrinogen (<0.75x Baseline; 30.2% and 29.5%
in the PF-07321332/ritonavir and placebo groups, respectively), aPTT (>1.1 x ULN;
18.8% and 16.5% in the PF-07321332/ritonavir and placebo groups, respectively),
neutrophils (>1.2 x ULN; 5.6% and 3.3% in the PF-07321332/ritonavir and placebo
groups, respectively), glucose (>1.5 x ULN; 7.3% and 6.7% in the PF-
07321332/ritonavir and placebo groups, respectively), thyrotropin (>1.2 x ULN; 7.1%
and 8.9% in the PF-07321332/ritonavir and placebo groups, respectively), creatine
kinase (>2 x ULN; 5.7% and 4.6% in the PF-07321332/ritonavir and placebo groups,
respectively), and bicarbonate (<0.9 x LLN; 8.1% and 8.3% in the PF-
07321332/ritonavir and placebo groups, respectively).

e Abnormalities in laboratory tests for fibrinogen (>1.25 x Baseline) and D-dimer (>1.5
x ULN) both occurred more frequently in the placebo group (21.8% and 19.7%,
respectively) compared with the PF-07321332/ritonavir group (14.3% and 10.8%,
respectively).
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Table 51. Incidence of Laboratory Test Abnormalities (Without Regard to Baseline Abnormality) - Safety Analysis Set (Protocol
C4671005_45IA)

Page 166

Laboratory Abnormalities: PF-07321332 300 mg + Ritonavir 100 mg Placebo
Number of Participants Evaluable for Laboratory Abnormalities: 635 634
Number (%) of Participants with Laboratory Abnormalities: 451 (71.0%) 475 (74.9%)
Group Parameter (Units) Primary Criteria N n (%) N n (%)
HEMATOLOGY Hemoglobin (g/dL) <0.8x LLN 537 1(0.2) 553 4(0.7)
Erythrocytes (10712/L) <0.8x LLN 537 6(L1] 553 8(14)
Platelets (10"9/L) <0.5x LLN 530 0 547 3 (0.5)
>1.75x ULN 530 1(0.2) 547 4(0.7)
Leukocytes (10M9/L) <0.6x LLN 537 1(0.2) 553 6(1.1)
>1.5x ULN 537 9(17 553 5(0.9)
Lymphocytes (10°9/L) <0.8x LLN 534 8 (L.5) 546 22 (4.0)
>1.2x ULN 534 6 (1.1 546 4 (0.7
Neutrophils (10°9/1) <0.8x LLN 532 14 (2.6) 545 24 (4.4)
>1.2x ULN 532 30(5.6) 545 18 (3.3)
Eosinophils (10"9/L) >1.2x ULN 534 5(0.9) 546 5(0.9)
Monocytes (1079/L) >1.2x ULN 534 4 (0.7 546 1(0.2)
Activated Partial Thromboplastin >1.1x ULN 580 109 ( 18.8) 576 95 (16.5)
Time (sec)
Prothrombin Time (sec) >1.1x ULN 582 28 (4.8) 575 25(4.3)
CLINICAL CHEMISTRY | Bilirubin (mg/dL) >1.5x ULN 633 4 (0.6) 630 2(0.3)
Aspartate Aminotransferase (U/L) >3.0x ULN 632 9(1.4) 630 10 (1.6)
Alanine Aminotransferase (U/L) >3.0x ULN 632 21(3.3) 630 27(4.3)
Lactate Dehydrogenase (U/L) >3.0x ULN 631 1(0.2) 631 2(0.3)
Alkaline Phosphatase (U/L) >3.0x ULN 632 0 632 1(0.2)
Protein (g/dL) >1.2x ULN 632 1(0.2) 630 0
Albumin (g/dL) <0.8x LLN 635 0 634 1(0.2)
Urea Nitrogen (mg/dL) >1.3x ULN 634 21(3.3) 633 24 (3.8)
Creatinine (mg/dL) >1.3x ULN 634 1(0.2) 633 3 (0.5)
Sodium (mEq/L) <0.95x LLN 634 1(0.2) 633 2(0.3)
Potassium (mEq/L) <0.9x LLN 630 8(1.3) 633 8(13)
>1.1x ULN 630 11 (1.7 633 14 (2.2)
Chloride (mEq/L) <0.9x LLN 634 1(0.2) 632 1(0.2)
Calcium (mg/dL) <0.9x LLN 630 6 (1.0) 632 6(0.9)
Bicarbonate (inEq/L) <0.9x LLN 632 51(8.1) 630 52 (8.3)
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Table 51. Incidence of Laboratory Test Abnormalities (Without Regard to Baseline Abnormality) - Safety Analysis Set (Protocol
C4671005 45IA)

Laboratory Abnormalities: PF-07321332 300 mg + Ritonavir 100 mg Placebo
Number of Participants Evaluable for Laboratory Abnormalities: 635 634
Number (%) of Participants with Laboratory Abnormalities: 451 (71.0%) 4735 (74.9%)
Group Parameter (Units) Primary Criteria N n (%) N n (%)
Thyroxine, Free (ng/dL) <0.8x LLN 630 7(LD 625 5(0.8)
>1.2x ULN 630 3(0.5 625 7(LD
Thyrotropin (mIU/L) <0.8x LLN 632 9(1.4 628 11(1.8)
>1.2x ULN 632 45(17.1D 628 56 (8.9)
Glucose (mg/dL) <0.6x LLN 631 2(0.3) 630 0
>1.5x ULN 631 46 (7.3) 630 42 (6.7)
Creatine Kinase (U/L) >2.0x ULN 633 36 (5.7) 630 29 (4.6)
Fibrinogen (mg/dL) <0.75x Baseline 623 188 (30.2) 623 184 (29.5)
>1.25x Baseline 623 89 (14.3) 623 136 (21.8)
D-Dimer (ng/mL) >1.5x ULN 622 67 (10.8) 620 122 (19.7)

NOTE: N = total number of participants with at least one observation of the given laboratory test while on study treatment or during lag time.

n = number of participants with a laboratory abnormality meeting specified criteria while on study treatment or during lag time.

Percentages are displayed for the laboratory tests having a category with > 1 evaluable participants.
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6.4.6.2.2. Laboratory Values Over Time

TSH changes were observed with the administration of PF-07321332/ritonavir during
Phase 1 Study 1001. Low-level inflammation (increase in fibrinogen) in the 15-day NHP
toxicology study and changes in platelets, globulin and albumin/globulin ratio and
coagulation system (increase in prothrombin time and aPTT) in the 14-day rat toxicology
study were reported. Based on these observations, TSH and T4 (free) in addition to AEs,
fibrinogen, platelets, D-dimer, prothrombin time and aPTT, albumin, and total protein were
monitored in Study 1005 (Study C4671005 Protocol Section 2.3.1).

The incidence of participants shifting from an out-of-range value to a within-range value for
the following laboratory parameters was similar across treatment groups: TSH (Study 1005
Table 14.3.4.2.1), free T4 (thyroxine; Study 1005 Table 14.3.4.2.2), prothrombin time (Study
1005 Table 14.3.4.2.5), total protein (Study 1005 Table 14.3.4.2.8), platelets (Study 1005
Table 14.3.4.2.4), fibrinogen (Study 1005 Table 14.3.4.2.3), D-dimer (Study 1005 Table
14.3.4.2.12), creatinine clearance (Study 1005 Table 14.3.4.2.9), AST (Study 1005 Table
3.4.2.10), ALT (Study 1005 Table 14.3.4.2.11), albumin (Study 1005 Table 14.3.4.2.7), and
aPTT (Study 1005 Table 14.3.4.2.6).

6.4.6.3. Vital Signs

No clinically meaningful findings in vital sign measurements were observed in this study.
The assessments and observations were comparable across treatment groups. In general,
observed vital sign values were consistent with those expected from participants with disease
under study.

Baseline values for systolic and diastolic blood pressure, heart rate, oxygen saturation (%),
body temperature, and respiratory rate, were similar across both treatment groups, and there
were no clinically meaningful differences between treatment groups in the mean changes
from baseline in vital signs assessments (Study 1005 Table 14.3.5.1).

e The mean maximum change from baseline in vital signs were comparable for participants
in the PF-07321332/ritonavir treatment group compared with the placebo group (Study
1005 Table 14.3.5.3).

e The incidence of participants with diastolic blood >90 mmHg or systolic blood pressure
>140 mmHg was comparable across treatment groups (Study 1005 Table 14.3.5.2).

6.4.6.4. ECGs

On 12 Aug 2021, the E-DMC reviewed the unblinded safety data for the sentinel cohort of
68 participants which included ECG data for 59 participants. No notable changes in ECG
intervals were observed. A summary of maximum change of QTcF and descriptive statistics
of changes of QTcF (msec) observed over time indicated no clinically relevant changes from
baseline by Day 5 and no clinically relevant difference between active and placebo groups
(previously submitted C4671005 Blinded Sentinel Safety Summary and C4671005 Sentinel
Cohort ECG Tables).
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6.4.6.5. Pregnancy

At the time of the data cutoff in Study 1005 (26 Oct 2021), there was one (1) reported
pregnancy in the safety database. This participant was in the placebo group and will continue
to be followed for pregnancy outcomes. A narrative for this participant is provided in Module
5.3.5.1 C4671005 Interim Analysis Narratives.

6.4.6.6. Safety Data from All Participants Enrolled as of Database Cutoff

Safety data for 1881 participants (safety analysis set) who were enrolled as of the database
cutoff of 26 Oct 2021 were reviewed by the E-DMC. Safety outputs for this larger safety
population have previously been submitted (E-DMC Safety Summary Tables).

6.4.6.7. Safety Conclusions
e Treatment with PF-07321332/ritonavir was safe and well tolerated.

o The proportion of participants with all-causality TEAEs was comparable
between the PF-07321332/ritonavir group and the placebo group (19.8% and
22.3%, respectively).

o Most of the all-causality TEAESs experienced by participants in both treatment
groups were mild to moderate (Grade 1-2) in severity. Few participants in the
PF-07321332/ritonavir group (0.9%) reported potentially life-threatening
events (Grade 4) compared with 1.6% in the placebo group.

o The proportion of participants with all-causality SAEs was lower in the
PF-07321332/ritonavir group (1.9%) compared with the placebo group
(6.8%).

o There were 10 events of deaths among participants in this study. All 10 death
events were in the placebo group and were related to the disease under study.

o Fewer participants discontinued study intervention due to an AE in the
PF-07321332/ritonavir group compared with the placebo group (2.4% and
4.3%, respectively).

o PF-07321332/ritonavir was not associated with clinically meaningful changes
in laboratory values, vital signs, or ECGs (including QT).

6.4.7. Continuation of Study Plan if Emergency Use Authorization is Granted

Study 1002 (low risk participants) and Study 1006 (household contact study) are still ongoing

Status of these studies is
summarized in the EUA submission (Module 5.2 Tabular Listing — Monthly Clinical Trial
Summary Table Nov2021).
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7. POTENTIAL BENEFITS AND RISKS
7.1. Benefit-Risk Summary

Overall, appraisal of the benefit-risk for PF-07321332/ritonavir is positive. Moreover, there

remains an unmet medical need for an effective oral antiviral therapeutic during the current
COVID-19 pandemic.

PF-07321332/ritonavir is a potential new oral antiviral therapeutic for non-hospitalized
symptomatic adult participants with COVID-19 who are at increased risk of progression to
severe illness. The medical need and the benefit-risk summary for the treatment of
COVID-19 are presented in Table 52.
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Table 52. Medical Need and Benefit-Risk Summary for PF-07321332/Ritonavir for Treatment of Patients at Increased Risk
of Developing Severe COVID-19

Decision Factors

Evidence and Uncertainties

Conclusion and Reasons

Analysis of Condition

Prevalence

Clinical Manifestations

Comorbidities

Worldwide 250 million confirmed cases including
5 million deaths, as of 12 November 2021.2

COVID-19 presentation can range from a mild to
moderately severe, self-limited acute respiratory
illness with fever, cough, and shortness of breath
to severe life-threatening symptoms resulting in
pneumonia, severe acute respiratory syndrome,
hypercoagulation, kidney failure and death.

Older age (>60), obesity (BMI >25 kg/m?), current
smoker, CKD, diabetes, immunosuppressive
disease or immunosuppressive treatment, CV or
hypertension, CLD, SCD, neurodevelopmental
disorders, active cancer.

Although remdesivir is the only approved
treatment of hospitalized patients with moderate
and severe COVID-19, its efficacy is debated, and
toxicity concerns (risk of elevation in liver
function test) ¥’might limit the therapeutic range of
the drug. A recent study found no clinical benefit
observed with remdesivir when used in patients
who were admitted to hospital for COVID-19,
were symptomatic for more than 7 days, and
required oxygen support,®® supporting the
conclusion from the interim WHO solidarity trial
consortium.®® Nevertheless, recent remdesivir data
in non-hospitalized individuals supports the
concept that antiviral medications provide
maximal benefit (reduced hospitalization and
death) when used early in the disease course.

Approved available therapies for COVID-19

Only the antiviral agent remdesivir is approved for
IV use in adults and pediatric patients (>12 years
of age) for the treatment of COVID-19 requiring
hospitalization. In a systematic review and meta-
analysis, remdesivir has positive effects on clinical
improvement, and reduction of the risk of serious
adverse events. However, it did not influence the
mortality at day 14 of treatment.*® Although
enrollment was stopped, recent data in an
outpatient setting indicates that remdesivir
following 3 days of IV administration,
demonstrated a significant 87% reduction of
COVID-19 related hospitalization compared with
PBO.%!

Given the potential for SARS-CoV-2 variants to
evade the immune system despite natural infection
or vaccination, and limitations with remdesivir
treatment, there is an urgent unmet medical need
for a safe and effective oral therapeutic
intervention for non-hospitalized patients with
COVID-19. The antiviral would be able to reduce
viral transmission, improve time to clinical
recovery and prevent the progression of infection
to more severe disease, hospitalization, and death,
in addition to lowering the strain on the healthcare
system caused by SARS-CoV-2, by:
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Table 52. Medical Need and Benefit-Risk Summary for PF-07321332/Ritonavir for Treatment of Patients at Increased Risk
of Developing Severe COVID-19

Decision Factors

Evidence and Uncertainties

Conclusion and Reasons

Current treatment Options

Emergency use authorization of therapeutic mAbs
(bamlanivimab and etesevimab; casirivimab and
imdevimab; sotrovimab) using either IV or SC
administration.

mAb cocktails have been shown to be an effective
therapy for treatment of mild to moderate COVID-
19. Most reported TEAE with mAbs were
generally similar to placebo. Concerns over
reduced effectiveness against VOCs and safety
issues for the use and continued effectiveness of
mAbs include the possibility of ADE, the potential
for attenuation of long-term immunity, and the
emergence of resistant viral mutations under
selective pressure of mAb treatment. Clinical
worsening of COVID-19 after administration of
mAbs has been reported although it is not known
whether these events were related to mAb use or
were due to progression of COVID-19.

- Targeting a highly conserved viral target
essential for viral replication, would provide an
effective therapeutic agent against current and
future coronavirus variants.

- Offering an oral antiviral agent with an easy and
convenient method of drug administration, taken
outside of the hospital setting. This helps keep
patients out of hospitals lowering the impact on the
healthcare setting especially with the rise in severe
COVID-19 hospitalizations.

- Providing clear safety benefits over an IV
therapeutic by minimizing complications of IV
administration and reducing I'V-related medication
EITOTS.

Benefit of PF-07321332/ritonavir

An interventional efficacy and safety, Phase 2/3,
double blind, placebo-controlled trial planned in
~3100 non-hospitalized symptomatic participants
with COVID-19 who were at increased risk of
progression to severe illness.

- 1361 participants had entered the treatment phase
as of the data cutoff for the 45% interim analysis.

Study 1005 45% Interim Analysis:

The primary efficacy analysis result (mITT
population) demonstrated that
PF-07321332/ritonavir reduced hospitalization or
death from any cause by 89.1% compared to
placebo when treatment was initiated within 3 days
of symptom onset in participants with COVID-19
when compared to placebo. The first key
secondary analysis (mITT1 population) similarly
showed that PF-07321332/ritonavir reduced
hospitalization or death from any cause by 85.2%
when treatment was initiated within 5 days of
symptom onset. Allowing patients who had

PF-07321332/ritonavir was effective in reducing
hospitalization and death, meeting the primary and
the first key secondary efficacy endpoints. A
significant reduction in viral load was also seen in
participants who received PF-07321332/ritonavir
versus PBO within 5 days of symptom onset.

PF-07321332/ritonavir is an effective antiviral
agent for treatment of COVID-19.
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Table S2. Medical Need and Benefit-Risk Summary for PF-07321332/Ritonavir for Treatment of Patients at Increased Risk
of Developing Severe COVID-19

Decision Factors Evidence and Uncertainties Conclusion and Reasons

received or expected to be receive mAb treatment
(mITT2 population) did not alter this conclusion.

At the end of the 5-day treatment period,
PF-07321332/ritonavir reduced viral load on the
Logio scale by 0.93 Log,o (copies/mL) when
treatment was initiated within 5 days of symptom
onset, and by 1.03 Logo (copies/mL) when
treatment was initiated within 3 days of symptom
onset, indicating PF-07321332/ritonavir reduced
the number of viruses by approximately 90%,
similar to the amount of reduction in
hospitalization or death.

In subgroup analysis, PF-07321332/ritonavir was
effective in participants with negative serology,
and baseline viral load >Lo gm4 copies/mL,
<Loglo7 copies/mL and 2Log107 copies/mL.
Treatment differences were not significant for
subgroups with positive serology or low baseline
viral load <Log104 copies/mL; however, the
results were attributable to a low event rate for
these subgroups.
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Table 52. Medical Need and Benefit-Risk Summary for PF-07321332/Ritonavir for Treatment of Patients at Increased Risk
of Developing Severe COVID-19

Decision Factors

Evidence and Uncertainties

Conclusion and Reasons

Risk and Risk Management with
PF-07321332/ritonavir

Tolerability

Deaths

SAEs

Laboratory Effects

PF-07321332/ritonavir was well tolerated for the 5
days of dosing.

PF-07321332/ritonavir is an oral antiviral protease
inhibitor for use in the outpatient setting. Results
of nonclinical toxicology studies undertaken
further support the favorable safety profile of
PF07321332.

No deaths were reported in participants receiving
PF-07321332/ritonavir compared to PBO.

The overall incidence of SAEs with
PF-07321332/ritonavir was low (<2%) with the
most frequently reported treatment-emergent SAEs
considered related to the disease under study.
Serious and unexpected AEs may occur that have
not been previously reported with PF-
07321332/ritonavir.

No clinically meaningful treatment-emergent
laboratory test abnormalities were observed.

PF-07321332/ritonavir has not been studied in
pediatrics, pregnancy, and lactation at time of
EUA submission.

Safety results from the 45% interim analysis of
Study 1005 includes 1349 participants. The
frequency of all-causality SAEs was lower with
PF-07321332/ritonavir compared with PBO.
Overall, PF-07321332/ritonavir has a favorable
safety profile.

PF -07321332/ritonavir was not associated with
clinically meaningful changes in laboratory values,
vital signs, or ECGs (including QTc).

Risk mitigation through labeling is considered
sufficient to communicate and minimize the risks
associated to PF-07321332/ritonavir treatment.
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7.2. Benefit-Risk Summary Assessment
7.2.1. General Summary of the Benefits/Risks Conclusions

A 5-day treatment of PF-07321332/ritonavir decreases viral load and improves clinical
outcome as observed by a significant 85.2% reduction in hospitalization and deaths in
participants with risk factors for progressing to severe disease when compared to participants
receiving SoC. The reported safety data indicates that PF-07321332/ritonavir has a favorable
safety profile.

7.2.2. Benefits

COVID-19 is a serious and potentially fatal or life-threatening human infection. Based on

clinical data to date, it is expected that PF-07321332/ritonavir will be an effective antiviral
agent against the Delta variant and other VOC as confirmed by generated nonclinical data

(Section 6.1.2.1).

Efficacy of PF-07321332/ritonavir was demonstrated at the formal interim analysis of 1361
participants who were at increased risk to develop severe illness. Both the primary and the
first key secondary analyses showed significant treatment benefit (p<<0.0001) in a sequential
testing procedure pre-specified in the protocol. The relative reduction in COVID-19-related
hospitalization or death from any cause through Day 28 was 89.1% when treatment was
initiated within 3 days of symptom onset, and 85.2% when treatment was initiated within 5
days of symptom onset.

The treatment benefit reflected the anti-viral effect of PF-07321332/ritonavir. Compared with
placebo, PF-07321332/ritonavir reduced the viral load on the Logio scale by an additional
0.93 Logio (copies/mL) at Day 5 when treatment was initiated within 5 days of symptom
onset, and by an additional 1.03 Logio (copies/mL) when treatment was initiated within 3
days of symptom onset. Reduction of 1 Logio (copies/mL) indicates 90% reduction in the
virus count. The antiviral effect was more apparent in patients who were seronegative or who
had high viral load at baseline.

e As both the primary analysis and key secondary analysis of the primary endpoint for
hospitalization or death were met, time from symptom onset to initiation of treatment did
not negatively affect the antiviral efficacy of PF-07321332/ritonavir, with treatment
indicated for use in patients with COVID-19 symptom onset <5 days.

¢ In sensitivity analysis, there was minimal impact on the reduction in hospitalization or
death of including participants who received or were expected to receive mAb (mITT2).

e In subgroup analysis, PF-07321332/ritonavir was effective in participants with negative
serology, high baseline viral load (>Logio* copies/mL), very high baseline viral load
(>Logio’ copies/mL), and irrespective of sex, age group, and BMI category >25 kg/m?.
Although treatment differences were not significant for subgroups with positive serology
or low baseline viral load <Logio?, analysis was compromised by a low event rate. The
clinical significance of the lack of treatment difference in the subgroup with
BMI<25 kg/m? is unknown.
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Additional data are pending final study completion and will assess the effect of treatment on
symptom duration and severity.

7.2.3. Risks
The reported safety data indicates that PF-07321332/ritonavir has a favorable safety profile.

The most frequently reported TEAEs were Gl-related and were mild to moderate in severity.
The overall incidence of SAEs with PF-07321332/ritonavir was low (<2%) with the most
frequently reported treatment-emergent SAEs considered related to the disease under study.
No deaths were reported in the PF-07321332/ritonavir group. In addition, few participants in
the PF-07321332/ritonavir group discontinued study intervention due an AE and no
participants discontinued the study due to an AE.

PF-07321332/ritonavir has not been studied in pediatrics, pregnancy, and lactation at time of
EUA submission.

Serious and unexpected AEs may occur that have not been previously reported with
PF-07321332/ritonavir.

Overall, PF-07321332/ritonavir was well tolerated for 5 days of dosing in high-risk
individuals with COVID-19.

Given no safety signals of concerns were identified in the clinical program, the sponsor
proposes using routine pharmacovigilance to support further risk assessment and
characterization of the safety profile for PF-07321332/ritonavir under the EUA (for further
details see Section 12).

7.2.3.1. Laboratory Effects

No clinically meaningful changes in laboratory values, vital signs, or ECGs (including QTc)
were observed with PF-07321332/ritonavir administration.

7.2.4. Conclusions

Overall, the potential benefits and risks, as assessed by the efficacy and safety profile of
PF-07321332/ritonavir, are balanced in favor of the potential benefits to reduce
hospitalizations and death in high-risk individuals with COVID-19. The public health
impacts also weigh in favor of an EUA for PF-07321332/ritonavir.

7.3. Contraindications
Refer to the Full EUA Prescribing Information (Full EUA PI) provided in Module 1.14.1 and
includes contraindications for PF-07321332/ritonavir administration.

7.4. Special Populations

The Full EUA PI (located in Module 1.14.1) includes information on administration to
special populations.
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8. CHEMISTRY, MANUFACTURING, AND CONTROLS

This application introduces manufacturing sites, manufacturing process details,
characterization, control strategies, quality attributes, analytical validation data, drug product
dissolution data, updated specifications, and descriptions of analytical procedures for release

and stabilit testin of emerenc iii PF-07321332 dru substance and dru roduct.
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9. FACT SHEET FOR THERAPEUTIC PROVIDERS
Refer to the Fact Sheet for Healthcare Providers located in Module 1.14.1.

10. FACT SHEET FOR RECIPIENTS AND CAREGIVERS
Refer to the Fact Sheet for Recipients and Caregivers located in Module 1.14.1.

12. ADVERSE EVENT AND MEDICATION ERROR MONITORING

PF-07321332/ritonavir is an oral antiviral protease inhibitor for use in the outpatient setting
with a favorable safety profile. Previous human experience of protease inhibitors, albeit with
a higher dose and longer duration and in different patient populations, supports the
characterization of the safety profile, in terms of identifying known and potential risks of
PF-07321332/ritonavir for treatment of patients with COVID-19.
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As a result, given no safety concerns were identified in the clinical program, the sponsor
proposes using routine pharmacovigilance to support further risk assessment and
characterization of the safety profile for PF-07321332/ritonavir under the EUA.

The sponsor’s routine pharmacovigilance processes include the ongoing timely collection,
processing, follow-up, and analysis of individual adverse event reports. As per the sponsor’s
policy, the safety profile of PF-07321332/ritonavir will be monitored; evaluating in a timely
manner issues potentially impacting product benefit-risk profiles such as those that may arise
during clinical development, registration and authorization; and ensure that appropriate
communication of relevant information is conveyed in a timely manner to the FDA,
prescribers and patients.

The sponsor conducts numerous scientific and data gathering activities for the detection and
evaluation of adverse events to provide safety monitoring commensurate with product
characteristics. Signal detection activities include medical review of reports during individual
case processing as well as periodic aggregate data review based on the known safety profile
of the drug and the life cycle for the product. Safety signal evaluation requires the collection
and assessment of information to evaluate whether there is a potential causal link between an
event and the administration of the product and includes subsequent qualitative and/or
quantitative characterization of the identified safety risk and/or determination that the safety
risk may require further action. '

13. LABELING
Refer to Module 1.14.1 PL

Please refer to the Fact Sheet for Recipients and Caregivers for additional patient information
that will be provided to the sponsor’s COVID-19 Oral Anti-Viral recipients.

13.1. Draft Blister and Carton Artwork

Please refer to Module 1.14.1.1 and information in Module 1.14.1.1 draft blister and Module
1.14.1.1 carton artwork.
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15. APPENDIX
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Table S3. List of Drugs that are Contraindicated for Concomitant Use with PF-07321332/ritonavir
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Table 53. List of Drugs that are Contraindicated for Concomitant Use with PF-07321332/ritonavir

PFIZER CONFIDENTIAL
Page 182




PF-07321332/ritonavir
EUA 000105

Table 53. List of Drugs that are Contraindicated for Concomitant Use with PF-07321332/ritonavir
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Table 53. List of Drugs that are Contraindicated for Concomitant Use with PF-07321332/ritonavir
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Table S3. List of Drugs that are Contraindicated for Concomitant Use with PF-07321332/ritonavir

Table S4. Other Potentially Significant Drug Interactions
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Table 54. Other Potentially Significant Drug Interactions
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This is a top line report (TLR) summarizing primary efficacy and key safety data from the
primary completion date (PCD) analysis of Study 1005 for all participants enrolled. The
report includes efficacy assessments through Day 28 and follow-up safety assessments
through Day 34.

1. OBJECTIVES

The primary efficacy objective was to compare the efficacy of PF-07321332/ritonavir to
placebo for the treatment of COVID-19 in non-hospitalized symptomatic adult participants
with COVID-19 who were at increased risk of progression to severe disease in the Modified
Intent-To-Treat (mITT) analysis set.

The safety objectives were to describe the safety and tolerability of PF-07321332/ritonavir
relative to placebo in the treatment of non-hospitalized symptomatic adult participants with
COVID-19 who were at increased risk of progression to severe disease.

2. STUDY DESIGN

This Phase 2/3, randomized, double-blind, placebo-controlled study in ~3000 symptomatic
participants with COVID-19 who are non-hospitalized is to determine the efficacy, safety,
and tolerability of PF-07321332/ritonavir compared with placebo. Eligible participants with a
confirmed diagnosis of SARS-CoV-2 infection were randomized (1:1) to receive
PF-07321332/ritonavir or placebo orally q12h for 5 days (10 doses total). Randomization was
stratified by geographic region and by whether participants had received/were expected to
receive treatment with COVID-19 therapeutic monoclonal antibodies (mAbs) based on the
investigator’s assessment at time of randomization.

The analysis population set (mITT, mITT1, and mITT2) is defined in Table 1. These
definitions differ from what was used in the interim analysis (IA) but was changed in the
latest statistical analysis plan prior to database lock using the agreed FDA Biometrics
suggested definitions.

Table 1. Efficacy Analysis Sets Defined for Study 1005

Analysis . Description
Set
mITT | All participants randomly assigned to study intervention, who take at least 1 dose of study
intervention, who at baseline did not receive nor were expected to receive COVID-19
therapeutic mAb treatment and were treated <3 days after COVID-19 symptom onset.
Participants will be analyzed according to the study intervention to which they were randomized.

miTT1 | All participants randomly assigned to study intervention, who take at least 1 dose of study
intervention, and who at baseline did not receive nor were expected to receive COVID-19
therapeutic mAb treatment and were treated <5 days after COVID-19 symptom onset.
Participants will be analyzed according to the study intervention to which they were randomized.

mITT2 | All participants randomly assigned to study intervention, who take at least 1 dose of study
intervention, and were treated <5 days after COVID-19 symptom onset regardless of mAb
treatment status. Participants will be analyzed according to the study intervention to which they

were randomized.
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The total study duration was up to 24 weeks and includes a screening period of no more than
48 hours, study intervention through Day 5 or Day 6, efficacy assessments through Day 28, a
safety follow-up period through Day 34, and long-term follow-up at Weeks 12 and 24.

3. SUBJECT POPULATION

The number of participants within each analysis set for the PCD analysis is outlined in
Table 2.

Table 2.  Participant Evaluation Groups — All Screened Participants

PF-07321332 300 mg + Ritonavir 100 Placebo Total

mg (N=1126) (N=2246)
(N=1120)
n (%) n (%) n (%)
Screened: 2396
Screened failure: 137
Not screen failure but not randomized:
13
Assigned to treatment 1120 (100.0) 1126 2246
(100.0) (100.0)
Treated 1109 (99.0) 1115 (99.0) 2224 (99.0)
Not treated 11 (1.0) 11 (1.0) 22 (1.0)
Safety analysis set 1109 (99.0) 1115 (99.0) 2224 (99.0)
Full analysis set 1120 (100.0) 1126 2246
(100.0) (100.0)
miITT analysis set 697 (62.2) 682 (60.6) 1379 (61.4)
miTT1 analysis set 1039 (92.8) 1046 (92.9) 2085 (92.8)
mITT2 analysis set 1109 (99.0) 1115 (99.0) 2224 (99.0)
Per-protocol analysis set 680 (60.7) 658 (58.4) 1338 (59.6)

PFIZER CONFIDENTIAL SDTM Creation: (R 22:19) Source Data: ads| Table Generation: (11:42)
(Data cutoff date : 11DEC2021 Database snapshot date : Output File: ./nda/C4671005_EUA/ads|_s002

As of the data cutoff (11 Dec 2021) 2246 (100.0%) participants were randomized into
Study 1005, and 2102 (93.6%) participants had completed the safety follow-up (Day 34).
(Table 3).

o The proportion of participants who discontinued the treatment phase was similar between
treatment groups (6.0% versus 7.7% in the PF-07321332/ritonavir group and placebo
group, respectively). The most common reasons for discontinuation during the treatment
phase of the study in either treatment group were adverse event (AE) (3.1%) followed by
‘withdrawal by subject’ (2.6%). Fewer participants in the PF-07321332/ritonavir group
(2.1%) discontinued the treatment phase due to an AE compared with the placebo group
(4.2%).
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e The proportion of participants who completed the safety follow-up (Day 34) was similar

between treatment groups.

Table 3. Disposition Events Summary - Full Analysis Set

PF-07321332 300 mg + Ritonavir Placebo Total

100 mg (N=1126) (N=2246)
(N=1120)
Number (%) of Participants n (%) n (%) n (%)
Disposition phase: Treatment
Participants Entered: 1120 (100.0) 1126 2246
(100.0) (100.0)
Discontinued 67 (6.0) 87 (7.7) 154 (6.9)
Reason for discontinuation
Adverse event 23 (2.1) 47 (4.2) 70 (3.1)
Death 0 0 0
Lack of efficacy 0 0 0
Lost to follow-up 0 0 0
Noncompliance with study drug 0 0 0
Pregnancy 0 0 0
Protocol deviation 0 0 0
Study terminated by sponsor 0 0 0
Withdrawal by subject 32(2.9) 27 (2.4) 59 (2.6)
Medication error without associated 0 1 (<0.1) 1(<0.1)
adverse event
No longer meets eligibility criteria 3(0.3) 1(<0.1) 4(0.2)
Other 9(0.8) 11 (1.0) 20 (0.9)
Completed 1053 (94.0) 1039 (92.3) 2092 (93.1)
Ongoing 0 0 0
Disposition phase: Follow-up
Participants Entered: 1120 (100.0) 1126 2246
(100.0) (100.0)
Discontinued 67 (6.0) 77 (6.8) 144 (6.4)
Reason for discontinuation
Death 0 13 (1.2) 13 (0.6)
Lost to follow-up 11 (1.0) 9(0.8) 20 (0.9)
Study terminated by sponsor 0 0 0
Withdrawal by subject 43 (3.8) 43 (3.8) 86 (3.8)
Other 13(1.2) 12 (1.1) 25(1.1)
Completed 1053 (94.0) 1049 (93.2) 2102 (93.6)
Ongoing 0 0 0
Disposition phase: Long-term follow-up
Participants Entered: 1120 (100.0) 1126 2248

Discontinued
Reason for discontinuation

64 (5.7)

PFIZER CONFIDENTIAL
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PF-07321332 300 mg + Ritonavir Placebo Total

100 mg (N=1126) (N=2246)
(N=1120)

Number (%) of Participants n (%) n (%) n (%)
Adverse event 0 0 0
Death 0 13(1.2) 13 (0.6)
Lost to follow-up 10 (0.9) 10 (0.9) 20(0.9)
Study terminated by sponsor 0 0 0
Withdrawal by subject 43 (3.8) 42 (3.7) 85(3.8)
Other 11 (1.0) 10 (0.9) 21(0.9)

Completed 0 0 0
Ongoing 1056 (94.3) 1051 (93.3) 2107 (93.8)

(Data cutoff date : 11DEC2021 Database snapshot date : Output File: ./nda/C4671005_EUA/adds_s001

PFIZER CONFIDENTIAL SDTM Creation:_(22:19i Source Data: adds Table Generation: (11:42)

4. DEMOGRAPHIC AND BASELINE CHARACTERISTICS - FULL ANALYSIS SET

Demographic and baseline characteristics for the full analysis set (FAS) were similar between
the PF-07321332/ritonavir and placebo groups (Table 4).

As of the data cutoff, 41.3%, 29.8%, 8.5%, and 20.4% of participants were from the US,
Europe, India and Rest of the World, respectively. Over half of the participants (51.1%) were
male and were White (71.5%). Just under half of the participants in each treatment group
were Hispanic or Latino. The median age was 46.0 (18.0, 88.0) years and 288

(12.8%) patients were 65 years of age or greater at the time of randomization.

The mean (SD) body mass index (BMI) was 29.17 (5.62), and the majority of participants
had a BMI of 25 or greater at the time of screening.

The participant population of Study 1005 reflected the patient population that would be
treated with PF-07321332/ritonavir in clinical practice and who are at high risk for
progressing to severe disease. Across treatment groups, 47.0% of participants were
serological negative at baseline. Most participants (93.8% across treatment groups) did not
receive or were not planning to receive monoclonal antibodies for the disease under study at
the time of randomization.

With the exception of 2 participants, all participants had at least 1 risk factor for severe
COVID-19 with 38.9% of participants with 1 prespecified risk factor and 35.7% participants
with 2 pre-specified risk factors. A total of 375 (16.7%) and 152 (6.8%) participants
presented at screening with 3 and 4 risk factors, respectively. The most common risk factor at
baseline was BMI >25 (80.5%).

Across treatment groups, the median baseline viral load (Logio copies/mL) was 5.35.
Approximately 36.5% of participants had a low baseline viral load (<4.0 Logio copies/mL),
60.2% of participants had a high baseline viral load (>4.0 Logio copies/mL) and 25.6% of
participants had a very high baseline viral load (>7.0 Logio copies/mL).

PFIZER CONFIDENTIAL
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Table 4. Demographic and Baseline Characteristics - Full Analysis Set
PF-07321332 300 mg + Placebo Total
Ritonavir 100 mg (N=1126) (N=2246)
(N=1120})
Age (Years), n (%)
<18 0 0 0
18-44 556 (49.6) 517 (45.9) 1073 (47.8)
45 -59 338 (30.2) 349 (31.0) 687 (30.6)
60 - 64 86 (7.7) 112 (9.9) 198 (8.8)
65-74 104 (9.3) 117 (10.4) 221 (9.8)
275 36 (3.2) 31(2.8) 67 (3.0)
Mean (SD) 45.33 (15.40) 46.34 (15.51) 45.84 (15.46)
Median (range) 45.00 (18.00, 86.00) 46.50 (18.00, 46.00 (18.00,
88.00) 88.00)
Gender, n (%)
Male 566 (50.5) 582 (51.7) 1148 (51.1)
Female 554 (49.5) 544 (48.3) 1098 (48.9)
* Race, n (%)
White 800 (71.4) 807 (71.7) 1607 (71.5)
Black or African American 60 (5.4) 50 (4.4) 110 (4.9)
Asian 154 (13.8) 161 (14.3) 315 (14.0)
American Indian or Alaska Native 96 (8.6) 95 (8.4) 191 (8.5)
Native Hawaiian or other Pacific 0 0 0
Islander
Multiracial 1(<0.1) 2(0.2) 3(0.1)
Other 0 0 0
Not reported 8 (0.7) 9(0.8) 17 (0.8)
Unknown 1(<0.1) 2(0.2) 3(0.1)
Ethnicity, n (%)
Hispanic or Latino 499 (44.6) 505 (44.8) 1004 (44.7)
Not Hispanic or Latino 616 (55.0) 614 (54.5) 1230 (54.8)
Not reported 5(0.4) 7 (0.6) 12 (0.5)
Unknown 0 0 0
Weight (kg)
Mean (SD) 81.39 (17.51) 82.28 (18.85) 81.84 (18.19)
Median (range) 80.00 (42.00, 158.3) 80.00 (42.00, 80.00 (42.00,
173.0) 173.0)
Height (cm)
Mean (SD) 167.1 (9.64) 167.5 (10.24) 167.3 (9.94)
Median (range) 167.0 (136.9, 196.0) 167.6 (125.2, 167.6 (125.2,
207.3) 207.3)
BMI (kg/m?), n (%)
<25 220 (19.6) 217 (19.3) 437 (19.5)
25-<30 492 (43.9) 489 (43.4) 981 (43.7)
PFIZER CONFIDENTIAL
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PF-07321332 300 mg + Placebo Total
Ritonavir 100 mg (N=1126) (N=2246)
(N=1120)
30-<35 276 (24.6) 268 (23.8) 544 (24.2)
35-<40 78 (7.0) 88 (7.8) 166 (7.4)
240 53 (4.7) 63 (5.6) 116 (5.2)
Mean (SD) 29.09 (5.50) 29.25 (5.74) 29.17 (5.62)
Median (range) 28.20 (16.58, 58.07) 28.34 (186.05, 28.30 (16.05,
59.07) 59.07)
Duration since first diagnosis (Days), n
(%)
<3 1044 (93.2) 1072 (95.2) 2116 (94.2)
>3 76 (6.8) 54 (4.8) 130 (5.8)
Mean (SD) 1.30 (1.29) 1.31(1.23) 1.30 (1.26)

Median (range) 1.00 (0.00, 5.00)

Duration since first symptom (Days), n

(%)
<3 754 (67.3)
>3 366 (32.7)
Mean (SD) 2.93 (1.12)

Median (range) 3.00 (0.00, 7.00)

Number of risk factors of interest, n (%)
0 2(0.2)
449 (40.1)
393 (35.1)
183 (16.3)
77 (6.9)
4 16 (1.4)

Comorbidities, n (%)

V & W N -

1.00 (0.00, 9.00)

735 (65.3)
391 (34.7)
2.99 (1.09)

3.00 (0.00, 9.00)

0
425 (37.7)
408 (36.2)
192 (17.1)
75 (6.7)
26 (2.3)

50 (4.4)
8(0.7)
41 (3.6)
448 (39.8)
138 (12.3)
380 (33.7)
7 (0.6)
6 (0.5)
1(<0.1)
0
1(<0.1)
3(0.3)

70 (6.2)
1056 (93.8)

1.00 (0.00, 9.00)

1489 (66.3)
757 (33.7)
2.96 (1.10)

3.00(0.00, 9.00)

2 (<0.1)
874 (38.9)
801 (35.7)
375 (16.7)
152 (6.8)
42 (1.9)

92 (4.1)
14 (0.6)
103 (4.6)

876 (39.0)

273 (12.2)

739 (32.9)
13 (0.6)
11 (0.5)

3(0.1)
0
1(<0.1)
7(0.3)

140 (6.2)
2106 (93.8)

Cardiovascular disorder 42 (3.8)
Chronic kidney disease 6 (0.5)
Chronic lung disease 62 (5.5)
Cigarette smoker 428 (38.2)
Diabetes mellitus 135(12.1)
Hypertension 359 (32.1)
Immunosuppression 6 (0.5)
Cancer 5(0.4)
Neurodevelopmental disorder 2(0.2)
Sickle cell disease 0

HIV infection 0
Device dependence 4 (0.4)

COVID-19 mADb treatment, n (%)
Received/expected to receive 70 (6.3)
Not received/not expected fo receive 1050 (93.8)
PFIZER CONFIDENTIAL
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PF-07321332 300 mg + Placebo Total
Ritonavir 100 mg (N=1126) (N=2246)
(N=1120)
Geographic region, n (%)
United States 463 (41.3) 465 (41.3) 928 (41.3)
Europe 334 (29.8) 335 (29.8) 669 (29.8)
India 95 (8.5) 98 (8.7) 193 (8.6)
Rest of World 228 (20.4) 228 (20.2) 456 (20.3)
Serology status, n (%)
Negative 518 (46.3) 537 (47.7) 1055 (47.0)
Positive 581 (51.9) 568 (50.4) 1149 (51.2)
Unknown 21(1.9) 21 (1.9) 42 (1.9)
Viral load (Log1o copies/mL), n (%)
0 191 (17.1) 184 (16.3) 375 (16.7)
<27 300 (26.8) 332 (29.5) 632 (28.1)
<4 406 (36.3) 413 (36.7) 819 (36.5)
>4 677 (60.4) 676 (60.0) 1353 (60.2)
25 583 (52.1) 582 (51.7) 1165 (51.9)
26 442 (39.5) 441 (39.2) 883 (39.3)
<7 783 (69.9) 814 (72.3) 1597 (71.1)
27 300 (26.8) 275 (24.4) 575 (25.6)
28 118 (10.5) 113 (10.0) 231 (10.3)
29 4(0.4) 5(0.4) 9(0.4)
=210 0 0 0
Mean (SD) 4.67 (2.88) 4.59 (2.86) 4.63 (2.87)
Median (range) 5.41 (0.00, 9.16) 5.30(0.00, 9.15) 5.35(0.00, 9.16)

Age at Screening (years) = (date of given informed consent - date of birth + 1)/365.25.

The denominator to calculate percentages is N, the number of participants in the full analysis set within each treatment
group.

Risk Factors include Age 2 60, BMI > 25 and Verbatims from pre-specified Medical History (Cigarette Smoker,
Immunosuppression, Chronic Kidney Disease,Hypertension, Diabetes Mellitus, Cardiovascular Disorder, Chronic Lung
Disease, HIV Infection, Sickle Cell Disease, Neurodevelopmental Disorder, Cancer and Device Dependence).

Duration since First Diagnosis is days from qualifying positive SARS-CoV-2 test.

Duration since first diagnosis and duration since first symptom are computed from the start of dosing.

Missing category is not included in the table.

Rest of World: Argentina, Brazil, Colombia, Japan, Malaysia, Mexico, Peru, Russian Federation, South Africa, Republic of
Korea, Taiwan, Thailand, and Turkey.

PFIZER CONFIDENTIAL SDTM Creation: (I (22:19) Source Data: adsl Table Generation: (1 1:42
(Data cutoff date : 11DEC2021 Database snapshot date :—Output File: ./nda/C4671005_EUA/ads|_s001_fas
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5. EFFICACY
5.1. Primary Analysis Set — mITT

At the PCD analysis, the event rate of a COVID-19-related hospitalization or death from any
cause through Day 28 in the mITT analysis set in participants who received treatment within
3 days of symptom onset was 44/682 (6.45%) in the placebo group, and 5/697 (0.72%) in the
PF-07321332/ritonavir group (Table 5).

After accounting for premature study discontinuation (ie, participant discontinued study
before Day 28 without having experienced a primary endpoint event) by using the follow-up
time in the Kaplan-Meier calculation, treatment with PF-07321332/ritonavir showed a 5.81%
(95% CI: -7.78% to -3.84; p<0.0001) absolute reduction, or 88.9% relative reduction in
primary endpoint events compared to placebo.

There were 0 and 9 reported events of death from any cause through Day 28 in the
PF-07321332/ritonavir and placebo groups, respectively.

Table S. Primary Analysis of Proportion of Participants with COVID-19-Related-
Hospitalization or Death From any Cause Through Day 28 - mITT, Kaplan-

Meier Method
PF-07321332 300 mg + Ritonavir 100 Placebo
mg

N 697 682
Participants with event, n (%) 5(0.717) 44 (6.452)

Participants with COVID-19 5(0.717) 44 (6.452)
hospitalization

Participants with death 0 9 (1.320)
Average time at risk for event (Days)? 27.288 26.188
Average study follow-up (Days)° 27.448 27.245
Estimated proportion (95% Cl), % 0.723 (0.302, 1.729) 6.531 (4.901, 8.676)

Difference from Placebo (SE) -5.807 (1.005)

85% CI of difference -7.777,-3.837

p-value <.0001

N = number of participants in the analysis set.

The cumulative proportion of participants hospitalized for the treatment of COVID-19 or death during the first 28 days of the
study was estimated for each treatment group using the Kaplan-Meier method. The difference of the proportions in the 2
treatment groups and its 956% confidence interval, and p-value based on Normal approximation of the data are presented.

a. Average time at risk for event is computed as time to first event, or time to last day of participation, or Day 28,
whichever is earlier.
b. Average study follow-up is computed as time to last day of participation, or Day 28, whichever is earlier.

PFIZER CONFIDENTIAL SDTM Creation: (10:10) Source Data: adtte Table Generation: (11:37)
(Data cutoff date : 11DEC2021 Database snapshot date : Output File: ./nda/C4671005_EUA/adtteh_s001_mitt

5.2. Secondary Analysis Sets — mITT1 and mITT2

The event rate of a COVID-19-related hospitalization or death from any cause through
Day 28 in the mITT1 analysis set in participants who received treatment within 5 days of

PFIZER CONFIDENTIAL
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symptom onset was 66/1046 (6.31%) in the placebo group, and 8/1039 (0.77%) in the
PF-07321332/ritonavir group (Table 6).

After accounting for premature study discontinuation (ie, participant discontinued study
before Day 28 without having experienced a primary endpoint event) by using the follow-up
time in the Kaplan-Meier calculation, treatment with PF-07321332/ritonavir showed a 5.62%
(95% CI: -7.21% to -4.03%; p<0.0001) absolute reduction, or 87.8% relative reduction in
primary endpoint events compared to placebo.

There were 0 and 12 reported events of death from any cause through Day 28 in the
PF-07321332/ritonavir and placebo groups, respectively.

Table 6. Secondary Analysis of Proportion of Participants with COVID-19-Related-
Hospitalization or Death From any Cause Through Day 28 - mITT1,
Kaplan-Meier Method

PF-07321332 300 mg + Ritonavir 100 Placebo
mg
N 1039 1046
Participants with event, n (%) 8 (0.770) 66 (6.310)

Participants with COVID-19 8 (0.770) 65 (6.214)
hospitalization .

Participants with death 0 12 (1.147)
Average time at risk for event (Days)? 27.048 25.972
Average study follow-up (Days)® 27.203 27.046
Estimated proportion (95% Cl), % 0.781 (0.391, 1.556) 6.400 (5.063, 8.075)

Difference from Placebo (SE) -5.619 (0.810)

95% ClI of difference -7.207, -4.031

p-value <.0001

N = number of participants in the analysis set.

- The cumulative proportion of participants hospitalized for the treatment of COVID-19 or death during the first 28 days of the
study was estimated for each treatment group using the Kaplan-Meier method. The difference of the proportions in the 2
treatment groups and its 5% confidence interval, and p-value based on Normal approximation of the data are presented.

a. Average time at risk for event is computed as time to first event, or time to last day of participation, or Day 28,
whichever is earlier.
b. Average study follow-up is computed as time to last day of participation, or Day 28, whichever is earlier.

PFIZER CONFIDENTIAL SDTM Creation: (I (10:10) Source Data: adtte Table Generation: (D 1:37)
(Data cutoff date : 11DEC2021 Database snapshot date : Output File:
/nda/C4671005_EUA/adtteh_s001_mitt1

The event rate of a COVID-19-related hospitalization or death from any cause through
Day 28 in the mITT2 analysis set in participants who received treatment within 5 days of
symptom onset regardless of mAb antibody treatment was 68/1115 (6.10%) in the placebo
group, and 9/1109 (0.81%) in the PF-07321332/ritonavir group (Table 7).

After accounting for premature study discontinuation (ie, participant discontinued study
before Day 28 without having experienced a primary endpoint event) by using the follow-up
time in the Kaplan-Meier calculation, treatment with PF-07321332/ritonavir showed a 5.36%

PFIZER CONFIDENTIAL
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(95% CI: -6.88% to -3.84%; p<0.0001) absolute reduction, or 86.7% relative reduction in
primary endpoint events compared to placebo.

There were 0 and 12 reported events of death from any cause through Day 28 in the
PF-07321332/ritonavir and placebo groups, respectively.

Table 7.  Sensitivity Analysis of Proportion of Participants with COVID-19- Related-
Hospitalization or Death From any Cause Through Day 28 - mITT2,
Kaplan-Meier Method

PF-07321332 300 mg + Ritonavir 100 Placebo

mg

N 1109 1115
Participants with event, n (%) 9(0.812) 68 (6.099)

Participants with COVID-19 9(0.812) 67 (6.009)
hospitalization

Participants with death 0 12 (1.076)
Average time at risk for event (Days)? 27.057 26.040
Average study follow-up (Days)® 27.216 27.083
Estimated proportion (95% ClI), % 0.822 (0.429, 1.574) 6.185 (4.909, 7.779)

Difference from Placebo (SE) -5.363 (0.776)

95% ClI of difference -6.884, -3.842

p-value <.0001

N = number of participants in the analysis set.

The cumulative proportion of participants hospitalized for the treatment of COVID-19 or death during the first 28 days of the
study was estimated for each treatment group using the Kaplan-Meier method. The difference of the proportions in the 2
treatment groups and its 95% confidence interval, and p-value based on Normal approximation of the data are presented.

a. Average time at risk for event is computed as time to first event, or time to last day of participation, or Day 28,
whichever is earlier. )
b. Average study follow-up is computed as time to last day of participation, or Day 28, whichever is earlier.

PFiZER CONFIDENTIAL SDTM Creation: (i (10:10) Source Data: adtte Table Generation: (D1 1:37
(Data cutoff date : 11DEC2021 Database snapshot date : Output File:
Inda/C4671005_EUA/adtteh_s001_mitt2
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5.3. Subgroup Analysis — mITT by Baseline Viral Load

The prespecified subgroup analysis of the primary endpoint by baseline viral load was
consistent with the overall mITT population for the subgroups of high baseline viral load
(=4.0 Log1o copies/mL), very high baseline viral load (=7.0 Logio copies/mL) and baseline
viral load <7.0 Logio copies/mL (Table 8). The p-value for the low baseline viral load
subgroup (<4.0 Logio copies/mL) was p=0.3162. Few participants in the subgroup of low
baseline viral load had events (0 for PF-07321332/ritonavir; 1 for placebo).

Table 8.  Analysis of Proportion of Participants with COVID-19-Related-

Hospitalization or Death From any Cause Through Day 28, by Subgroup of

Baseline Viral Load - mITT, Kaplan-Meier Method

Subgroup PF-07321332 300 mg Placebo
+ Ritonavir 100 mg
Viral load <4 N 231 219
Participants with event, n (%) 0 1 (0.457)
Participants with COVID-19 hospitalization 0 1(0.457)
Participants with death 0 0
Average time at risk for event (Days)? 27.619 27.740
Average study follow-up (Days)° 27.619 27.840
Estimated proportion (95% Cl), % 0.000 (0.000, 0.000) 0.459 (0.085, 3.211)
Difference from Placebo (SE) -0.459 (0.458)
85% ClI of difference -1.356, 0.438
p-value 0.3162
Viral load 24 N 446 445
Participants with event, n (%) 5(1.121) 40 ( 8.989)
Participants with COVID-19 hospitalization 5(1.121) 40 ( 8.989)
Participants with death 0 7(1.573)
Average time at risk for event (Days)? 27.105 25.508
Average study follow-up (Days)® 27.354 27.016
Estimated proportion (95% Cl), % 1.132 (0.473, 2.698) 9.141 (6.789, 12.252)
Difference from Placebo (SE) -8.009 (1.467)
95% Cl of difference -10.884, -5.133
p-value <.0001
Viral load <7 N 452 460
Participants with event, n (%) 3 ( 0.664) 21 ( 4.565)
Participants with COVID-19 hospitalization 3(0.664) 21 ( 4.565)
Participants with death 0 2(0.435)
Average time at risk for event (Days)? 27.400 26.583
Average study follow-up (Days)? 27.569 27.457
Estimated proportion (95% Cl), % 0.664 (0.215, 2.045) 4.613(3.032, 6.987)
Difference from Placebo (SE) -3.949 (1.055)
95% CI of difference -6.016, -1.881
p-value 0.0002
Viral load 27 N 225 204
PFIZER CONFIDENTIAL
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Subgroup PF-07321332 300 mg Placebo
+ Ritonavir 100 mg
Participants with event, n (%) 2(0.889) 20 (9.804)
Participants with COVID-19 hospitalization 2(0.889) 20 (9.804)
Participants with death 0 5(2.451)
Average time at risk for event (Days)? 27.040 25.480
Average study follow-up (Days)® 27.196 26.907
Estimated proportion (95% Cl), % 0.917 (0.230, 3.618) 9.964 (6.545, 15.019)
Difference from Placebo (SE) -9.046 (2.211)
95% ClI of difference -13.380, -4.713
p-value <.0001
PFIZER CONFIDENTIAL
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5.4. Subgroup Analysis — mITT by Serology Status

The prespecified subgroup analysis of the primary endpoint by serology negative subgroup
was consistent with the overall mITT population (Table 9). The p-value for the serology
positive subgroup was p=0.0442. Few participants in the serology positive subgroup had
events (0 for PF-07321332/ritonavir; 4 for placebo).

Table 9.  Analysis of Proportion of Participants with COVID-19-Related-
Hospitalization or Death From any Cause Through Day 28, by Subgroup of
Baseline SARS-CoV-2 Serology Status - mITT, Kaplan-Meier Method
Subgroup PF-07321332 300 mg Placebo
+ Ritonavir 100 mg
Negative N 342 342
Participants with event, n (%) 5(1.462) 40 ( 11.696)
Participants with COVID-19 5(1.462) 40 ( 11.696)
hospitalization
Participants with death 0 9(2632)
Average time at risk for event (Days)? 27.058 24.924
Average study follow-up (Days)° 27.383 26.787
Estimated proportion (95% Cl), % 1.473 (0.616, 3.504) 11.903 (8.874,
15.872)
Difference from Placebo (SE) -10.430 (1.884)
95% CI of difference -14.123, -6.736
p-value <.0001
Positive N 350 332
Participants with event, n (%) 0 4 (1.205)
Participants with COVID-19 0 4 (1.205)
hospitalization
Participants with death 0 0
Average time at risk for event (Days)? 27.503 27.446
Average study follow-up (Days)® 27.503 27.699

Estimated proportion (95% Cl), %
Difference from Placebo (SE)
95% CI of difference
p-value

0.000 (0.000, 0.000)
-1.211 (0.602)
2.391, -0.031

0.0442

1.211 (0.456, 3.195)

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

The cumulative proportion of participants hospitalized for the treatment of COVID-19 or death during the first 28 days of the
study was estimated for each treatment group using the Kaplan-Meier method. The difference of the proportions in the 2
treatment groups and its 5% confidence interval, and p-value based on Normal approximation of the data are presented.

a. Average time at risk for event is computed as time to first event, or time to last day of participation, or Day 28,
whichever is earlier.
b. Average study follow-up is computed as time to last day of participation, or Day 28, whichever is earlier.

(Data cutoff date : 11DEC2021 Database snapshot date : Output File:
.Inda/C4671005_EUA/adtteh_s001_sub_ser
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5.5. Subgroup Analysis — mITT by Age

The prespecified subgroup analysis of the primary endpoint by age was consistent with the
overall mITT population (Table 10). The treatment effect from PF-07321332/ritonavir versus
placebo was significant among participants <65 years of age (0.66% versus 4.80%, a 4.19%
absolute reduction, p<0.0001), but was larger in terms of absolute reduction among
participants >65 years of age due to the expected higher event rate (1.06% versus 16.33%, a
15.26% absolute reduction, p<0.0001).

Table 10. Analysis of Proportion of Participants with COVID-19-Related-
Hospitalization or Death From any Cause Through Day 28, by Subgroup of
Age - mITT, Kaplan-Meier Method

Subgroup PF-07321332 300 mg Placebo
+ Ritonavir 100 mg
Age<65years N 603 584
Participants with event, n (%) 4 (0.663) 28 (4.795)
Participants with COVID-19 4 (0.663) 28 (4.795)
hospitalization
Participants with death 0 3(0.514)
Average time at risk for event (Days)? 27.325 26.447
Average study follow-up (Days)° 27.466 27.329

Estimated proportion (95% Cl), %
Difference from Placebo (SE)

0.670 (0.252, 1.774)
-4.191 (0.956)

4.861 (3.382, 6.963)

95% ClI of difference 6.065, -2.317
p-value <.0001
Age265years N 94 98

Participants with event, n (%) 1(1.064) 16 ( 16.327)

Participants with COVID-19 1(1.064) 16 ( 16.327)
hospitalization

Participants with death 0 6 (6.122)
Average time at risk for event (Days)? 27.053 24.643
Average study follow-up (Days)? 27.330 26.745
Estimated proportion (95% CI), % 1.064 (0.151, 7.312) 16.327 (10.339,

25.259)

Difference from Placebo (SE) -15.263 (3.881)

95% Cl of difference -22.869, -7.657

p-value <.0001

N = number of participants in the subgroup of the analysis set.
The cumulative proportion of participants hospitalized for the treatment of COVID-19 or death during the first 28 days of the
study was estimated for each treatment group using the Kaplan-Meier method. The difference of the proportions in the 2
treatment groups and its 86% confidence interval, and p-value based on Normal approximation of the data are presented.
a. Average time at risk for event is computed as time to first event, or time to last day of participation, or Day 28,

whlchever is earlier.

Average study follow-up is computed as time to last day of participation, or Day 28, whichever is earlier.
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5.6. Cumulative Proportions of Primary Events — mITT

As demonstrated in Figure 1, there is a strong separation of risk of primary events
(COVID-19 related hospitalization or death from any cause) for PF-07321332/ritonavir
compared to placebo from Day 3 of study treatment.

Figure 1. Time to COVID-19-Related-Hospitalization or Death From any Cause
Through Day 28 - mITT Analysis Set
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0 A vs B: Difference in % (95% Cl) =-5.807 (-7.777. -3.837). p-value = <.0001
0 1 2 3 4 5 6 7 8 9 10 1 12 13 14 15 16 17 18 19 20 21 22 23 24 25 26 27 28
Time to COVID-19-Related-Hospitalization or Death (Days)
No. atrisk

A: 697 697 697 693 689 684 684 683 682 680 680 680 679 679 677 677 676 676 675 675 673 673 673 673 673 673 673 673 673

B: 682 682 680 674 666 660 653 649 646 642 634 632 630 630 630 630 629 628 627 627 626 626 623 623 623 623 623 623 621

A: PF-07321332 300 mg + Ritonavir 100 mg (N=697. Event=5) B: Placebo (N=682, Event=44)

N = number of participants in the analysis set.

The cumulative proportion of participants hospitalized for the treatment of COVID-19 or death during the first 28 days of the study was estimated for each treatment group
using the Kaplan-Meier method. The difference of the proportions in the 2 treatment groups and its 95% confidence interval, and p-value based on Normal approximation
of the data are presented.
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6. SAFETY- SAFETY ANALYSIS SET

No safety concerns for PF-07321332/ritonavir were identified during the review of safety
data through the PCD of this study (data cutoff date: 11 Dec 2021).

There was one participant that had a hospitalization on Day 3 with an outcome of death on
Day 32. As the primary analysis evaluates hospitalization and death through Day 28, this
death was outside the event window but was within the ‘follow-up’ window through the Day
34 visit. Therefore, this participant was included as a death in the safety analysis set giving a
total of 13 deaths in the placebo group (Table 11).

PF-07321332/ritonavir was safe and well-tolerated. The proportion of participants with
all-causality TEAEs was comparable between the PF 07321332/ritonavir group and the
placebo group (22.6% and 23.9%, respectively).

Most of the all-causality TEAEs experienced by participants in both treatment groups were
mild (Grade 1) to moderate (Grade 2) in severity (Table 12). The proportion of participants
with all-causality SAEs was lower in the PF-07321332/ritonavir group (1.6%) compared with
the placebo group (6.6%). Fewer participants discontinued study intervention due to an AE in
the PF-07321332/ritonavir group compared with the placebo group (2.1% versus 4.2%),
respectively; Table 11).

Table 11. Treatment-Emergent Adverse Events (All Causalities) - DAIDS Grade -

Safety Analysis Set
PF-07321332 300 mg + Placebo
Ritonavir 100 mg

Number (%) of Participants n (%) n (%)
Participants evaluable for adverse events 1109 1115
Number of adverse events 476 525
Participants with adverse events 251 (22.6) 266 (23.9)
Participants with serious adverse events 18 (1.6) 74 (6.6)
Participants with Maximum Grade 3 or 4 adverse events 45 (4.1) 93 (8.3)
Participants with Maximum Grade 5 adverse events 0 13(1.2)
Participants discontinued from study due to adverse events? 0 13(1.2)
Participants discontinued study drug due to AE and continue 23 (2.1) 47 (4.2)
study®
Participants with dose reduced or temporary discontinuation 4(0.4) 4 (0.4)

due to adverse events

Includes AEs that started on or prior to Day 34 visit.

Except for the Number of Adverse Events participants are counted only once per treatment in each row.

Serious Adverse Events - according to the investigator's assessment.

a. Participants who have an AE record that indicates that the AE caused the participant to be discontinued from the study.
b. Participants who have an AE record that indicates that action taken with study treatment was drug withdrawn but AE did
not cause the participants to be discontinued from study. .
MedDRA v24.1 coding dictionary applied.
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The most frequently reported TEAEs in the PF-07321332/ritonavir group (=1%) were
Diarrhoea (3.1%), Nausea (1.4%), Vomiting (1.1%), Alanine aminotransferase increased
(1.5%), Creatinine renal clearance decreased (1.4%), and Fibrin D-dimer increased (1.9%),

" Dysgeusia (5.6%), and Headache (1.4%). Of these, Diarrhoea, Vomiting, Dysgeusia, and
Headache were reported at a higher frequency in the PF-07321332/ritonavir group compared
with the placebo group (1.6%, 0.8%, 0.3%, and 1.3% in the placebo group, respectively;
Appendix Table 12).

The reported safety data indicates that PF-07321332/ritonavir has a favorable safety profile.

7. CONCLUSION

Since the IA conducted at approximately 45% of participants met pre-specified efficacy
criteria, the primary statistical interpretation for this study is from the IA. The results of the
IA showed an 89.1%, 85.2%, and 83.6% relative reduction in primary endpoints events for
the mITT, mITT1 and mITT2 analysis sets, respectively. The relative risk reduction was
similar for the PCD analysis being 88.9%, 87.8% and 86.7%, respectively. Overall, the PCD
analysis is supportive and confirms the results from the IA. Furthermore, the overall
treatment effect was similar for the participants included in the IA and participants included
post-TIA.

This report presents the efficacy and safety data from the PCD analysis (data cutoff:
11 Dec 2021) of 2246 participants randomized through 06 November 2021 of which 1379
were included in the mITT analysis set.

The PCD analysis showed an 88.9% relative reduction in risk of COVID-19-related
hospitalization or death from any cause compared to placebo in participants treated with
PF-07321332/ritonavir within 3 days of symptom onset (primary endpoint); 0.72% (5/697) of
participants who received PF-07321332/ritonavir were hospitalized or died through Day 28
following randomization, compared to 6.45% (44/682) of participants who received placebo;
p<0.0001.

Similar reductions in COVID-19-related hospitalization or death were observed in
participants treated within 5 days of symptom onset; 0.77% (8/1039) of participants who
received PF-07321332/ritonavir were hospitalized or died through Day 28 following
randomization, compared to 6.31% (66/1046) of participants who received placebo;
p<0.0001.

In the overall study population through Day 28, 0 deaths were reported in participants who
received PF-07321332/ritonavir as compared to 12 deaths in participants who received
placebo. No safety concerns for PF-07321332/ritonavir were identified during the review of
safety data.
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8. APPENDIX

Table 12. Summary of Treatment-Emergent Adverse Events by MedDRA System
Organ Class, Preferred Term, and Maximum DAIDS Grade (All
Causalities) - Safety Analysis Set

of Participants Evaluable for AEs PF-07321332 300 mg + Ritonavir 100 mg Placebo
(N=1109) (N=1115)
Grade1 Grade Grade Grade Grade Total Grade Grade Grade Grade Grade Tota
2 3 4 5 1 2 3 4 5
Number (%) of Participants: n (%) n (%) n (%) n{%) n (%) n (%) n {%) n (%) n (%) n{%) n (%) (%)

by SYSTEM ORGAN CLASS
and Preferred Term

Participants with events 138 68(6.1) 34(3.1) 11(1.0) ¢] 251 88(7.9) 72(6.5 75(6.7) 18(1.6) 13(1.2) 266
(12.4) (22.6) (23.9)
BLOOD AND LYMPHATIC SYSTEM DISORDERS 3(03) 2(02 0 ] 0 5.5 404 2(02) 1(0.1) 2(02) 0 9(0.8)
Anaemia 0 1(0.1) 0 Q 0 1(0.1) 0 0 1] 1(C.1) 0 1¢0.1)
Leukocytosis 2(0.2) 0 0 0 0 2(0.2) o [¢] 0 0 0 o}
Leukopenia 1(0.) 101 0 0 0 202y 202 0 0 0 0 2(0.2)
Lymphadenopathy mediastinal 0 0 0 0 0 0 1(0.1) 0 0 (1] 0 1(0.1)
Microcytic anaemia 0 0 0 0 ] o] 0 0 0 1(0.1) [s] 1(0.1)
Neutropenia o 0 0 [} 0 0 1(0.1) 0 101 0 1] 2(0.2)
Thrombocytopenia 0 0 0 0 1] Q 101) 2(02) 0 [1] [¢] 3(0.3)
CARDIAC DISORDERS 0 1014 101 1] 0 202 5(049 0 1(0.1) 0 0 6(0.5)
Palpitations 0 101 1.1 0 0 202 202 o} 1] o] 0 2(0.2)
Pericardial effusion 0 o] 0 0 0 0 1(0.1) o 1] [} 0 1(0.1)
Sinus bradycardia 0 1] 0 0 0 0 1(0.1) 0 0 o 0 1(0.1)
Sinus tachycardia 0 [1] [1] 0 0 o 1(0.1) 1] 0 0 0 1(0.1)
Ventricular arrhythmia 0 1] 1] o 0 [s] 1] 1] 1(0.1) 0 o 1(0.1)
EAR AND LABYRINTH DISORDERS 1(0.1) 0 0 1] 1] 1(0.1) 202 0 0 0 1] 2(0.2)
Hyperacusis 1] 0 0 [1] 1(0.1) 1} 0 0 0 1¢0.1)
Vertigo 1(0.1) 0 0 0 1] 1(0.1) 1(0.1) 0 1] 0 1] 1(0.1)
EYE DISORDERS 1(0.1) 0 0 0 1] 1(0.1) 0 0 1] 0 0 0
Eye pain 1(0.1) 0 0 [} [} 1(0.1) 0 o [1] o 1] [¢]
GASTROINTESTINAL DISORDERS 53(4.8) 13(1.2) 0 [} 0 66(6.0) 35(3.1) 16(1.4) 2(0.2) 0 0 53 (4.8)
Abdominal pain 2(0.2) 0 o] 0 0 2(02) 202 1@ 0 0 0 3(0.3)
Abdominal pain lower 1(0.1) 0 0 0 0 1(0.1) 1] (1] 0 0 Q 0
Abdominal pain upper 3(0.3) 0 o Q 0 3(0.3) 2(02 0 0 0 0 2(0.2)
Aphthous ulcer 1(0.1) 0 o] 0 0 1(0.1) 0 0 0 0 1} 0
Colitis [1] 1(0.1) 0 0 0 1(0.1) 0 0 0 0 1} 0
Constipation 1(0.1) 0 0 0 0 1(0.1) 2(02) 1(0.1) 0 0 1] 3(0.3)
Diarthoea 20(26) 505 0 0 0 34(31) 13(12) 5(04) O [+} 0 18 (1.6)
Dry mouth 1(0.1) [ 0 0 o} 1(0.1) 0 0 1] o} 0 [¢]
Dyspepsia 4(04) 202 0 0 0 6(0.5) 5(04) 0 [1] 0 0 5(0.9)
Faeces soft 1(0.1) 0 0 o] 0 1{0.1) Q ] [1] 1] 1] 0
Gaslritis 1(0.9) 0 0 2] 0 1(0.1) 11 [s] 1] ] 0 1(0.1)
Gastrooesophageal reflux disease 3(0.3) 0 o 0 0 33 101 1(0.1) [1] 0 0 2(0.2)
Hiatus hemia 0 0 o 0 0 [} 2(0.2) 0 1] 0 0 2(0.2)
Hyperchlorhydria 0 0 [¢] 0 0 0 1(0.1) 0 0 0 o 1¢0.1)
Large intestine polyp 0 0 0 0 0 1] 1(0.1) [1] [} 0 Q 1(0.1)
Nausea 12(1.1) 4(04) 0 0 1] 16(1.4) 10(0.9) 7(06) 2(02) 0 o] 19 (1.7)
Rectal haemorrhage 0 0 0 0 [1] 0 [1] 1(0.1) Q 0 0 1(0.1)
Vomiting 8(0.7) 4(04) 0 0 [1] 12(1.1) 6(05) 3(0.3) 0 0 1] 9(0.8)
GENERAL DISORDERS AND ADMINISTRATION SITE CONDITIONS 15(1.4) 2(02) 0 0 [} 17(1.5) 12(1.1) 3(03) 1(0.1) 0 0 16 (1.4)
Asthenia 3(0.3) 0 0 [} [} 3(0.3) 2(02) o 1(0.1) 0 0 3(0.3)
Catheter site pain 1(0.1) 0 [} 0 0 1(0.1) 0 0 0 1] 0 0
Chest discomfort 1(0.) 1(0.1) 0 0 0 2(0.2) Q 1] 0 1] 0 0
Chest pain 2(0.2) 0 1] 0 0 22 101 0 0 0 [} 1(0.1)
Chills 404 1(0.1) 1] 0 0 5(0.5) 0 0 0 0 1] o
Fatigue 2(0.2) 0 1] 0 0 2(02) 5(04) 0 ¢] 0 0 5(0.4)
Non-cardiac chest pain 1(0.1) Q 0 0 0 1(0.1) 0 0 Q o 0 0
Oedema due to cardiac disease 1(0.1) 0 [1] 0 0 10.1) 0 0 1] [} 0 1]
Pain o 0 1] 0 0 0 1(01) 2(02) 0 0 0 3(0.3)
Peripheral swelling Q 0 0 0 0 0 1(0.1) 0 0 [¢] 0 1(0.1)
Pyrexia 8(0.7) 0 o 0 0 8(0.7) S5(04) 202 0 0 0 7(0.6)
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Number of Participants Evaluable for AEs PF-07321332 300 mg + Ritonavir 100 mg Placebo
(N=1108) (N=1115)
Grade1 Grade Grade Grade Grade Total Grade Grade Grade Grade Grade Total
2 3 4 5 1 2 3 4 5
Number (%) of Participants: n (%) n% n(% n(% n(%) n (%) n(%) n{% n(@% n%) n) n (%)
by SYSTEM ORGAN CLASS
and Preferred Term
HEPATOBILIARY DISORDERS 10.1) 202 101 0 0 404 101 1(0.1) [} 0 0 2(0.2)
Cholestasis 1(0.1) 1} 0 0 0 1.9 [} 0 o} 0 [¢] o]
Hepatic function abnormal o 1(0.1) 1] 1] 0 1(0.1) 0 1(0.1) 0 0 ] 1(0.1)
Hepatitis toxic o} 1(0.1) 0 0 0 1(0.1) 0 0 0 0 0 0
Hyperbilirubinaemia 0 0 1(0.1) 0 [¢] 1(0.1) 0 0 0 1] 0 0
Liver injury 0 0 [t} Q0 [¢] 0 1(0.1) 0 0 0 0 1(0.1)
IMMUNE SYSTEM DISORDERS 1(0.1) 1(0.1) Q 0 0 2(0.2) 0 0 0 0 0 0
Mycotic allergy 0 1(0.1) Q 4] 0 1(0.1) 0 ] 0 [¢] 0 0
Seasonal allergy 1(0.1) 0 0 0 0 1(0.1) 0 0 1] o 0 Q
INFECT!IONS AND INFESTATIONS 6(0.5 8(0.7) 7(06) 2(0.2) 0 23(21) 7(06) 15(1.3) 36(3.2) 7(06) 11(1.0) 76(6.8)
Abscess 0 0 1(0.1) [1] 0 1(0.1) 0 0 [s] 0 0 2]
Atypical pneumonia o 0 0 ] 0 [} Q [1] 0 1(0.1) o} 1(0.1)
Bronchitis 0 101 0 0 0 1(0.1) 0 1(01) 0 0 0 1(0.1)
Bronchopulmonary aspergillosis 0 [1] [s] o 4] 0 0 1(0.1) 0 0 0 1(0.1)
COVID-19 0 2(02) 1@.1) 0 o] 3(03) 1(01) 4(04) 5(04) 1(01) 3(03) 14(1.3)
COVID-19 pneumonia 0 2(02) 5(08 O 0 7(0.6) 1(0.1) 5(04) 22(20) 5(04) 8(07) 41(3.7)
Gastroenteritis viral 0 0 [1] 0 0 ¢] 1] 1(0.1) 0 0 0 1(0.1)
influenza 0 0 1] 1] 0 0 1} 1(0.1) 0 0 0 1(0.1)
Mumps 0 0 [1] 0 0 [¢) 1(0.1) 0 0 0 o} 1(0.1)
Nasopharyngitis 1(0.1)  1(0.1) (1] 1] 0 2(0.2) o 0 o aQ [1] 0
Oral candidiasis 0 0 1] 1] 0 [} o] 1(0.1) o} 1] 0 1(0.1)
Oral herpes 1(0.1) 0 0 0 0 101 202 0 0 0 0 2(0.2)
Oropharyngeal candidiasis 1(0.1) 0 s} [} Q 1(0.1) o] 1] 0 0 [1] (1]
Pharyngitis 1(0.1) 0 0 o 0 1(0.1) 0 0 0 o} 0 [s]
Pneumonia 1(0.1) 0 1¢0.1) 0 0 2(0.2) 0 5(0.4) 9(08 1.1 o] 16 (1.3)
Pneumonia viral 0 0 o] 0 0 0 1(0.1) [} 0 0 1] 1(0.1)
Pyelonephritis chronic 0 0 0 1(0.1) [} 1(0.1) 0 [} 0 0 0 0
¥ tract infe 0 1(0.1) 0 0 0 1(0.1) 0 o 1} 0 0 0
Respiratory tract infection viral 1(0.1) 1¢0.1) 0 0 0 2(0.2) 0 Q [1] 0 0 0
Sepsis 0 0 o] 1(0.1) 1] 1(0.1) 1] 0 0 1] 0 0
Staphylococcal bacteraemia 0 0 1] 1] 0 0 ] 1(0.1) o} (1] 0 1(0.1)
Tonsillitis 0 0 1] o] 1] 0 Q0 0 1(0.1) 0 0 1(0.1)
Upper respiratory tract infection 1(0.1) 0 0 0 0 1(0.1) 4] [} 0 Q 1] 0
Urinary tract infection 0 1(0.1) 0 0 0 1(0.1)  1(0.1) [} 0 0 0 1(0.1)
Viral rhinitis 1] 0 0 0 0 0 1(0.1) o] 0 0 0 1(0.1)
Viral sepsis 0 0 1(0.1) 0 0 1(0.1) 1] 0 Q 0 1} 0
Vulvovaginal candidiasis 1(0.1) o] 0 0 0 1(0.1) 0 0 0 0 0 1]
INJURY, POISONING AND PROCEDURAL COMPLICATIONS 0 0 o] o] [} 1} 1(0.1) 2(02) 0 1(0.1) 0 4(0.9)
Craniocerebral injury 0 0 0 0 0 0 0 0 0 1(0.1) 0 1(0.1)
Eye injury 0 0 0 0 0 0 0 b} [} 1(0.1) 0 1(0.1)
Fall 0 1] 0 0 0 0 0 1(0.1) 0 0 0 1(0.1)
Hand fracture 0 0 0 0 0 0 0 1(0.1) 0 1(0.1) 0 2(0.2)
Meniscus injury 0 0 0 0 1] 0 10.1) 0 o} (1] [} 1(0.1)
Road traffic accident Q0 0 [¢] 0 o] 0 o} 0 0 1(0.1) 0 1(0.1)
Wiist fracture [} 1] 0 0 [} 0 0o 1} [1] 1(0.1) 0 1(0.1)
INVESTIGATIONS 26(23) 32(2.9 2321 8(0.7) 0 89(8.0) 27(24) 41(3.7) 30(27) 6(05) 0 104 (9.3)
Activated partial thromboplastin time prolonged 5.5 3@03) 1(0.1) 0 0 9(0.8) 10(0.9) o] 2(02) 0 0 12 (1.1)
Alanine aminotransferase increased 2(0.2) 13(1.2) 2(0.2) 0 0 17(1.5) 4(04) 18(1.6) 5(0.4) 0 0 27(24)
Aspartate aminotransferase increased 404 55 101 [1] 0 10(09) 4(04) 6(0.5 3(03) 101 0 14 (1.3)
Blood albumin decreased o] 1} 0 o 1] 0 o] 1(0.1) 0 Q 0 1(0.1)
Blood alkaline phosphatase increased 1(0.1) 0 0 0 (1] 1(0.1) 0 0 0 0 0 0
Blood bicarbonate decreased 1(0.1) 0 o} 0 0 101 101 o 0 0 0 1(0.1)
Blood calcium decreased 0 0 0 0 o} 0 1(0.1) o] 0 0 0 1(0.1)
Blood creatine phosphokinase increased 1(0.1) [1] 0 1(0.1) 0 2(02) 3(0.3) 0 2(02) c 1] 5(0.4)
Blood creatinine decreased [1] 0 0 (1] 0 0 1(0.1) 0 0 0 0 1(.1)
Blood creatinine increased 0 0 0 0 0 0 1(.1) 0 o 0 0 1(0.1)
Blood fibrinogen decreased 101 101 202 0 0 4(04) 101 1071 0 0 0 2(0.2)
Blood glucose decreased o 1(0.1) 0 0 Q0 1(0.1) 0 [s] 0 0 0 0
Blood glucose increased 0 1(0.1) o] 1(0.1) 0 2(0.2) 1] 3(03) 3(03) 1(0.1) 0 7(0.6)
Blood lactate dehydrogenase increased 0 0 0 0 4] [s] 1(0.1) 0 0 0 0 1(0.1)
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Number of Pasticipants Evaluable for AEs PF-07321332 300 mq + Ritonavir 100 mg Placebo
(N=1109) (N=1115)
Grade1 Grade Grade Grade Grade Total Grade Grade Grade Grade Grade Total
2 3 4 5 1 2 3 4 5
Number (%) of Participants: n (%) n{%) n(%) n{% n (%) n (%) n (%) n (%) n (%) n (%) n{%) n (%)

by SYSTEM ORGAN CLASS
and Preferred Term

Blood potassium decreased 1(0.1) 0 (1] 0 o] 1(0.1) 0 o] (1] 1] 1] 0
Blood potassium increased 0 1(0.1) [s] 1] ] 1(0.1) 0 o 1] 1] (1] 1]
Blood pressure increased 1(0.1) o} 0 1] 0 1¢0.1) 0 (1] 0 1] [1] 0
Blood sodium decreased 0 aQ 0 0 0 0 2(0.2) 0 0 0 0 2(0.2)
Blood thyroid stimulating hormone decreased 1(0.1) 0 0 0 [1] 1(0.1) 0 0 0 0 1] 0
Blood thyroid stimulating hormone increased 6(0.5) 0 0 b} o 6(0.5) 5(04) 2(02) 0 o o 7(0.6)
Blood urea increased 0 1(0.1) o] 0 0 1(0.1)  1(0.1) 0 0 0 0 1(0.1)
Breath sounds abnormal 1(0.1) 0 ] 0 0 1(0.1) 1] o] [+ 0 Q 0
C-reactive protein 2(0.2) 0 0 0 0 202y 1(0.1) [¢] 0 0 0 1(0.1)
C-reactive protein increased 8(0.5 11 202 0 0 9(0.8) 11(1.0) 1(01) 1.1 0 0 13(1.2)
Creatinine renal clearance abnormal 1] 0 [1] 0 0 (] 1] 0 1(0.1) 0 0 1(0.1)
Creatinine renal clearance decreased 0 5(0.5 9(08) 2(02) 0 16 (1.4) 1] 6(0.5) 10(0.9) 2(0.2) 0 18 (1.6)
Creatinine renal clearance increased 1] [1] 1(0.1) 0 0 1(0.1)  1(0.1) 0 0 0 0 1(0.1)
Differential white blood cell count abnormal 0 1(0.1) 0 (1] (1] 1(0.1) ¢} 0 0 0 0 1]
Fibrin D dimer 1(0.1y  1(0.1) 0 0 1] 2(0.2) [1] o 0 [} 0 ¢}
Fibrin D dimer increased 11(1.0) 6(05) 4(04) (1] 1] 21(1.8) 14(1.3) 11(1.0) 4(04) 2(0.2) 0 31(28)
b lar filtration rate ab | [¢] [} 1] 0 0 0 0 1(0.1) 0 o] 0 1(0.1)
Glomerular filtration rate decreased 1] 0 3(0.3) 0 1] 3(0.3) 0 0 1(0.1) 101 0 2(0.2)
Gl Y h fobin i 0 1] 0 o} 0 0 1(0.1) [1] 0 0 0 1(0.1)
Haematocrit increased 1(0.1) 1] [} 0 Q0 1(0.1) 0 1{0.1) 0 0 0 1(0.1)
Haemoglobin decreased 0 [1] o] 1(0.1) 0 1(0.1) o} o] 0 0 0 0
Haemoglobin increased 0 1] Q 0 1] Q 1] 1(0.1) o] 0 1} 1(0.1)
Haptoglobin 1(0.1) 1] Q 0 0 1(0.1) [1] 0 o] [} o} 0
Haptoglobin increased 3(0.3) 0 0 0 0 3(03) 3(03) 0 0 0 0 3(0.3)
Hepatic enzyme abnormal 1] Q 0 0 0 1] 1(0.1) 0 1] (1] 1] 1(0.1)
Hepalic enzyme increased 1(0.1)  1(0.1) 0 0 1} 2(0.2) 0 1(0.1) 2(02) 1] [1] 3(0.3)
Intemational normalised ratio abnormal 0 0 0 1(0.1) 0 1(0.1) 0 0 0 0 0 0
Intemaltional nomalised ratio increased 1(0.1) 0 0 2(0.2) 0 3(0.3) 3(@3 10N 101 [1] .O 5(0.4)
Liver function test increased 0 0 1(0.1) ] 0 1(0.1) ] 0 1] 0 0 0
Lymphocyte count decreased 0 0 (1] 1] 0 0 1010 1¢0.1) 1¢0.1) 0 0 3(0.3)
Neutrophil count decreased 0 0 o [1] 0 Q 2(0.2) 1] [¢] 0] 0 2(0.2)
Neutrophil count increased 1(0.1) 1(0.1) 1] 0 0 2(0.2) [1] 0 0 0 Q Q
Oxygen saturation decreased (1] 1] 1(0.1) [} 0 1(0.1) 1] 0 0 1] 1] 1]
Platelet count decreased 1(0.1) 0 0 [} 0 1(0.1) 0 1(0.1) 0 0 1] 1(0.1)
Platelet count increased 2(0.2) 1] 0 Q )] 2(0.2) 1] 1(0.1) 0 1] 0 1(0.1)
Procalcitonin 1(0.1) 0 0 0 0 1(0.1) 0 0 0 1] 0 0
Procalcitonin increased 1] 0 0 0 0 1} 2{0.2) o] 0 0 [1] 2(0.2)
Prothrombin time prolonged 1(0.1) 0 0 2(0.2) 1] 3(0.3) 101 2(02 2(02) 1] 0 5(0.4)
Red blood cell count increased o] 0 0 0 o] 0 0 1(.1) o} 1] 0 1(0.9)
Serum ferritin decreased 1{0.1) 0 Q0 1] 1] 1(0.1) 0 ] 0 0 0 0
Serum ferritin increased 101 101 1] 0 0 202 5(04) 0 1(0.1) o 0 6(0.9)
Thyroxine free increased ] 0 ] [1] 0 Q 0 1(0.1) 1] 0 o 1(0.1)
Thyroxine increased 1(0.1) 1] [1] o] 0 1(0.1) 0 0 0 0 1] 0
Transaminases increased 0 1] 1] o 0 1] 0 1(0.1) 0 1] Q 1(0.1)
Weight increased 0 0 0 Q 0 0 1(0.1) 0 0 0 1] 1(0.1)
White blood cell count decreased 0 2(0.2) [} 0 0 2(0.2) o] 2(02) 1(0.1) 0 1] 3(0.3)
White blood cell count increased 1(0.9)  1(0.1) 1} 0 o} 2(0.2) 0 o 0 0 1] 0
METABOLISM AND NUTRITION DISORDERS 5(0.5 9(08) 3(03) 0 ] 17(1.5) 4(04) 6(05) 4(0.4) [1] 1] 14 (1.3)
Decreased appetite [¢] 1(0.1) [} 0 [1] 1(0.1) Q v} Q 0 1] [¢]
Dehydration [1] 2(0.2) 0 0 [1] 2(0.2) 0 1(0.1) 1] o} o] 1¢0.1)
Diabetes mellitus 1(0.1) 101 0 0 1] 2(0.2) 0 0 1] 0 o 1]
Diabetes mellitus inadequate control 0 ] 1(0.1) 0 [1] 1¢0.1) 0 0 1(0.1) 0 0 1(0.1)
Glucose tolerance impaired 1(0.1) Q 0 0 1] 1(0.1) 0 0 0 0 0 0
Gout 1(0.1) 0 0 0 0 1(0.1) 0 0 0 0 0 0
Hyperglycaemia 0 1¢0.1) 101 0 [} 202 101 101 2(02) 0 0 4(0.4)
Hyperkalaemia 0 0 0 0 o 1} o} [s] 1(0.1) 0 0 1¢0.1)
Hypertriglyceridaemia Q 0 0 0 0 0 1(0.1) 0 0 0 3] 1(0.1)
Hypervolaemia 1] 0 0 0 0 0 101 0 s} 0 0 1(0.1)
Hypokalaemia 202 101 0 0 0 3(03) 2(02) 1(0.1) 0 0 0 3(0.3)
Hypomagnesaemia 0 0 [1] 0 0 0 1(0.1) [1] 0 1] 1] 1(0.1)
Hyponatraemia 0 2(0.2) [1] o] 0 2(0.2) 0 0 0 0 1] [1]
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PAXLOVID™ (PF-07321332/ritonavir)
PCD Summary Report — Study C4671005

Number of Participants Evaluable for AEs PF-07321332 300 mg + Ritonavir 100 mg Placebo
(N=1109) {N=1115)
Gradeq1 Grade Grade Grade Grade Totad Grade Grade Grade Grade Grade Tota
2 3 4 5 1 2 3 4 5
Number (%) of Participants: n%) N n@® n) 0 n%k 0% n®%  n®% n) n) nk)

by SYSTEM ORGAN CLASS
and Preferred Term

Hypophosphataemia 0 v} 1(0.1) 1] 0 1(0.) 1(0.1) 0 0 0 0 1(0.1)
Impaired fasting glucose o] 1] 0 0 0 0 [} 1(0.1) 0 0 [1] 1(0.1)
Lack of satiety 0 0 0 0 0 0 1(0.1) 0 0 0 1] 1(0.1)
Type 2 diabetes mellitus o 1(0.1) o] 0 0 1(0.1) 101 20.2) 0 1] 0 3(0.3)
MUSCULOSKELETAL AND CONNECTIVE TISSUE DISOCRDERS 10(09) 3(0.3) 0 0 ¢] 13(1.2) 9(0.8) 2(0.2) 0 (1] 0 11(1.0)
Arthralgia 202 101 0 0 0 303 101 0 0 0 0 1(0.1)
Back pain 202 1@ 0 0 0 303 202 0 0 ] 0 2(0.2)
Intervertebral disc degeneration 0 0 0 [} 0 0 1(0.1) 0 1] 0 o] 1(0.1)
Intervertebral disc protrusion 0 0 1] 0 0 0 1(0.1) 0 0 0 0 1(0.1)
Muscle spasms 0 0 0 0 0 0 1010 1@1H 0 0 0 2(0.2)
Musculoskeletal stiffness 0 0 0 0 1] 0 1(C.1) [1] [} 0 0 1(0.1)
Myalgia 6{(0.5) 1(0.1) 0 0 0 7(06) 2(02) 1] [} 0 0 2(0.2)
Pain in extremity 1(0.1) 0 0 0 0 101 101 1@Q1) 0 0 0 2(0.2)
Spinal osteoarthritis 0 0 0 0 o} 0 1(0.1) 0 1] 0 0 1(0.1)
NEOPLASMS BENIGN, MALIGNANT AND UNSPECIFIED (INCL CYSTS 0 o 0 0 0 0 0 o} 1(0.1) [} 0 1(0.9)
AND POLYPS)
Colon adenoma 0 0 0 o] 0 0 [s] 0 1¢0.1) 0 0 1(0.1)
NERVOUS SYSTEM DISORDERS 70(63) 8(07) 2(0.2) 1] 0 80(7.2) 20(1.8) 6(0.5) [} 0 0 26(23)
Amnesia 0 0 0 0 0 0 1(0.1) [1] 0 0 0 1(0.1)
Anosmia 3(0.3) 0 0 0 0 3(0.3) 0 0 0 0 0 0
Brain stem stroke [} 1] 1(0.1) 0 [} 1(0.1) 0 (4] 0 [t} o] 1}
Dizziness 2(02) 1(0.1) 0 0 0 303 5(04) 1(0.1) 0 0 0 6(0.5)
Dysgeusia 58(52) 3(0.3) 1(0.1) 0 0 62(56) 3(0.3) 0 0 0 o] 3(0.3)
Facial paralysis 0 1¢0.1) 1] 0 0 1(0.1) 0 0 1] 0 0 1]
Headache 14(1.3) 1(0.1) 0 0 0 15(1.4) 11(1.00 3(0.3) 0 o] 0 14 (1.3)
Hypersomnia 0 0 1] 0 0 0 0 1(0.1) [¢] 0 0 1(0.1)
Memory impairment 0 1(0.1) 0 0 0 1(0.1) 4] 0 0 0 0 [¢]
Parosmia 1(0.1) 0 0 0 0 1(0.1) o 0 [} 1] 0 0
Restless legs syndrome 1] 0 0 (1] 1] 1] 1(0.1) 0 0 (1] 0 1(0.1)
Syncope 0 0 0 0 1] [s] 0 1(0.1) 0 1] 0 1(0.1)
Tremor Q 0 0 0 0 ] 1(0.1) [} 0 1] 0 1(0.0)
Vascular dementia o 1(0.1) 0 0 0 1(0.1) 0 o] 0 0 4] 1]
PRODUCT ISSUES 202 101 0 3(0.3) 0 0 0 0
Product after taste 2(0.2) 1¢0.1) 1] 3(0.3) 1] 1] 0 1] 0
PSYCHIATRIC DISORDERS 4(04) 3(0.3) 0 0 1] 7068 202 202 0 0 0 4(0.49)
Anxiety 3(0.3) [} 0 0 ¢} 3(0.3) 0 1(0.1) 0 0 o] 1(0.1)
Confusional state 1(0.1) 0 0 0 0 1(0.1) 101 [} 0 0 0 1(0.1)
Depression 0 1(0.1) 0 0 0 1(0.1) 1} 0 0 0 0 0
insomnia 0 2(02) 0 [} 0 202 202 0 0 0 0 2(0.2)
Stress 1} 0 0 0 0 [s] o] 1(0.1) 0 0 0 1(0.1)
RENAL AND URINARY DISORDERS 0 '0 0 1(0.1) 0 1(0.1) 0 1(0.1) 1(0.1) 1(0.1) 1} 303
Chronic kidney disease 0 (4] 0 1(0.1) 0 1(0.1) 0 0 1(0.1) 4] 0 1(0.1)
Renal impairment 0 4] 0 0 [1] 0 0 1(0.1) 1] 1(0.1) o} 2(0.2)
REPRODUCTIVE SYSTEM AND BREAST DISORDERS 1(0.1) 0 0 1] 1] 1(0.1) 202 1(01) 0 o] 0 3(0.3)
Heavy menstrual bleeding 0 0 o} 0 1] 1] o 1(0.1) 0 0 0 1(0.1)
Intermenstrual bleeding 0 0 0 1] o} [s] 1(0.1) (1] 0 1] 0 1(0.1)
Vaginal haemorrhage 1(Q.1) Q 0 1] o] 1(0.1) 1(0.1) 0 0 0 0 1(0.1)
RESPIRATORY, THORACIC AND MEDIASTINAL DISORDERS 17(1.5) 505 1(©0.1) [1] 0 23(21) 9(0.8) 5(04) 13(1.2) 5(04) 2(02) 34(3.0)
Acute respiratory failure 0 0 1(0.1) 1] 1] 1(0.1) 0 1] 3(03) 11 1(01) 504
Allergic cough 0 1(0.1) 0 (1] [1] 1(0.1) Q 1] 0 o} 0 [1]
Asthma 1(0.1) 0 [} 0 0 1(0.1) [} 1(0.9) 0 0 Q 1(0.1)
Cough 5.5 1(0.1) 1] 0 [} 6(0.5) 4(04) 1(0.1) 2(0.2) 0 0 7(0.6)
Dyspnoea 4(04) 303 0 0 0 7(06) 3(03) 2(02) 404 0 0 9(0.8)
Epistaxis 1(0.9) 0 1] 0 0 1(0.1) 0 0 0 0 0 0
Haemoptysis 1¢0.1) 0 1] 0 0 1(0.1) 1] [} 0 Q 1] 0
Hiccups 1(0.1) 0 0 0 0 1(0.1) 0 0 0 0 0 0
Hypoxia 0 o] 0 o} [} 0 101 202 1(@©1) 0 0 4(0.4)
Interstitial lung disease 1(0.1) 1] 0 0 Q 1(0C.1) 0 0 2(0.2) 1] 0 2(0.2)
Nasal congestion 202 202 0 0 0 4(0.4) 0 Q 0 0 0 0
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PAXLOVID™ (PF-07321332/ritonavir)
PCD Summary Report — Study C4671005

Number of Participants Evaluable for AEs PF-07321332 300 mg + Ritonavir 100 mg Placebo
(N=1109) (N=1115)
Grade1 Grade Grade Grade Grade Total Grade Grade Grade Grade Grade Total
2 3 4 5 1 2 3 4 5
Number (%) of Participants: n (%) n{%) n(%) n{%k n% n (%) n(%) n(%) 0% n(k) n%) n (%)

by SYSTEM ORGAN CLASS
and Preferred Term

QOropharyngeal pain 4(0.9) 0 0 0 1] 4(0.4) [1] 1] 1] [t} 0 0
Pneumonitis 0 0 0 0 (1] 0 0 1] 2(02) 2(.2) 1(01) 5(0.4)
Pulmonary embodlism 0 o 0 0 (1] [1] [1] 0 0 2(0.2) 0 2(0.2)
Respiratory failure 0 0 sl [} 1] 1] [1] 0 1(0.1) 0 0 1(0.1)
Rhinorhoea 1(0.1) 0 0 0 0 1(0.1)  1(0.1) 0 0 0 0 1(0.1)
SKIN AND SUBCUTANEOUS TISSUE DISORDERS 7(0.6) 1] 2(0.2) 1] 0 8(0.8 7(6) 1(0.1) 1(0.1) 0 0 9(0.8)
Acne 0 1] [1] 1] 0 0 1(0.1) 0 0 0 0 1(0.1)
Alopecia 1(0.1) 0 [1] 0 o 1(0.1) 1.1 0 ] 0 0 1(0.1)
Erythema 0 0 0 0 0 0 404 O 0 0 0 4(0.4)
Hyperhidrosis 0 0 1(0.1) 0 0 1(0.1) 0 0 0 1} 0 0
Hyperkeratosis 1(0.1) 0 0 0 0 1(0.1) 0 o] 0 [} 3] 0
Pruritus 1(0.1) 2] 0 0 0 1(0.1) 0 4] 0 ol 0 [}
Rash 2(0.2) 0 0 o] 0 2(02) 2(02) 1] 1(0.1) 0 Q 3(0.3)
Rash maculo-papular 1] o} 1(0.1) 0 0 1(0.1) 0 0 0 0 1] 0
Skin exfoliation 2(0.2) [} o 0 0 2(0.2) 0 Q 0 0 0 0
Skin cedema 1(0.1) Q 0 0 0 1(0.1) 0 1] 0 0 0 0
Urticaria 0 1} o 1] 0 1] 1(0.1) 1(0.1) 1] 0 0 2(0.2)
SOCIAL CIRCUMSTANCES 0 1(0.1) 1] 0 1(0.1) [s] 0 o 0 0 0
Disease risk factor [} 1(0.1) 1] 0 0 1(0.1) 0 0 0 0 0 0
VASCULAR DISORDERS 3(03) 3(03) 1(0.1) 1(0.1) 0 8(0.7) 6(5 5(04) 1(01) 0 0 12(1.1)
Deep vein thrombosis 0 0 0 0 1] 0 0 1(0.1) Q 0 0 1(0.1)
Embolism 0 0 0 1] 0 0 1(0.1) [} 1(0.1) o} o} 2(0.2)
Hyperaemia 0 0 0 0 0 0 1(0.1) 0 0 0 o] 1(0.1)
Hypestension 4(04) 2(02) 1(0.1) 0 0 706 1(0.1) 1(01) 0 1] [¢] 2(0.2)
Hypertensive crisis 1] 0 o] 1(0.1) 0 1(0.1) 0 0 0 [¢] [¢] c
Hypotension o] 1(0.1) [} 0 0 1(0.1) 1(0.1) 3(0.3) 0 0 [¢] 4(0.9)
Orthostatic hypotension 0 0 0 0 0 1] 1(0.1) 1] 0 1] o] 1(C.1)
Thrombophlebitis 0 0 o} 0 0 [} 1(0.1) 0 0 1] [¢] 1(0.1)
Vein collapse 0 0 1] 1] 0 1] 1(0.1) 1] 0 1] 1] 1(0.1)

Includes AEs that started on or prior to Day 34 visit.
MedDRA v24.1 coding dictionary applied.

PFIZER CONFIDENTIAL SDTM Creation:

(Data cutoff date : 11DEC2021 Database snapshot dats
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Figure 1.
Figure 2.
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3CL 3C-like : 3C £k

A-B apical-to-basolateral : THSsRRANA> & F EAEAR

ACE2 angiotensin converting enzyme 2 : 7V VAT VL U IHABER 2

ADME absorption, distribution, metabolism and excretion : J&I¥, 26, KRR L ORI

Aen amount excreted unchanged in urine during dosing interval (12h) : % 5[ (12 #5fE)
DRPREEHE =

A/G albumin/globulin : /47 2 /a7 v

ALP alkaline phosphatase : 7V URRA T 7 #—F

APTT activated partial thromboplastin time : {EVE(LESY b & VAR 7T R F R

ATP adenosine triphosphate : 75/ V' = U Vg

AUC area under the plasma concentration-time curve : MFHEE - B AR T T

AUCi¢ area under the plasma concentration-time curve from zero to infinity : 0 B 5B R X

: BP E COMIE iR A - BER iR T

AUChast area under the plasma concentration-time curve from zero to time of last measurable
concentration : 0 B 2> b R M E & FTRERN & COMBPP IR - Wefl bR T iAs

AUC, area under the plasma concentration-time curve from zero to t hours : 0 B4 & ¢ REE] &
TOMBEPRE - REE R TEHE

AUCta area under the plasma concentration-time curve over dosing interval © : # 5-fEFE® M4
B - B g T m A

BCRP breast cancer resistance protein

BID twice daily : 1 B 2 [E] (&%)

BSA bovine serum albumin : 7 ME T LT I

Caco-2 | human colonic adenocarcinoma cells : £ &5 B AR

Cav average plasma concentration : F3 M #F h i E

Cb/Cp concentration in blood/concentration in plasma : fL#&/1f 47 cR 8 & L

CCso concentration required for 50% cytotoxicity : SO%ARIAFEIERE

CCIDso cell culture infectious dose required for 50% cell death : S0% R T2 R &

CI confidence interval : {FHE X 1

CLbite biliary intrinsic clearance of drug from eg, plasma : fLEEF () 2> 6 OEHPEHEES 7
V7oA

CL, renal clearance : 7 V7 7 A

Crmax maximum plasma concentration : = M FIEE

Crin minimum plasma concentration : Fx{EMAE B E

CoV coronavirus : I B2 F 7 A JLX

COVID-19 coronavirus disease 2019 : Fi = o F- & A NV A RYLE

CPE cytopathic effect : #BfRZE LR

Crrongh plasma concentration pre-dose (during multiple dosing) : M + 5 VR E

cv coefficient of variation : ZEEMREL

CYP cytochrome P450

dNHBE differentiated normal human bronchial epithelial cells : L IEE &k XUE _E AR

+dP/dT cardiac contractility : [LMXHENE

ECso concentration corresponding to 50% of the maximum effect : FxRKZNFD 50%D%) 5'1'%%71‘

.a-—
wRE
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PF-07321332

wrrgEs s ME - AEOEE—%

BE - ABOEE—&

BEE, FEh BHLTORVWRAEIIESR

ECoo concentration corresponding to 90% of the maximum effect : Fx KZFRD 0% DR %~
?—
BE

EMA European Medicines Agency : BRI E IR G T

F bioavailability : XA T <A U T ¢

FDA Food and Drug Administration : H[E & EZLF

FIH first-in-human

fm fraction metabolized : Y i%EEE TR I N2 EIE

FOB functional observational battery : HSAEER B2 A LM E

FRET fluorescence resonance energy transfer : ‘LI 3L ¥ —BH)

fu fraction unbound : JEFREA R

Johuman fraction unbound in human : & hIEREA R4y

Jorat fraction unbound inrat : 7 » hIEREE R

GISAID Global Initiative on Sharing All Influenza Data : A > 7 V=L WO A )V ABRFT —F
N— A

GLP Good Laboratory Practice : BEE G DR REVEICRE T 2 JERRRRBR O E D&

HCoV human coronavirus : £ b=z} A /L X

HCV hepatitis C virus : C BUF R U A L X

HEK human embryonic kidney : & AR B B ik

hERG human ether-a-go-go-related gene : £ k ether-a-go-go BHEE(E T

HIV human immunodeficiency virus : £ hRERET A LR

ICso 50% inhibitory concentration : 50%PH & &

ka absorption rate constant : BRIUGEE EEK

Ky concentration at 50% kinact : SO%REIEVIBE

Ki inhibition constant : fHEE$

Kiapp inhibiter concentration that supports half the maximal rate of inactivation : E£3& & fHEZK
ORI OFRBEESR

Kinaet maximal rate of enzyme inactivation : Fx REEE NEME(LIEE

Kp.uu unbound partition coefficient : FR/ MR FERE S R DIR Lt

LC/MS/MS liquid chromatography/tandem mass spectrometry : k27 v~ 757 4 —/82 L F A
BROW

LV +dP/dt maximum positive slop of the left ventricular pressure wave : /LR NER K EFHE

max

MAD multiple ascending dose : f &M RIER S

MA-SARS- mouse-adapted severe acute respiratory syndromie coronavirus 2 : % 7 ABi{LEFE LR

CoV-2 SRR D 1S LR 2

MATE multidrug and toxin extrusion

mBerp mouse breast cancer resistance protein : < 7 A Berp

MDCK Madin-Darby canine kidney : Madin-Darby { X &

MDRI multidrug resistant protein 1

MedDRA Medical Dictionary for Regulatory Activities : ICH EBREZEFI5E

MERS Middle East respiratory syndrome-related coronavirus : PR SHEFERBEE 2 o)
A WA

MRC-5 Medical Research Council cell strain 5

mRNA messenger ribonucleic acid : A v > ¥ —RNA

MTBE methyl tert-butyl ether

PFIZER CONFIDENTIAL

9




PF-07321332

enspmEs gk BE

ao
EEI%E‘
hu

S
il
¥
puiid

e - AROESE—K

B, M BB LTORVWRRELIIES

MTD maximum tolerated dose : F K&

NA not applicable : 5% ¥ ¥4

ND not determined : B H ¥

NOAEL no-observed-adverse-effect level : #EaEE

NOEL no-observed-effect level : EIERE

NR not reported : &/ L

NTCP Na taurocholate cotransporting polypeptide

OAT organic anion transporter

OATP organic anion transporting polypeptide

OCT organic cation transporter

OECD Organisation for Economic Co-operation and Development : #% 7 1 77 B s H4E

P450 cytochrome P450 : & k77 @ A P450

Pagp apparent permeability coefficient : fL»J DFE @R E

PD pharmacodynamics : /7%

PDE phosphodiesterase : RAK VT AT F—F

P-gp p-glycoprotein : P-JE & L XU H

PK pharmacokinetics : K4 Bk

PR time from the beginning of the P wave to the beginning of the QRS complex in.the
electrocardiogram : /LB O P DL 5 QRS BEORRIAE COR

PT prothrombin time : 7' k1 2 B B

QRS time from the beginning of the Q wave to the end of the S wave in the electrocardiogram :
DERLED Q ORI, L SHOKT £ TORM

QT time from the beginning of the QRS complex to the end of the T wave in the
electrocardiogram : A>ER LD QRS OB LEN O TIHOK T £ TORR

QTc QT interval corrected for heart rate : [MAZCHIE L7 QT G

RdRp RNA dependant RNA polymerase : RNA {KfFE RNA R Y A 55—+

RR time from the peak of one QRS complex to the peak of the next : 2 *2¢ QRS I NDIEAD
Eilelisiil

RT-PCR reverse transcription-polymerase chain reaction : #i#z%5 DNA R U 2 T —E UG

RTV ritonavir : U b ENL

SAD single ascending dose : f B EER 5

SARS-CoV-1 | severe acute respiratory syndrome coronavirus 1 : BEAE AV IR AIEER 2 0 v A L
A1

SARS-CoV-2 | severe acute respiratory syndrome coronavirus 2 : BEfEAM: MR AAEGER 2 a v A v
A2

SUSAR suspected unexpected serious adverse reaction : P HIV-MEELBIER DN

ty terminal phase half-life : #&RAE D &4

TI therapeutic index : JAFRIEEk

TK toxicokinetics : hF¥F T IFRT 4 7 A

TSH thyroid stimulating hormone : ERARHIE A /LE

UGT uridine diphosphate-glucuronosyltransferase : UDP 7' /L7 o L BRI EESR

ULN upper limit of normal : E¥EfE F[B

Vero monkey kidney cells : Y /LB fgAR IR

Vs volume of distribution at steady state : E & IRIERF DN ERE

WHO World Health Organization : ft SRR

PFIZER CONFIDENTIAL
10




PF-07321332
wrEgEs gk 2. B

2. B
2.1 MAEBEER L OFER

COVID-19 1, 20194E 12 AT, SARS-CoV-2 IZRBET BH /-2 BT 5 AT REMED & 5 MEIR 255
Yufie & LTHEE &N, SARS-CoV-2 1T ACE2 &/ %/ L CHIBRICRRY: U, EAemPinix
R X OEE XD LEMETH D2, SARS-CoV-2 D 3CL 777 —EBid UA L RITHEARAEN
TW5S, VA NABREIIARTRRERZETH S, 3CL 7’u7T7—EiL, VALADplaBLD
plab WY & 30 BEBEOEEWM THILL, RdRp, ~V I —ERBIVM3CL a7 7 —EH
BEEDVANAEHBIOEEICEE,—#HOZ RNV B2 ERT DY, aaf VA NAD
3CL Fu s 7 —¥ILE&Eo e MECURIZZ b Twieuy, 3CL ’u 77 —Fik, VA VADE
BY A 7NV E > THEOKESZHOEERMETHY, £, Ot MIRKESEFEELZ
WZ Enb, FivANVAEDENE LTHEEREATNSS,

PF-07321332 1%, AAbFHEEE T v A TSARS-CoV-23CL 7u 57 —BIZxt L CEZTH S Z
EAURENTE (Ki=0.00311 ymol/L) BAHFEG-FHER 3CL 7’7 7 —EHEE THD, b han
F A NADICL T T —YdEEHIZEL L TR Y, BROBHHMIAEEICRTFINT
WA b, FOMDanF AL RZ (SARS-CoV-1, HCoV-229E, MERS, HCoV-OC43,
HCoV-HKU1 B L O'HCoV-NL63) @ 3CL 7' 17 7 —ElZx$ % PF-07321332 DIHERE L fER &
n, E&afiout oA A REERARY DLOFREMESTENTWS, PF0732133213 %77, =
nF A NVADICL a7 7T —E I L TRIREEZ/RL, —EOE N a7 7 —ERB LU HIV
FaF TP LTI E A ERRELEEETRIRMho T2,

ACE2 ZAE A2 BRI Sz VeroE6 filgE AWT, PEHEEEROEFETELEIHFET T
SARS-CoV-2 IZ%13 % PE-07321332 DL 7 A NV ATEME 2 i L7z, PF-07321332 @ ECso B L O
ECoo BT HE PR EIDFET THENFI 0.0748 pmol/L I LT 0.156 pmol/L TH v, HIETFFE
MfREMIIER D bR o7z (in vitro FEFEEMED CCsoid 100 pmol/L #8) , T DVEMEITAEBEFH)
125 b8 Y07 ANHBE #iBa% FV - SARS-CoV-2 YDA N AT v A DR (Yt 3 H
@ ECso 3 & TF ECgo DEATEHEIL ZHF 4 0.0618 pmol/L 33 L TV 0.181 umol/L) 2 & 0 #ERR
iz, F72, HCoV-229E 253 5 PE-07321332 DIV A N AFEM LR ShizZ &b, RIE
DR F A NAREELRBAEERD D Z LB RENTE,

BlkEHEFEEE T, EHEBEOSER, FSUAR—EF— AFTrFXFRLBIUEET v
A WX B PF-07321332 O in vitro IEME AT U712 R, BEENTEEEIIBREEICT28
EBE (50%8) 3RO oot

BEERESR (FREMRR, LOLERBIOCHEERR) oxtd 2K NFEROFELTET S
7o, TeMEEEHRER L FEM Lz, #0> Wistar Han 7 v MZ PF-07321332 % 1000 mg/kg D A&
FCROKE LI X, FOB/RT A —F~DEEIRD bieho7n, BREGHEDERN
EEMECHE, 1000 mg/kg BECYALLCSBREE & B L C, FMHM oKD 5 HHICEEEROFY
Bl DR, FEMER ORZ D 30 HEICKEESR L OREES O FHEHROEMBIEED bl
Tro THHDETROE h~DOIBEIIARE CTH B, 1000 mgkg BT, REEXREE L LB L
T, —iBMEOMRER X ORI EOEMGIEBD biLik, =71 ¥NIZ PF-07321332 % 150
(75BID) mgkg/ R OAETHEE Lz b &, IR, IRHAR IOFELMED EF 2L NTOE
B 72 E OB -O—BEORENRD b, THIZHEVRR, PRBIVQT MEBRER L
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PF-07321332
wrEgzs Zix 2. B

720 QTc BIBIZITEMENRD bz, RERIZARD bh/ad o7z, PF07321332 % 150 (75
BID) mgkg/B DB THRE LizL &, LV +dP/dtmax OIET HER® bivl, BIEMETXTH]
B 5% 24 BRI LI ICISIET B2 G LIz 2D L~ULZEE L, £/, hERG, EAE v b
WHAMBEE 13T v MEHKRERE AV T v 4 TIXERMICER DS 5 PF-07321332 D
BIIRO LN T,

T MR ST A — H ~OBEIERRR T E Y VAR THY, Ty &AW GLP #
14 BRRERSEESRBRBIUH LA AV GLPEA 15 BRIXKERSEEHBE T, BEE
T 5 —fRREEO S £ IRERBRFEAFT IR b oo, F2 AV GLP EH 15
AREBERBRTCIILER T —ZbNELTREY, ZORBRTIE, LERAAZA—F (DA%
BHTNZ RR, PR, QRS, QT BL U QTc i) FILLEREEOEMIIRD bNRdhoT,

A B WRWAELRENT v A4 T, EEBRLAHM TH D PF-07329268 (M4) H SARS-CoV-
2DEERTuTT—¥ QCL7u7F7—¥) 2HEEL, KifEiX0.00315umoll TH-o7z, A
U VeroE6 #IERIZIWNT P-gp SEHAEEDOFE TR L UFERFTE T T Pr-07329268 DHLY A /v
ANBEMSTEN, ECsofEIZZNFH 0.525 yumol/L B LT 3.33 umol/L 8 TH -7 Z &b, P-gp
REKDOEFET CIE PF-07321332 DR T 5D 11725 Z BRI,

PF-073213321%, T v FTIEZ CLIZFRE, t ik SEM, "M T4 YT 4 3FREND
BETHY, VTH, CLIIHEE, Wil BRRBEELS, "MIT7XA4 70741 10%
KiETHotl, 7y PBILUOV LV ERHWEEERRERSFEHERR TIE, PF-07321332 DREE
WEHBEOEIMCES TEML, —& LMEERO bRn oz, PF-07321332 OZEHREE
MIELS, o b, PABLIOE FOMBES 37 LORBERIIBERETHY, RMERE LR
U CHsERiz % < 254 Lz, Invitto D b T o AR —&Z—7F v A Tid, PF-07321332 i3 MDR1

(P-gp) BELUBCRP DEZ L7258, NTCP, OATPIBI, OATPIB3 F72i% OATP2B1 DEHE
LR LRV ENRENT,

CYP3A Z A L7zB2{k3 PF-07321332 O X ERBIRE TH Y, v MEFORBIWITFB D 6
Motz, Invivo T, PF-07321332 ORELAENR T v MBI U LOMEFIZRLZ<BDON
7 EEEME TH Y, M4 (PF-07329268) AY/LOmMFADEERFYW CHoMz, B MTHE, in
vitro T® PF-07321332 OER{LEIRBNCF L4 5 FE BRI CYP3A4 THD L TFHRIN (fu=
0.99) , CYP3AS DHFELHIZREL RN ETFRENT, PF-07321332 1XFEIZ CYP3A4 1T L - THRE
ENABZLEEBRTDHE, UMl E0EN CYPIA4EER AR T LMEFD
PF-07321332 BEN EH L, ZHICL YV RBEDIRSEREZITLER SN D RElErH 5,

FIH RER 7T —# O BERPK 5 Y 7z ik-3< &, % 300/100 mg @ PF-07321332/Y
FFEAE LB 2ERELEEEOEBRED Cun 0T R{EIL, INHBE HIfA7T v&4 THLIL
72 ECo0 (0.181 umol/L) @ 5 & BIZn ¢ EZ BN,

FRAERICET S EDA BX U EMA OF A & 2 ZZHEV, PEF-07321332/Y b F EADERR
FIE (300/100 mg BID) TOEBER 28T T /T E-S< &, PF07321332 1%, CYP2CS,
CYP2C9 B L UF CYP2CI9 #55&, CYP3A4 % F[ifHIR L ORRRI{RIERIZIEE 72 5 TONT MDRI
(P-gp) , MATEI, OCT1 XU OATPIBl #MET B FEEMNRH D, AW = X LITESFHH
EFNERWTIEMOEEZ21To/z & 25, PF-07321332 4% CYP2C8, CYP2C9 LU CYP2C19
ZTHEEE 7213 MATEL, OCT1 BXUOATPIBI ZET AU A ZIJMENZ ER S HIZFREN
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wpEgEs g 2. By

Tro LML, AH=XAITESBHTT LV ERAWEZEA S, PF-07321332 28 CYP3A4 % 7
HB L OB RIRIEAIICIEE 72 5 ONZ MDR1 (P-gp) #FHET S AleiEidE > T3, U hMFE
/vt MDR1 (P-gp) BLUCYP3A OHEKTH D729, PF07321332/Y M E/L%Z, MDRI IZ
IOBEHENAB IO (F711) FIXCYPAR L TREENAER AT E, Fhbo
A DM HFEREEN LES BATREMEN H D, PF-07321332 I K HAEMHMEEANRY e
FoTEERBIENIEYHEEREZBLIZ Y XZIIBOTRWEEZLRS,

PF-07321332 OFEMIE, 7 v bEAVW- GLP #EA 4 AMRERGEERBRB L L2 AV
GLPEHA 15 AMKEREEEER CHM L7z, WThORRIZBWTHLEEFTREIRD b
3, NOAEL i35 LI-EEREThoT, VA TiL, EMHEFHNEZEOZ LW —RREFRE L
T, BEMNRZIEEOXEBER I OIS b TR EEBDBRBO N, T=F U 7 FEE
MORHAREERFEATR L LT, BT 2 —ieREBRT A £ - iR AT R (b
W, |V —RORE (5 v PRIV L) £RREEBREOENL (T v bOR) ZRIETS
TREMED H BFTRNED biviz, VLV TRD b FOMOERFEAT R, EERBIU0EN
L BAKICERT A b O THo-RHEMERE L, EHFENEROZ LWIFTR L HE ST,
7 v M T, 1000 mgke/ BT, XFRREE L L L CLBROHEX EER X ORI EE O FHES
BfEZTrL () , fAgoEEER IUCHNEEDOEHMEIEEL S Lie (M) , DiEE
BOBAE, EETHREEBRENFTRAMES 2 2L, 2 BMOAREKPRK TIRE CItELIZ
|18 L7z, AFIREEORIMCEEYT AR L LT, FiBBIORREZ, I /70y —LsBERED
FHEICEE L@ I T DB DBEO N OBEHFEHNERDZ LVWREM
R ROET ROSER® b,

PF-07321332 i1, invitro BEEARR CERRER L CRAKREFEREL ST, Ty bz
Az GLP A REHRGFEERBRO—E & L CEMR L7z invivo /IMIRER TH M TH - 7,

Ty M RAWE 14 BREBRSEBRB L O L E Az 15 BRSBTS NOAEL 3R
L7z PE-07321332 D& ERETH o7z, NOAEL IZRITHBBEE Conx BELNAUC) 1%, E b
IZ 300/100 mg @ PF-07321332/V hF A% 1 H 2[EEE Lz & &ICHEE SN 5 PF-07321332 @
HEHEBT Crax BIOVAUCy L B L TENEHN, 7 b TIE 195 L V6.6 1%, F/LTit36
ERIU25ETH T,

EhE L7 FEREARREBRIC LY, BERARIZBITA5%E 14 AR ® PF07321332 DR O &R E1/+71C
¥EEhb,

C4671001 FEERRBRIY, B ARRS A % %812 PF-07321332 D2, EAMERB I UPK
PEMET D, #EITHDOSAD - MADRRTH Y, FHALLEERBIUPK 5F—ZIizk v, HEK
AREXITRIT B PF-07321332 OWF DN THEN 5,
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PF-07321332
LrEmes glx 3.

._le.
Wb

3. /X
FERRAREOHE

PF-07321332 1%, COVID-19 BEDREDT-HDIZEAEL L TRETA L2888 E LI An
SOEIRE A2 SARS-CoV-2 75 7—+¥ (BCL 7usr7—¥) MEETHS,

—E#D invitro £LFEMEER T v A4 BL U A /L AKRAEEE T » £ A TPF-07321332 OEER
ENFA LML, SARS-CoV-2 IZx§ 2208 L O REMZ2RE Uiz, X BRI AEER
#TTiL PF-07321332 @ SARS-CoV-23CL 7' u 77 —E~DFEE D b, PF-07321332 &L 20D
EORERMICHEEERYT D Z & NHR &N, SARS-CoV-2 D 3CL a5 7—EiEv X7
Ao 7uaFT7—ETHBIEMND, WALBEOLATFA v Tur T —F¥ (BANS—F¥2, 77
VUBBIUATIVUL), BT eT T (XTI TV, 2T AFZ—EBLIUE
ey a) BEOTFTASALFALT 0T T —F (A5 7 DBIUHIV-D) x4 5
PF-07321332 DIEHELFHE L 72, SARS-CoV21IBant U NATHDH I End, D p=aw
F AL A [SARS-CoV-1 (SARS) , HCoV-HKUI (HKU1) , HCoV-OC43 (OC43) , MERS
7281 O 3CL FuF T —PIRd b Pr-07321332 DIEELBEIE L, 512, ezt oA
AVCJB4 B HCoV-229E (229E) B X UVHCoV-NL63 (NL63) Z#Efi L7, PF-07321332 BL W
ZDXEELHEM (PF-07329268) @ SARS-CoV-2 {24 BH 7 A /L ATEMER L UK =
¥, DACE2 ZRMEE2EFERIEHT 7Y I I N U P A BEH K VeroE6 FipR 2 FH W CERE L

7co PF-07321332 8 KU PF-07329268 1X P-gp DIEE & 720, E£7z, Vero #ifait P-gp ZBmEIZH
BLTWAZ 0D, Pgp HEHAEITH D CP-100356 DIEFE T T SARS-CoV-2 1237 BH ¥
ANATEEETE L2, £, ABZNICENE &5 INHBE #ilgd Hv, YA VRAELOR
= (Vero76 MIRLIZRI4 5 METER) B LT, SARS-CoV-2 %4 % PF-07321332 DHL T A
WWATEME AT Lz, S 51C, b MiSREESEMAE (MRC-5 #BY) 9 HCPE2E=4Y v 7
A5 LITX Y, HCoV-229E IZx54 5 PF-07321332 DHL 7 A /L A& 2 3@ L7z,

HRRBAFE R E

BIESHE LTV 5 PF-07321332 DEGRRENCIL, BERALSRESME 23S L TPK BL U
LA T AEFTFFO SAD - MAD, %1 fERBRAH B,

REIGRSME 2R e L 1 HRR TREMR L OREEETME L cnb, U006 -
RIS T DARBEE TG T DO DERZHERZBET 5,

o v A L ABMEREE DEBME DR ABEDIRE
® YA ARRYLERY (] : COVID-19 Bt BB ~D B 25T B LT85
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PF-07321332

LpEgss glE

Table 1.

ARBELXET B DDPF07321332/) hF A EKRREHA

SBRID

C4671002

C4671005

C4671006

ZA4 b

HELY R 7 OEVERACOVID-19
S E 2 R EITPF-07321332/RTV
RO‘kEOFEME, ZBEERBLIW
PK%5HMi4 %, ®|iEAL, _ER
B, 7o EFRRR, FE23HERR
BIELY X7 OFEVVERACOVID-19
Sl & w5 IZPF-07321332/RTV
BRO&ks50FME, TeERIT
PKEFHMT %, ®iEAL, “BEE
B, 77 EXRRR, FE23HRR
SARS-CoV-2iZ 4L & ik L 7= FIfE
F % w8 I SARS-CoV-2F YL 5 %
HEgE LT, PF-07321332fR A5
DOEDE, Btk BEMERBIO
PK &3I4 5, EifEAL, —_EE
B, 77 ERHR, FE2RHERER

3. B

FEFMHIEER JEFIER
]
TRTOFMMxER &+ HCOVID- N =800
1O & 72 PHE IR O RFiE Y 72 %8N
BELNSETOME (BE)

(28 £ T)

COVID-19ICBE L= AR E2ix N =2200
SHWTNBED LN BBREMED
E|4 (B28EXT)
JEMBAEH>ORT-PCRIZ X W SARS- N =1600

CoV-2IRL M I N7 1RER BN
EHEDEE

FROE 23 FHARICNZ, KOBEKREBRBRLEEHELTVWA,
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PF-07321332

wnEgzes glE 3. X
Table2.  PF-07321332/ Y b EVERRIRERBREH
HERID ZA v FEFMHBIEE SEFIEK

C4671010 FEEOTHEEEES AT DK AUCinidS & 'Crax EERBRSINE
ANEBBRBINER L ORI FsHE LT
BB AT B EERRSNE £ Xt frigsesE+ A
L 1T, RIV (F—2%—) THEBENE
GFRREOPF-073213320PK, & H#81
SR L OEFERTMT 5,

IEEMEAL, FHER, FIHER
5%

C4671011 BHEEELYE T ARARBESE  AUCkE & UCnx BB ME
MEBLOES B HA T #3326
HIERIGREIMEER R E L
T, RTV (F—2Z—) (A
MDPF-073213320PK, L2&MR
LUOEBEEEFMT 5, FEEE
b, FEEHR, FBUERER

C4671014  @EEBRRBREMEB L2 %R L LT,  PF073213320CnmB L AUC % EFRBERESINE
RTV (F—2&Z—) $EHERCY V77U B e g
77 ¥V HSPE-073213320 Uo7 7oA (RFER) B
PRICKIETHELTMIT B, TH:

TR, BEEIERF, 28, 7o
RF—N—, EIHERR

C4671015 RERREMB 2R L LT, PR073213320Cad K UAUCE ERBREBINE
A +F )/ — U HPF- A4 hFaF—0R BB B 124
07321332RTVOPKICRIETE LA MTF oV — 3R
BERIMT 5, FEER, BFIE R FFCHE
B, 28, 7 oRgd—s— %]

FERER

4671013 PF-07321332/RTVZACYP3A4®D 2 EYV T ADOAUCHH & UC o RERRESINE
BELY (45 4) OPK 126
WCRETRHELMT 5, F5
1, E1RRR

C4671012  PF-07321332/RTVZSP-gpDIEE  FEH M T VU DAUCHE & UCnac  RERIGRSINE
EE (FEH M7 ) OPKIC #1261

RIETRBETMET D, HE
B, FUERER
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PF-07321332
wpEgEs gk 4. WEEY - (L2280 L OEHIFROME 2 b N HAE
Bk

4. B - (LR X OB FRAOMEE 72 b TNTRIARER
PF-07321332 13RO BAI L L THEEN B,

WEa— R PF-07321332
DFE: 499.54 Daltons (Da.)
{LFEEER CFF
HN\/\LO ON-ne
>§\c25) O o (S)3
i
<’:1s?é\u\ﬁ ™
v
PF-07321332
IUPAC 4 : (1R,28,58)-N-{(1S)-1-cyano-2-[(3S)-2-oxopyrrolidin-3-

yl]ethyl}-6,6-dimethyl-3- [3-methy]-N-(trifluoroacetyl)-L-
valyl]-3-azabicyclo[3.1.0]hexane-2-carboxamide

e =V C23H32F3N504
PR BEHOENEHE~DTNCERLEHER
B

@ EMEIE LTHSELR—X, LK, seAAtn—RF Y vh, BEEKSABBLUT
NEBERTT UNF U T hkgie,
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PF-07321332 5. FERRIREER
arEpEs gk 5.1 FEERARIEE

5. FEERRABR
S.1. FEpRRERE
5.1.1. B

COVID-19 /%35 2 v 7/ ORAFEETH D SARS-CoV2 1T, auaFIA LABIBT DU AL
ATdH D1, SARS-CoV-2 1T ACE2 &AM ZEN L CHIRRIZRRYL L, ERBAEMIINES L OReE
X0 EREMBTH D 2, SARS-CoV-21L, o muF oA LR ERREIL, FERT0T7—F

(MPro) T# % 3CL 7uF7—E%a— FLTU58, SARS-CoV2 ITEBEDOMD ;oA
AMABIOEaLFIAL LA (EaltF I L VAER =N~ FRAEZ ) AW ERERSE
REBIZLY, 3CL 7ur7—€ (FHEXHETIHEaNTF VAR ICER) OFEERTA LV
ABEUCARTRTHDZ ENRENTWS 3, 3CL FuF7—¥id, TALADplaisLUiplab
MY B Ry B BEOBEAEM THEILL, RARp, ~U I—¥BIU3CL Fur7—¥E#fE%E
BLOUANAERB L OGRBEICEER—EDOX VN BERERT D4 anF A4 AD3CL
TuF 7T -k O e MEEEIZIM S Tk, 3CL Fu T T —¥iE, vANLADERIC
& o THIEDHRER FFDEELRBETHY, i, THEOE MEREREELRNI b,
HOANAEOERNE L THEREIN TN S,

PF-07321332 {3538 /30> 2R 972 SARS-CoV-23CL Fu 77 —¥HEEKTHY [K (U EH
) =0.00311umol/L]} , auF UA/LAREED ICL 7 uF 7 —¥iox L CLgREERNE
ERTEND, MUANVAYNREBET D TEENTIBINTND, BRLAERLOFKA
HEERCEE T EERT I JBREEL, ZOUALIABRTHRIZISBESA TS,

PF-07321332 @ in vitro FT 7 A L ATEMIL, ACE2 ZAKEZERKBEIW-EEZCHMELEZT 7Y
H 2 RY PILEEH N VeroE6, dNHBE #faE L MR IR AR A RO £ b —fZ &Mk (MRC-5
ML) ZRWTEHLTWA,

IV R Vero #if % W27 v A T, PF-07321332 1% SARS-CoV-2 {2 X % 7 A /L X5EEME
CPE #MHZE L, VerofED P-gp b7 > AR — & —JE i 2405 L7z & & 0 ECso {EIX

0.0748 umol/L, ECoofHEiZ 0.156 pmol/l, T& -7z, LEHFERNITUTV & S5 INHBE #ifE T,

F UM ERAM G BR) ZAVZE & D SARS-CoV-2 (2% 5 PF-07321332 DT A /L RiE
1L, ECso DETEEIEAS 0.0618 pmol/L, ECoo DT FEHEAS 0.181 umol/L THoT2, BE

5 &, PF-07321332 @ SARS-CoV2 {2595 2N 5D in vitro LT A W AF —Z 12X Y, ECoofl
b MBI DEMENE/NEDREOHEME LTAVWSZ RN TE, ARRIROBE LA
HIEBBNE LI,

PE-07321332 OEFERR{LAFH T D PF-07329268 1 SARS-CoV-23CL FuF 7 —E &3 IZH
E L7 [K (BFEHE)  =0.00315 pmol/L] , PF-07329268 1%, H/LRFHi3K Vero Mifa% AU
727 v A T SARS-CoV2IL L D VA W AFEEM CPE £fHE L, Vero #iflad P-gp F T A
R B TR 43I STV 5 & & D ECso {1 0.525 umol/L (PF-07321332 DI /3D 7 53
D1) Thoto, &b, PF073213321%, b F MRC-5 BT HCoV229E Ik B VA b
AFEEM: CPE HIHE L, ECsfEIX0.190 umol/L, ECefEIL 0.620 ymol/. T&H Y, HHFEE/ 2
B Do Tc, ZHUIZEY, PFOTRIBR B aBIU P auF U A /LA BEMEKIZT
TRIMIANATEERERT S Z LR INT,
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PF-07321332 5. FEERPRRABR
TR EE %lﬁﬁ 5.1. JERRRIEEL

5.1.2. 1 =BT BHRBR

PF-07321332 CGRE(ME) 3L UPF-07329268 (EEERILREMD) OFEERKRIKE L2 FMT A0
IZEHE L - R oM EE LUT OEITRT,

5.1.2.1. In vitro TOIES %

5.1.2.1.1. fEFAEFF

PF-07321332 DIEfAMSAFIE, I E I EREFHN, FBRFENBIUHBRE AW EFEICL TR
ENTW5, Pr-07321332 13582 K SARS-CoV-23CL a7 7 —¥ DEERIEMEEZEE L, [Cso?D
LA ST 0.0192 pmol/L, Ki DT EHIEIT 0.00311 umol/L TH o7z, PF-07321332 DEE
LA B Td B PF-07329268 ¥ SARS-CoV-23CL a7 7 —¥ #3IMEE L, [Cso DEAT
SEHMENE 0.0175 pmol/L, K; DE{TEHIEIL 0.00315 pmol/L Th o7z, Fiz, PF-07321332 13,
Table 3 12773 & 51T SARS-CoV-13CL 71157 —¥ % 0.0289 pmol/L D ICso & THE L
(pr-07321332 L 0o0c08 #5x, rr-07321332 R 091415 3#8) |, Table 4 o7 d &5
{2 HCoV-229E 3CL 7’u 77— b 0.113 umol/L. @ ICsofETHE L7z
(pF-07321332 [ 001415 8%) .

Table 3. SARS 3CL 7u 57 —B x4 5 PF-07321332 3 X U PF-07329268 DA {L3R0TE

%
3 k& ICso pmol/L (CT) Kiapp pmol/L (95% CI)
SARS-CoV-1? PF-07321332 0.0289 (0.0244-0.0342) ND
PF-07329268 ND ND
SARS-CoV-2° PF-07321332 0.0192 (0.0135-0.0250) 0.00311 (0.00131-0.00491)
PE-07329268 0.0175 (0.0153-0.0200)° 0.00315 (0.00236-0.00422)°

PF-07321332 IRRE(LETH 0, FOEER(LAIHIT PF-07329268 Th B,
a. PF-07321332.091415 Her

b. PF-07321332 090608 B
c.n=2DFEA, CIORbY IEC#HHEETT,

3CL a5 7 —Eidt_CoanF A VADERY A 7 WZB W TRA R e &E 2> T
A éEmBE FRETREB7 a7 7—ERET v 2HWT, o b A LAD
3CL FuF7—¥ (pavetF A /LRABO SARS-CoV-2, SARS-CoV-1, MERS, HCoV-OC43,
HCoV-HKUI1, a =t A L ABD HCoV-229E, HCoV-NL63 @ 3CL Zu 7 7 —E&E{e) I
%9 % PF-07321332 DFEMAFHE L 72, TOF—ZIZ& Y, PF-07321332 B a BL U Bt v
A NABICKT ULF R AEEEE2 BT 572 EMTHD Z &R S /e (Table4, PF-

07321332_|JJL 001415 &%) .
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PF-07321332 5. FEEGRERFER
wpEmEE six 5.1. FEERARIKEE

Table 4. anF YA VADICL I rF 7 —F 283 3 PF-07321332 DAL HTERE

T AR TCso pmol/L (95% CI)*
. NL63-CoV 0.479 (0. 242-0.949)
GG 229E-CoV-2 0.113 (0.0417-0.304)
MERS-CoV 0.402 (0. 218-0.741)

B-CoV® HKU1-CoV 0.0391 (0.0256-0.0598)
OC43-CoV 0.0777 (0.0312-0.194)

a. PF-07321332 D J3ffiid 3 [ DBIEN B3R HT=,
b. PE-07321332 [ 091415 3%

RS LV REND LBV, PF-07321332 X SARS-CoV-2 3CL 7’11 5 7 — ¥ DIEMHER LI
WAL, 3CL a5 7 —¥ & PF07321332 L OMICEAHEAMMERERE2BRT S (CSHAR
11190 A)  (Figure 1, Pr-07321332_ || 054343 #%) . pr07321332 OSBRI LR
BEBEML TSI EnD, BEREEGOEMICELT S 0% NV EREEAEZAT
5 10O

Figure .  SARS-CoV-2 3CL 7 u 7 7 —EIZfEE7 5 PF-07321332 D ILfEREE

PF-07321332 1 SARS-CoV-23CL 7' r 7 7 —EDEEML L& L, s X714 7% (Cys 145) L HEHE
AMEHBEEREFMT S, & HIZ, PF-07321332 IHIEMEIALO S, S2 BLUISIELofEaRr v M 5FT
%o VA2 RLKREAMEEER W) 2WRToEE2ERL 5 (Pr-07321332_ [ 054343 &
5 .

PF-07321332 738 SARS-CoV-23CL 7’ u 77 —¥ LA L T A REEN S, 3CL 7u 77—
¥ OEMEALIZ, 3CL 7u T 7 —¥ & PE-07321332 & ORICHAEE EI3kERE 2R
% 6 o tssE sk (PF-07321332 [ 054343 #5%) . PF-07321332 # &ML
N A4ALURNOEREERFTILIZEZ A, LAEERETHAAREELRH D 7THEOFREN S LIKE
Eni, ThoDEMBEOREE S, FATE 5% SARS-CoV-2 7/ & (N=263,975,
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PF-07321332 5. JEFEERENER
cmxwEs gl 5.1, JEEREREH

GISAID) &h#k+ 5= bickvsimLe (Pro07321332_ L 120222 250 . Zoftnias
EFRTLTODHOIET ST —F 2 RHMT 50, ZIUTHERRICESW T TR, B
BHNCEERD S — 7 = v TRTON TV DRI L W XA T REFZIT TS Z EILER
TEHENERS D, R LE BREIEEFFESNTEY, BAEEDHEIL0017%RET
bote, T I BEE, BERERRLUTOBEN—EERORICENTS (PE-
07321332 [ 120222 #50) .

Table 5. SARS-CoV-23CL 757 —F¥Dx/ PF-07321332 B EICBIT 2 EBRER

BEOMN BRTIVE BRER B PF-07321332 & DHEER

&
41 His (H) HAlY 1 AREEEERAL, BRAKPEREAR
49 Met (M) M491, M49T, M4SV 47 RISH B V1R
54 Tyr (Y) Y54% 1 ELfEE A L
140 Phe (F) L 0 FHAERE
143 Gly () G1438, G143C 4 THKR/ES
145 Cys (C) C145F, C1451, C145Y 3 fibfiEEnir GEF#HE)
163 His (H) 7L 0 RISHAEREE
164 His (H) H164N 1 FHAREE
165 Met (M) MI65I, M165K 4 RO B K M B
166 Glu (B) 2L 0 T K OIS REAk
167 Leu (L) L167*, L1671 37 {ISH BRI 1 FEfh
168 Pro (P) P168S, P168K 22 IS BK P REAR
189 Gln (Q) Q189K 3 ELHEHEAR A L

* BAKIEa R

PF-07321332_[J 120222 35

PF-07321332 WEEi/ e mF U A LA 3CL 7 us 7 —Eioxt LCHEERE~TEHIL, o=

FOANAREECHDICL T u T T —EORUMEIC X > THATE DAREEREV., &L L
TOEFIOEEMEIT LTI TH B2, 3CL FuF 7 —EDEEEHMOBEEII T Coe ban

FUANATIRDDCEERESNTHS (Table 5, PF-07321332_ [ 120222 %) .

5.1.2.1.2. PF-07321332 Di@R M

Brxoe b, WHLEBLIOUANADT 0T T—E (FLVAFA 0 7a77T—ER8L T
Yyorus 7 —PEER) RENNCHELBRIVANATHD HIV-1 07 e 77— LB LT,
SARS @ 3CL 7"u 5 7 —¥IZ%4 % PF-07321332 D@L BT L 1= (PF-

07321332_[ 091415 %) . Ch o DEROFERIZL Y, PF-07321332 O SARS-CoV-2
3CL 7uF 7 —RIi1 B8R (ICso=00192umol/L) i, & FXERY 7T BIUEDHM
DOt MBI F 7 —E RO HIV 77 7 —E L T3 L 21 5B THHZ EBREN
7= (Table 6)
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PF-07321332 5. FEEEEAR
s e [ 5.1. FEERRICH

Table 6. OB IRV A N ADT 0T 7 —Ficg+ 3 PF-07321332 OB

FauFy—F- ICso pmol/L
MU TTv L BE >100
v AT FTD >100
bt hHT LY >100
ErHARNAR—E 2 >100
vvEE NS >100
[ N < N B >10
= = B e 4 >100
b NEEREY A L AR-] >100
| = A >100

a. PF-07321332_[J 001415 38
b.n=3, BELZMOL PBLOCVANADT BT T—EIZTTn=2,

5.1.2.1.3. PF-07321332 O 7 A VA EME

ACE2 2B A% &I &4/ VeroE6 a4 Fv 2 CPE 7 v & A ¢, PF-07321332 BX U ZDE
EER(LICEM (PF-07329268) D SARS-CoV-2 {Z% 4 B0 A /L A IEM 25 L 7=

(PF-07321332_| I 052017 38) . 7, MY VeroES #lAE% FIV> T PF-07321332 DA
FMEAFME Uiz, PF-07321332 13 P-gp EZ L 25 Z &2 h, ABFEMIC LV UMM L
&5, PgpHEETHD CP-100356 % iV T VeroE6 HIIZEmFEERL L TV 5 P-gp ZH0fHl L
Tre LIER-TC, #WBRHEOFMIL, BIRE 21T CP-100356 DIFE T THEM L, MBDOER
FiX, CPERBIOMIRBEO= L RRA U FORFICFET D ATP 2 EETHZ LI VAR
AR EBET B CellTiter-Glo (Promega ft) ENHMIRETFERT vEA ZHAVTE=FY 7L
7

PF-07321332 i%, CP-100356 DFEFFFE T T SARS-CoV-2 CPE #FHE L, ECsoffid 4.78 umol/L,
ECoofE1Z 10.1 pmol/L T 77, 2.0 umol/L ¢ CP-100356 7 F T, PF-07321332 it SARS-
CoV-2 CPE Z[HE L, ECsoffiZ 0.0748 pmol/L, ECoofE}& 0.156 pmol/l T - 7=, FAEEIEIL,
ARFKBA (100 pmol/L DIEEEE T) T 2.0 pmol/L @ CP-100356 FEE T THERD biviah-o
720 SARS-CoV-2 {Z%F4 5 TIiZ, 2.0 umol/L @ CP-100356 fF/E T T 1380 @B CTdh o 7=

(Table 7) .

PE-07329268 1Z, CP-100356 DFEFFAE T T SARS-CoV-2 CPE #[HE L, ECs i & U ECofEIX
E BT 333 ymol/L B TH o 72, 2.0 pmol/L. D CP-100356 FET ThH, PF-07329268 id SARS-
CoV-2 CPE #FHZE L, ECsoffl 0.525 umol/L. (PF-07321332 D530 745D 1) , ECeoflid
1.09 umol/L T o7, HFEFEMENL, PF-07329268 B (& 3.33 umol/L NEEE T) TYH

2.0 pmol/L, @ CP-100356 FFEF THED b2 oz (Table7) .
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PF-07321332
Dtur T i

5. JEFEEREAER
5.1. FEERPRIEEE

Table7.  VeroE6 MRRIZISIT 5 SARS-CoV-2 {ZX§ % PF-07321332 3 X U PF-07329268 ™
in vitro FLV A VA EME, MFREMR X OTTI
PF-07321332 PF-07321332 + CP-100356
ECso ECo CCso ECso ECyo CCso
BTEY RTEH S¥y IR Ry BTES
fE® pmol/L fE® pmol/L 4&® pmol/L fE® umol/L.  {E® pmol/L  fE® pmol/L
©5%CI) (95%CI) (95%CI)  TI° (95% CT) ©95%CI)  (95%CI) TI°
4.78 10.1 >100 >23.5 0.0748 0.156 >100 >138
n=18 n=18 n=9 n=18 (0.0661—~ n=18 n=9 0
(3.79- (8.17— (ND) 0.0847)  (0.138-0.176)  (ND)
6.02) 12.5)
PF-07329268 PF-07329268 + CP-100356*
ECso ECq CCso ECs ECyo CCso
BMEY BMEH  STEY b LN BEEy BMEY
fE® pmol/L. fH® pmol/L fE® pmol/L fE® pmol/L.  {H® pwmoV/L  fH® pmol/L
5% CI) (95%CI) (95%CI)  TI° (95% CT) ©5%CI)  (95%CI)  TI°
>3.33 >3.33 >3.33 ND 0.525 1.09 >3.33 >6.36
n=2 n=2 n=2 n=2 n=2 n=2
(ND) (ND) D) (0.487— (1.01-1.10)8 (ND)
0.567)¢
rr-07321332_ [ 052017 ®%:

a. CP-1003561%, 2.0 pmol/L D EEREE CARERICHER L /P-gplAEE TH 5,

b. ECso AR ITHIUR B M35 BA 2B A3 TT s v T 4 7' L, BEAE TN LOBRERTHEAILER
ENiz, 30%EBXHHIEEESBRHEENZHENE, METIBEOT —F #ECEOEH LRI Lz,

c. CCsof EZ ECsof i T L T« DTHEZ B L, RETIOEHEEkok, [Jes7—4 Qi) . sars-
CoV-2 (U¥ by ¥k

d.n=2 DA, ClTHAELEOHEZTT, >THREINKL CCn DLEMEHEIZ- OV T CL ZRH TV

vy,

dNHBE #i}> SARS-CoV-2 S X B PF-07321332 DL U A /W AIEMHZ 3 Uiz
(PF-07321332_ [ 010204 35 . VA N ARELABICERORELHE L CRELZ I BB

L U5 BiZ ANHBE 528 M0 S BETHRUA VAZINE L, CPE IZE-SV 2 Vero76 flifE D

CCIDso 7 v B A AW TEMARER VAN AL ER Lz, BY#E 3 BRIV S5 BIZBIT 5 PF-

07321332 DFLY A IV AEHRD ECso DEATFEHMEIZ ZHE 4 0.0618 pmol/L B LT

0.0326 pmol/L, ECoo DEATEHMEILZ N4 0.181 umol/L 33 L1 0.0561 ymol/L. TH o7z, L A

TYENAND ECo I, FHROT v TRESNTWHEEL —FL T (Tabled) ,
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PF-07321332 5. FEFEPRRER

EpggEes gk 5.1, JEEEpREEH
Table8. BA% 3 BB LS HD dNHBE M) 3 PF-07321332 B L ULV ATV EL
D ECso 1B
PF-07321332
JA WA ECso*" (umol/L) BTEEHE ECy ™" (umol/L) Se(TEHE
IN8EH N=1 N=2 N=3 (95% CI) N=1 N=2 N=3 (95% CI)
3 0.0757 0.0678 0.0461 0.0618 0.157 0.141 02676 0.181
(0.0324-0.118) (0.0769-0.425)
5 0.0555 0.0231 0.0271 0.0326 0.0924 0.0436 0.0440 0.0561
(0.0102-0.104) (0.0192-0.164)
VAF Ve
74 NVA ECs0*? (umol/L) S EHE ECo " (umol/L) YS(TEHE
IR N=1 N=2 N=3 (95% CI) N=1 N=2 N=3 (95% CI)
3 0.0019 0.0053 0.0026 0.00297 0.0043  0.0099 0.0322 0.0111
(0.000805-0.0109) (0.000901—
0.137)
5 0.0024 0.0069 0.0098 0.00545 0.008 0.0136 0.0349 0.0156
(0.000885-0.0336) (0.0024-0.0993)

a. ECso HARIL Hill BREA 3 2 BABEHEI T A vT 4T L, XBAERT S0%UELDOPHRERTHEIZ
EZEENT,
b 77—~ QP . SARS-Cov-2 (USA_WAL/2020, 7S b k)

MRC-5 #ifa% v 7= CPE 7 v A T, HCoV-229E {54 5 PF-07321332 DI 7 A L ATEMES
S L7z (Table9, PF-07321332 | 092314 8%) . %7, JER% MRC-5 a2 AV T
PF-07321332 OHfEEME LM Lz, MROEREIL, CellTiter-Glo (Promega 1) %AW T,
CPE BLUSIRAEM D= RARA » hORFIZHOWTE=F Y 7 Lz, MRC-5 #ifg T,
PF-07321332 13X A VAT X % CPE #f%E L, ECsofiid 0.190 pmol/L, ECefE}E 0.620 pmol/L
THolz, £72, MRC-5 fHlalzxtd 2 HlaEMD CCsold 100 pmol/L BTH o7, Lichio
T, MRC-5 #IZ81) 5 PF-07321332 @ TI 1 567 B CTdh -7z,

Table 9. MRC-5 #IZ331F B HCoV-229E {2 x93 PF-07321332 OHL Y A AV ATEM, iR

BEERBIVTI
ECso 38T EH ECoo 87 SZ359{E CCso T EHE
(S pmol/L (95% CI) pmol/L (95% CI) pmol/L (95% CI)? TI®
MRC-5 0.190,n=3 0.620,n=3 >100,n=3 >567
(0.0583-0.621) (0.166-2.32) (ND)
pr-07321332_ [ 0923145%%

ECso HI#IT HiIl R 3 #BX BB 3 T4 v T 47 L, RKBAETSWU EOBREERTHEAICE
FENT, 30%EBLLHESHERBE ENLEAN, MG EEOT —F % ECofE0EHMM LRI L
7o

a. > TR I 7= CCso DEMEIEIZ OV TIL CL EZRD TV,

b.CCso fE% ECso TE CIML CERBRDO TI ZEH L, RWTTI OEHEE KD,
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PF-07321332 5. FEERREER
wrEuEr sl 5.1. FEHRER

5.1.2.2. In vivo COIENH %
5.1.2.2.1. e FATOESME

In vivo TOE MM 5 72D SARS-CoV-2 BiE 5 /L& v iz PF-07321332 ORERITE
TR TH B, 3CL FuF 7 —EHEEHEKS 7 2D PF-00835231 TlE, < 7 AD SARS-CoV-1 &
Y7 TN T proof of concept 23 & Td (PF-00835231 [ 033653 38%) . —h
5 DGR TIZ PK-PD HERR O b, ARERFENLRM Y A VA IAEOK TR L OREBOERE
Aoni, £z, BERBEZEEE 1 B E CRBESEAEBAE LMY A VA IMEICHd 2 HEER
PRBBD LN, TNODERICLY, ZD7 T ADHTFITELEM DN D 7 A VR i
PETBIORBLZBEBIEEDZ ENTREBIN D, SARS-CoV-2 X9 5 PF-07321332 DIEH:
BEMlTAE 2 OTT AT, < U RICREEFTRER~ 7 ABI{LEE TH 5 MA-SARS-CoV-2 &
ALTW3, 2 DR APFFEE T PF-07321332 DIFEESTEHEEINTEY, W bRBORKR
NELHNTHE,

smoss (Pr07321332_ [ 105036 BB) OFHIORERM D, PF-07321332 5T X
BT A NABORABKEFENZBL BRI, RERDOMEIOIE), MESSER L, &
HERTIL, <~ U RBI{L#TH B MA-SARS-CoV-2 MA10 % e X 7- BALB/c = 7 R & AWV T,
U M LGB X OFERER RO PF-07321332 DI T A W ATEMEZFM LZ, <7 R

1 x 10° CCIDso ® MA-SARS-CoV-2 % iR &R U7z, BYut% 4 BEMI HRSLE 4 B £ T, PF-
07321332 % 1 A 2 [EHE ARG Uic, BERCHE KRERAOZRAIET DD, R0 E»LER<
W ADEREHPIE LT, PF-07321332 287 A L AHEFE % in vivo CTHET 31 EN5TMHT 57
D, Bk# 4B REBRERL, CCIDs 7 v EAIZ XYY A VR Tl 2 5@ L 7=,

MILBERED~ 7 A TIE, Btk 4 A Dfh 7 A /L A SMmITH 105 CCIDso/mL Tdh -7z, 300 mgke
F 721 1000 mg/kg @ PF-07321332 % 1 B 2 EIRAR G L /2B~ T ADIR Y A VR Tl DT
X, BLBOBE~U A (MR LY bHsHICAERIIET L (Figure2) . 300 mgkg @
PF-07321332 8L ' 50mgkg DY M FE/L% 1 A 2EFARE LIz~ U ATIE, UL VRS
R RFUGLEVME L CREFHOICEBIET L (Figure 2) . [AI#RIZ, PF-07321332 ##% 5
Lice U AT, BAEORE~ A LHEL TRERLOMERRD LN (F—FI3mL
TR , S0mgkg DY M FELEERE Ly AT, SEABORE~ Y R L LT
U A LA FHEDHK 10 450 1 & F L= (PR07321332_ | 105036 88) . L2 L, invitro
T, U M ELE 3 pmol/L OIRE % T SARS-CoV-2 IR T A A W ATEM R R X720
oo ARBRTIE, MORBERZOREOKRITELELA TN,

REFNEBNT, BEER L PD OBRGREFML 7z, #FIfREFE INHBE 2 B etz kv,
PF-07321332 DLV A /L AT % invitro TRl L7 & T4, ECwofEIE 90.4ng/mL (181 nmol/L,
Foruman=0.310 1248%) Th-o7= (PR-07321332_ [ 010204 3%, @ EiciEm L RERE
2. '

Flew 7 A~OHEE L WIT LT, R~ T R 2T PE-07321332 DIREELEE L-, &
74 MEED< T AT 300 mgke B LT 1000 mgkg O PF-07321332 %2 1 A 2E#FE L& 2
%, FEREARIEYO M FRERIT TN LN ECo BN 0.6 58 XU 4 (5% FE 5 E TR
Lz, U hFEALHEA L T 300mgke @ PF-07321332 2 1 B 2@ S5 L& 25, PF-
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PE-07321332 5. JEERRERER
meEEEs slx 5.1. FEERARIEKE

07321332 DIEREST Cauin 13 ECao DR 10 51z L7z (pro7321332_ [ 105036 3
B

Figure 2. SARS-CoV-2 D=7 RBl{kEk (MA10) %BESE/- BALB/c vV ATOY bV
IVBEFREE X OGEGERI B oD PF-07321332 DFHE
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MA-SARS-CoV-2 RS & Tr~+ U RAIZ PFOTR23N A WE LI L EOM YA MRl : v TR (FEE6H]) 1T
1 x 105 CCIDso @ MA-SARS-CoV-2 ##E B L7z, TD%, FHD~ U AT 300 mg/kg PF-07321332 (A) ,
1000 mg/kg PF-07321332 (A) , 50 mg/kg ¥ +F ¥/t (m) , 300 mg/kg PF-07321332 + 50 mg/kg ¥ M v (O)
FRRTIER (V) 21 H2EROBE L, RB4 DU REBREZL, VA VA AOEEFE L CHE
% CCIDso/mL (Logle) THER LT, REFORERL 7 7 2R &I B LBRIC, *d p<0.01, **+id
p<0.001, ***% p<0.0001 THsI k%77,

5.1.3. BIRHOEKERR

Tt FOBANTRENTVDEN (G F oy BHRBBGHEER, A4 F XN, FT»
AR—=EZ—BLOBERRY) 2EDREERENT a7 A4 U v 723 v vy, PE-07321332 O
invitro A7 & —#4" v FNEEEM % 100 umol/L DI E TEM L7 (100054569 3ER) . Z D
B O50% 5B AEEIIRD SN holz, ZOFMBICAVZ PF-07321332 DEEIE, E M
PF-07321332/V FFELDOTFEERERAE (300/100mgBID) ##45 L & & OHEHFEEE Crax
D3IVETH T,

PFIZER CONFIDENTIAL
26



PF-07321332 5. JEEERFRER
BRI EE %l@ 5.1. FEERIREEER

Navl.s (¥'—27) F hU OAF e RARBLIUCavl 2 B 7 AF ¥ RIVDERICKTT S PE-
07321332 DIEED ICso IV Th b, BEf L &BRETH S 300 pmolL 2 LEY  (LI073
RR) , COABCRITZRERETE MNCTEERARERE Lt & OREHRH AT Con D
117158 CTh o1,

11 FEEDOPDE 7 # A4 7 (1~11) &% 5 PF-07321332 DEEEH LM LIZE 25, ICs
i, BEf L9 _TOPDOE B 7 # A FIZHUVT 200 pmol/L. (BFf L7c&kmAE) £ EEY

Wio7s %) , CORBRKRBIIRBERL MCTEREARSRE L & X OWEHERES
B Crax D 18 BFHBTH o T2,

THOEDOFRERIZEY, PE-07321332 DERMICE®R DO HHBRBEEIZCBWTRIKY (72 —7 v
b)) BEBER AR RREMEIIED TEWZ &R EN T,

5.14. Z2EEEFRR

Table 101273 —E O LM EEIE TPF-073213322 3 M L 72, In vivoRER TOF SR
TEERBRESRE THHRAKBELFIR L, InvivolBR T, BEELZEN I 572 OPF-
07321332%1 : 1OMTBEE#EF & L C@#imici 5 L, B, MIBEZ# 5T H3MREELREL
77

Table 10. PF-07321332 D&M EKBRBROME

BRBRERE (UrA
FAER F—HRARES) BEILIAER GLP
Invitro 27 J —= > J &
hERG [EZERESTAR W09t 30 pumol/L, 300 pmol/L A
FE Y MEHT VY }\‘/1/7 Woio7s 0.03 pmoVL~100 pmol/l,  FER A
TR T TR 5 DR
L O MmE} uxﬁ“é PF-07321332
DEHER :
F v MEHKEBIRIC KT S W07 0.000002 pmol/L— e A
PF-07321332 DOZhE O LAl 100 pmol/L
MRERE - T b
FOB 8455743 0, 0 (150 MTBE)®, 60, 8
ek dlcr274) 1000 mg/kg
B RED
JigEE - 5> b
— R E, FEREGS KO 8455743 0, 0 (150 MTBE), 60, S
e dlcr274) 1000 mg/kg
DIE — ERRERT L
[E, LH#, DERBIUE Bcr275 0,0[22.5 (11.25 BID) A
BT Al MTBE]JY, 40 (20 BID),

150 (75 BID) mg/kg
T _CO GLP HWAREIL T — 8 EZ T ANGIE ST 5 OECD MEAE TEME L,
a. HREES
b. %tBREED MTBE £13%, &FEE O MTBE & (15% MTBE) &3\ -, Ziuid, 8455743 RER Tk
150 mg/kg » MTBE, JJoR275 8 <13 225 (11.25 BID) mg/ke/ B 0 MTBE (24824 L7,
c. 6B T B 2EHRS Uiz,
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PF-07321332 5. FEFEEAER
1B %Iﬁﬁ 5.1. FEREREKEE

REMEBRRTOFNRIL, BAEMOT v F TRO LN BREFHEOE /2 b I —ilH
DMERER L OIS BRKEOHMN, EREEOI =7 A4 VL TRD L& Hh>—iBEo
ITEEEDIE(L (IFE EFB X OLEERD) Tholz, BEMEKE/ T X —F ~DOEEBITFEK
KR TIXE=F Y L 7ARETHY, Ty FERIIAEAVWZGLP #A 14 BEIEZIE 15 HIE
REFREFEERBRTIE, BET 3 MREBOE/S X UYT  EEORBEBEGFFT RITR
HohThiy (53 E, JJor2rs 25k o for2so BEr) . Faz AV GLP EA 1S
MHRERBRTIILENT -2 bINELTEY, ZORRTIE, LER AT A—F (LD
TMZRR, PR, QRS, QT BL U QTc Mk AL LEREROELITFED STV,

HRANDEBLIMT B2, HT v MRS E - 1X 60 mgkg L < 1 1000 mgkg @
PF-07321332 ZHEREAHZE L, 7 v bOMEHEE (B5 1 FEARICERE L FOBBXUED
BT EH LTz 60 S50 B RESRBOEEBMITMAET) 236 L7 (JJor274 3#8) . FoB <
T A—F~OEEL, 1000mgkg DAEE TROLNRMH-Tc, BREDHEDOEENFMET
i%, PF-07321332 @ 1000 mg/kg BEC, VAHSHEREEE LB LT, MMM ORI 5 HMICHEE
EEH O EE OB (36%) , FHEHAR OKE D 30 SEICKEES) (+298%) B L UEEE
B (+838%) DEHEROEMARD bivie, T v Mz 14 AMESEERR Wlor276
RER) ORBR 1 HIZRITBHEDIERBAT CanlZES< &, 1000 mgkg ¥ I U 60 mg/kg

(NOEL) %## 5 L7 & &DBREEIL, b MIPF07321332/V MFELDOTFERKRE

(300/100 mg BID) ##&5- L7z & ZICHEE S5 PE-07321332 DIEFE BT Crax DEILER 27 15
BLU41ETHoT,

MR R~ DHBETMT A0, BT v MBS E X 60 mgkg L < i 1000 mgkg D
PF-07321332 ZEERE D&KL L, ED% 6 B, ERMICE=FY 7 L, ZDFRER, PF-
07321332 @ 1000 mg/kg BET, 5% 40 505 160 43 O MU VRS HREE & bl U CHERkEk (&
KCHA%) BLUOSKBRSE (FrT38%) 2mlrz ([ or2astn) . 5y reAVE
14 prgsEERR Jor27c HBR) ORB 1 BITBIT BHED Cou iTESL< L, 1000 mgkg B
X ¥60mgkg (NOEL) %##H5 Liz & EOBRERIL, b MITEREHAEERE LIz 2ITHEE
&1 3 PF-07321332 OHEFREAE! Coax DFILEN 2T FB L QA1 ETH - T,

DB Z~DEEZTMT BT, —ED invitro, ex vivo 3 L W in vivo BRER % it L 7z,
hERG FERE (JLioo1 #5) TiF, PF-07321332 % 300 umol/l DR THRE L7z & &, Wl
XTEEEE (20£04%) SHELTHOTOHTRELIBHEHIZAER (p<0.05) 72 hERGHE (5.9+
0.3%) 23588 b, 30 umol/L 25 L7z & & M hERG HE (2.5+0.4%) IEHEIICHEE
TIERD o7, hERG # U 7 LAERITT 5 PF-07321332 OFEEERD ICsoEiZEH Lia oz
28, 300 pumol/. (b MIFTEBREHAELZHRE L L ILHESINS PF07321332 OFEFEET Crax
D N7ER) 2 EEBEHESNE, EAEY MOOHH LT V5 RATZERLET IV

(L1075 %) Tix, PF-07321332 13, REFLIZWTHORE [H& 100 pmoll. (t MZFE
BRARLZIRE L& EOWEIHBARE Cuae D 391%) 1 2BV T HOMEEE (+dPAT, EFER
T OEBARERE) £iiiM=E (PR, QRS BX U QT HIRR) ICHEHMICEERELERITE
mot, Fv bbbt Lk kBkEgoER (JLiors k) conTF 4 v anzEkA
VWZRHE TR, PF-073213321C k0, SRR & L U CRESHADICA B DB ERTF R 72 8 BRI
TRED BNz, ICsofElt 503 umol/L THY, ZOREE, b M PF-07321332/Y M EAD
FEREMAE (300/100 mgBID) %##&5 L7z & IZHEE &5 PF-07321332 DIEFE AR Crax P
20f5TH T,
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PF-07321332 5. FERRPREAER
wpsgEs gk 5.1, FEERPRIEH

DI RZEMEEREGR L UC, MY L2 GLP EHERLEB L, ZORRTIE, 7V A b
U — &3 U HEO BB /LIZ PF07321332 % 0, 40 (20BID) F£72i% 150 (75 BID) mg/kg/
AOHABTI 0 A4 —NR—FHPAL L V5L, VEEREEK 24 BFMICHT> TEEMND
DIET — & %1872, PF-07321332 % 40 (20BID) mgkg/ B DB TROKE L %, BIFEL
T NTRDRT A= F I BRIZR S b dso -, PF-07321332 % 150 (75BID) mg/kg/H @
RAETERE L E &I, DHED-14bpm E TOBDBHIER 54 0.75~16.00 FFRICFED b
, IHER, IREIB LOFEHMED R (FATH mmHg) 23HIEEZSH 0.75~5.5 BfE] (i
BHAMEDA) B X OPIERE% 7.25~9.00 BREIZE O b, HIEREH% 0.75~16.00 R
RR MIROIEE (RATH2msec) BRH LN, A TLREBEDORAONIZZEE—ELT
Wi, FIER S 0.75~9.00 B#EIC PR BIME (43 msec) BEL QT Mg (BRAT+13 msec) DIE
ENEOLI, T, LREOBAICE) ZRNRELEEZ bz, QTe MRgIZIE, #IE
54 7.25~16.00 BFRNCERE (-7 msec £ TEME) 233O bz, PF-07321332 # 150 (75

BID) mg/kg/ B DAETHEE Lz & &, YEHEE 0.75~9.00 FfHIZ LV +dP/dt max HAET (-
364 mmHg/sec £ TIET) L7z, BIEBEIZT T, HIERSE 24 BEUAEESREZRE L7
rrovicEgE L (JYor275 BB o CoRRTELRE PK F—# (150 mgkg &5
B) BLOPAL2REWE 15 HRMBRSEEERBRORR 1 BIcBiT 207 —% (40 mgkg 5
i, [or2so ®5r) icES< &, 150 mgkg 35 KT 40 mghkg (NOEL) %245 Lizt & DIREE
¥, B MZPF-073213327/Y pFEADOTERRARE (300/100mg BID) ##5 L& ITHE S
5 PF-07321332 DI A Crx DFNEFN SO0 FERB I V0.8 FTHo T,

5.1.5. KT RHISEYHE BAR R B

In vivo T PF-07321332 D E S FHZEMBAEERREBRILER L T 72vy, Invitro TO PF-
07321332 DH 7 A W ATEEIC DWW TIL S LI ERB LN 512 HIZRY,
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PF-07321332 5. FEEEFRERER
IR EE %lkﬁ 52. BBt A EyEhiE

5.2. Ehipic BT B Ry Ee
5.2.1. AT

5y RBEUH L% AV GLP A EERRICKT 5 P PF-07321332 BEA2EET D
WS LC/MS/MS # (FREESEE 10~50000 ng/mL) % /3Y 57— bk Lz (Pk-
07321332 | 014313 #83 L v pr-07321332_[J 015142 %) .

5.2.2. N
5.2.2.1. In vitro TOUZIY

MDCK 1EHE Rk &2 AV 72 FER072 81 C, PF-07321332 D A-B Payp i3 0.78 x 105 cm/sec T
bHol-Z &hd, TENBEEEHITEN L8 FERE, £, FHEABRTIE, MDRI B=T
(MDRI-MDCK) 3 & O mBerp B{zF (mBerp-MDCK) # b5 A7 =2 b L7z MDCK Alif
#RT PF-07321332 OIEH @IS FRMERTR S bz = & 2D, PF-0732133244E + MDR1 B &

CmBerp HEH b v AR—F —DEE L RBZEbRENTZ,

Caco-2 HIREIZ BT B PF-07321332 D A-B Py, CEHME) 13X, HBIE L-REFH (0.03~

81 pmol/L) &Iz 7= > T 0.66~1.2 x 106 cm/sec TH Y, MDCK (KN TR B ER B
MEMoTZ & =B LTV, $EH T VAR —EEDO L 7 7 /A CRiLE L7z Caco-2
HERE T 0.32 pmol/L DIEEEITEIT B PF-07321332 D A-B Py 14 4.05 x 106 cm/sec TH o722 &
A, PF-07321332 ife@imt a2 5 = L avmahi: (PF-07321332_ [ 095737

B o

5.2.2.2. BEH 5RO IRMEIR

7o b (Pr-07321332_ L 103131 #%) wrov o (eFo7321332_ [ 111728 35
IZ PF-07321332 (MTBE & OFEEF#ER) FHREFRRNEZIIRAORE L, £, 7y MIZ
PF-07321332 OEAKERLEA®RE L, MEMEL bz, BRNRSBOMEE CL ITHEE,
Ve lTFRENSEETHY, wETy N TSHEHE, VAT 1 REARECTH o (Table 11) , £
OB EREOSENRNAFTRALFTEYF 21, Ty bTIRTRENSEE TH- N 29%~
100%48) , VA TIHEELZ T Lz (10%KEE)
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PF-07321332

5. FEEEKARER
psgEr gk 5.2. BB B EmEhEE

Table 11. T v FB LTI ITEIT B PF-07321332 D PK

B #EE: &5 CL Ve t Tmex Cmx  AUCwt  AUChsa
(mg/ke) B N mLminvkg) (kg) () (b)) (ng/mL) (ngeh/mL) (mgeh/mL) %F
G 1 v 2 27.2 1.8 5.1 - - 632 630 -
k
10 PO 2 - - 40 15 1290 3190 3170 50
10° PO 3 - - 28 025 1450 2170 2160 34
100 PO 2 - - 14¢  0.75 29100 58600° 68500 >100
100P PO 3 - - 57 14 5300 18100 18000 29
300 PO 2 - - NR? 0.38 48900 153000 153000 81
1000 PO 2 - — 87 1.0 88300 750000 749000  >100
% 1 v 2 17.1 033 08 - - 977 976 —
10 PO 2 - - NRY 0.25 1450 NR® 831 8.5

a. BELRWRY, PF-07321332 D45 2 (MIBE & OEERMER) RS L-,
b. PF-07321332 DALE | (EEAHESE) 285 L,

c.N=1

d. BRIFTRE R HEHEBELNE o, T A—FTRE L 2ol

e. BOMNEBRATEENES LIz, T A—-FEFREL2hoT,

5223. REBRERORDHE (MY axXxT 47 X)

S MBIV ALEAW-EEAZERRT, 14 BRI E7/213 15 BB D#H 5% PF-07321332 @

TK 5— &% %7 L7 (Table 12)

WENMTE & BT, PF07321332 DE&HBERIC—BE LHEEIROLNT, BREETAROHEM
WE-TEM L, Ty MORE®RES L L X, #BR 14 HIZRBIT 5 PF-07321332 @ AUCu LT
NRCOHBHETHAR 1 BB LT L, REEREKT0.18~074 TH o7z, YA Tid, PF-
07321332 D AUC DEADIIEICHABRBOMTAH L (RiEEHIL056) , BAERETIE, &)
B% 14 HIZRI1T 5 PF07321332 D AUC I ERBR | H Ll LTl L7z (BERKITE KT

1.7) o
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PF-07321332 5. FEERIREAER
EnsmEs sk 5.2. BT RIT B BB RE

Table 12. PF-07321332 (MTBE Bf#) #0517 L & D PF-07321332 D (HH
) TK 5 —& OB

Cmax (ng/mL) AUCx% (ngeh/mL)
Bhipfa ®E5E FERE SR AR

RREE FE A (mg/kg/ B) Trmax(h) BB E BE BRE RE°
Sy kb 1 60 0.50 12.9 6.18 273 13.1
Bcr276 200 0.50 37.0 17.7 291 139
1000 2.0 62.1 29.7 796 381
14 60 0.50 13.3 6.37 17.2 8.24
200 0.50 27.1 13.0 80.5 38.6
1000 2.0 51.5 24.7 292 140
L e 1 40 (20 BID) NR¢ 1.79 0.779 10.4 452
Bcr2so 100 (50 BID) NR¢ 11.3 4.92 84.2 36.6
600 (300 BID) NR¢ 59.6 25.9 723 315
15 40 (20 BID) NR¢ 2.42 1.05 9.61 418
100 (50 BID) NR¢ 11.8 5.13 52.6 22.9
600 (300 BID) NR¢ 106 46.1 1220 531

a. FERESEIEEORIFEICE, Ty MTIZ0479, AT 0435 04 ufE GRB LKL 4 SDEEOELE) %
iz,

b. BEHEE 15 /BRI K Z3EERY 7V 0 (n=S/RIERR)

c. WEHER 3 UL/AHC & By 7Y v

d 1 A2E#BEDED, TmxDBREITRo7, Hr O TR 1 B 2@ES5 0 1 BEHEE% 0.5~
2ERRAEIR L B2 B ED 2@EHREE 1 BRI,

5.2.3. &4
5.2.3.1. In vitro COMFEF LRI SR

S v b, HABLOE MZIIT B PF-07321332 DMLES o /37 A ERIT 0.3~10 pmol/L, DI
HECHRETHY, MU EMMELE U CHEEE Cholz (Table 13, PF-

07321332_[JL 010657 &%) .

Table 13. PF-07321332 O MiifE# 7 fs5EHR

Hi3% fu
gmfE (HFH) 0.3 pmol/L* 1 pmol/L? 3 pmol/L? 10 pmol/L? EHHE "
S v bk (Wistar Han) 0.490 0.474 0.484 0.467 0.479
B (=AY 0.386 0.404 0.449 0.499 0.435
)
E b 0.296 0.300 0.311 0.333 0.310

a. YMEHE (n=12)
b. RE L7 4 DOBREOLYE

5.2.3.2. In vitro T® Cb/Cp
1 pmol/L DR TIE, PF-07321332 137RIMEK & thB L ClufEFic & < s#i L, Cb/Cpid 0.83

(Zv F), 068 (FA) L0060 (v b)) Thor (PF-07321332 | 100444 2
5%)
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PF-07321332 5. FEREAREAER
wnEpEs gk 52, Blc BT B EmEnE

5.2.4. R

PF-07321332 DI, invitro THFXZ7uay—L (v VR, Ty bk, NARXEZ—, UHF, H
MBIXOE N BXOFFME (Zy b, PABEIUE M) ZHAWTEML, invivo T > b
Lo e RERN#S Lk Lz (PR-07321332_ [ 084546 5%) .

S eOREMWBARHENT, 2055 SEIBRLARE MI~M3 BLUM4 (PF-
07329268) 1 , 1F&ITMALME [MS (PF-07320267) 1 IC L VAR ShIZ B DTHY, T_TD
BYRECRBICRD b, TEREMIL, Yold ) VBOCSMANDE B Faxiabic
IVERENT-MATHY, HEBRTADTAFUAw—0RRbbhi, i, MOEND
BRLE L UMMASIRIZ L 0 AR S BEORBEDBRHEN L, & MFEOREVIIRD D
nighoiz, Invivo T, KEMERTZ v PBIUIALOMBEF2EMNCT v hORFBLV
HEH It HZ b S BOLN-EYEEYETHY, PLOMFEFCHELZIRBDONREY
1T M4 T oln, MAKSHEY M5 25 oEIT invivo TIHTRTHRETH-o -
(Table 14) ,

HRaE AW WAL T v A T, M4 13 SARS-CoV-2 DEXEER T uF7—¥ (BCL 7u
7—¥) % Pr07321332 L RBEOZIITHE Lz, £/, M4 L, VeroE6 MAIZHBWTHEE
D MDR1 (P-gp) HEHIAEIRDOTFET € SARS-CoV-2 ZHE L1228, MU A /LR {EHIL PF-
07321332 D 753D 1 Thot (51211 ,

BRTFHEBEZE b P4SO R SRV E AVTERFHIE W T, BERE M1~M4 13 CYP3A4/5
Lo CTEREN, TOMD P40 TFREOEEIXI < bThThol, £/, PF-07321332 2
B M5 ~OMASEREL, Lot MEKin vitro RERR (v Mk, BEe D ONCRF
fig, Big BB IO SOES) THLROONRhoTz,

bt MFI 7 vy —AZ AW TR P450 FAEERDOFET T L RBEREORERR TIL,
CYP3A4 73 in vitro C® PF-07321332 ORI FE T HEERHBETH L L THEIN
(f.=0.99) , CYP3AS @ PF-07321332 X~ FEITR &L W& FHEanx (PF-

07321332_|JJl 072016 &5
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PF-07321332

waxgEs gw

5. FEREAREAER

5.2. BT A EhEe

Table 14. PF-07321332 24 V' F 2 — b ELEEOHS L & (T in vitro B X W in vive TERD b = REY

FI/7ay—A Fr#mER In vivo

v b v
K& D IUR2 Fybhr NARF— g¥EX A b Fyb YA bEF M R OBEH mEEP
PF-07321332 NR NR NR NR NR NR NR NR NR +++ -+ +++
M1 (PF-07329265) + + + ++ t + + t t t t t t
M2 (PF-07329266) + + + + t + t t t t - t
M3 (PF-07329267) + t - t t + - t t + - - +
M4 (PF-07329268) +++ +++ +++ -+ I +++ +++ +4++ + t t ++
M5 (PF-07320267) NR " NR NR NR NR NR NR NR NR + t t +
m/z 498 + t + + t + - + - - +

S RETEP, + BESHEBICEIERA2 UV E—2 OH, ++: BEESITECLSFRBED UV '~ ORHE,
0 BESHEC L3 ER UV E—70RE, t: L—2R, BESIEOLTRHRE

a MEHEORBTREZEC L TEY, EXEDOLNAEAICITENTEERS LV K& o T,
b. MEHEORE CHMEERNRRILTH -,
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PF-07321332 5. FEEEIRRER
snExgEE gk 5.2, BpicIsiT 5 EmEhiE

5.2.5. HEit

smEg s EysERER T, Ty b er07321332_ L 103131 28 sXova e
07321332 L 111728 2% #IRN £ 13BN E Uiz & & O PF-07321332 DRFE L
OB A~ HEi 234 L 72, PF-07321332 OHRE BRI T D REMEOHMRIT, T v T
RAFET17%, BHFT %, EEPTHRL11%THY, VA TIIRFT 7%, EEFTI%T
Hotz,

5.2.6. EYMENBFERRYR LA

PF-07321332 13 FEIZ CYP3A4 L Lo THREfS D Z &h b (524 ) , CYP3A4 DBV EEIK
EIIHBEL AT D & PF07321332 ORFBEAELT D & FREND,

PF-07321332 {2 & % invitro TOEE 7 P450 43 TR L O UGT s FREDME, FE/ P450 451
ROFER L EX O, FFBGAABI OB 7 v AR—F —DOREEKRF L, PF-
07321332 BHEEERE L L CEYHAEEREZ3ISEZ 3TV X271, EYHEERICET S FDA
BEUEMA DH A &2 ZIZHEVS, PF-07321332/Y b EADFEREBEAE (300/100 mg BID)
BLUOHEER Coax [4.14 pg/ml. GERESENL 128 pg/mL) , 7.278] IZESWTEHME L7z,

AR BT T M ES< L, PF-07321332 28 CYP1A2 B X (N CYP2B6 2 5FET B vk iL

CYP1A2, CYP2B6, CYP2C8, CYP2C9, CYP2C19, CYP2D6, UGT1Al, UGT1A4, UGTIAS,

UGTI1A9, UGT2B7, UGT2BI15, BCRP, MATE2K, OATI1, OAT3, OATPIB3 B X (FOCT2 %

AEEIZEET D U X7 13EW, L L, PF-0732133213%, CYP2C8, CYP2C9 BX U CYP2C19

PHRETIRBENYESHY, CYPIA4 e E X ORRRIKEMIZIEE§ 5 FfeEtE A E <, MDRI1
(P-gp) , MATE1, OCT1 B LU OATPIB] #[AET 5 wJfettnidH 5,

EHiz, AH=ALCESSHHEFLEZANT, HEE Con \CESWIZAEHEER bz
8%, IBERE, IBMIRE, FFIER X UFIRBALED Co (puBE Uk 28T) ICESWZERIESE
RIFEE 2 574f L, PF-07321332 MEMMAEMER#5 X 37RetEs LV EICHRA L, 2D
BT MCESL &, PF-07321332 28 P450 45 FfE (CYP3A4 LIAL) , UGT - FREBIUFT VR
NG — o RIGERET DY A TBOTENVDS, B MNETFEREREARELZLEIC
CYP3A4 OFHAYER L OBERMETER R ILE R BN P-gp DIRENA U A REMIIZES, U M
/b MDR1 (P-gp) BEUCYP3A DIEEKTH S8, PF-07321332 12 K 2 EYMAEERL
U R FEMIE T ERIENIEMHEEERAZBLID Y A7 IIBOTRWEE L OND,

5.2.6.1. P450 |2 xF3- A fRsERR

EMNFIZ mY—bZ2AWZHMERT, PF-0732133213 CYP3A4/S 2 Al RIZIEE T 5 2 LR &
N, ICsofBIXFNFN 83 umol/L (XY T A) , 106 umol/. (FA MAFTEY) BIW

451 pmolll (=7 =) Thot (PF-07321332 L 113907 #8) . PF-073213321%
CYP1A2, CYP2C8, CYP2C9, CYP2C19 # LU CYP2D6 % R[iHIZ[HE Lah o7 (ICwfEIL
300 ymol/L #8) ,

MZT, PF07321332 1%, I¥ YV F ok T u—THEEEL LTHVE & £I213 3.16 pmol/L LA ko
BET, 7FAMATary27o—7EEE U TRWE & &I12130.562 pmol/L LA EDERE T,
CYP3A4/5 #BsRkERIzE T 5 = s ahni (PF-07321332 L 22202 2% . -
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PF-07321332 5. FERRREER
pEgEE gk 5.2. BiICISI) B BN

? L ED PF-07321332 D K EB L P ki TBIE, TA FRAT B 6B-E RuFx T —Fizx LT
FNEN 139 pmol/L BER0.0165min?, IF Y T 4L 1I-E Fuxv 7 —FIZxf LTk

15.5 pmol/L B X 1 0.0142 min? Tho7z, LIz -T, FTEREBEARIZBWVT, CYP3A4/S DF
WRIEER L ORFRIEENEEREC LY R 7835 5,

5.2.6.2. P450 |2 %} A AR

bt MFHERRZ PF-07321332 TR L7 & &, FHELZWTAOFMEZ v MIBWTH CYPIA2
® mRNA F 7213 HEOFEITFRO SN, CYPCII DHFERBE - LRV L hEREN-
(pr-07321332_ | 102559 8%) . Pr0732133213, CYP3A4 (K 41%) 3L 1 CYP2B6
(BK39M%) @ mRNA HFHER L OBREEFZFEEL, CYP2C8 BLWNCYP2CY Iz L Cit
mRNAEHEZFE L7z 44 5580 . TERBAETIE, BROICEROH S 5D P450
SFREOFENRBI DY A7 THBHT/HREW,

5.2.6.3. UGT \=xf3 3 BH=RE

T LTl MNFI 7 a Y —sEAVWERER T, PF07321332 1% 2% BSA OFET THLIEGFAE
FTTH, UGTIAL, UGTIA4, UGT1A6, UGTIA9, UGT2B7 B X ' UGT2B7 DB H M2
XU TCREMAEZIZE A EIT2 R E o7z (CsofElL 100 umol/L #8, PF-
07321332 | 103243 88) . LassoT, FEBEAET, Thbo UGT HFMEAESE
ENBYAZIHELEAEELITEL 2,

52.64. PSR ﬂff—ﬁ —DFEE L A B REM:

NTCP, OATPIBI, OATPIB3 33X U OATP2BI % ZEHNTIIL L TV 5 HEK293 A2 VT
B 7.7 umol/L. £ TORE TEHI Lz & &, PRO73213321Z b DBUAI b TV AR—Z —D
wgLiblehot (PF-07321332 L 1451485 . soic, Fv—higgRELZE b
Jrfiiads KO R4 v F8538 . MiF#R%Z AV T PF-07321332 OFFBGA A3 & OREH- F 8kt
ZFHM L7z & &, PF-07321332 1k OAT2, NTCP 5 J U OATP ioxtd AEEADMHERKIZ L > TH
BILHEBENRZD T2 D, TNHD T U AR—F —OBIAIMI L AEEEZIT 2V
enmanicz (pr07321332_ | 110227 #5) . v o o FEEE e FEFERTIZ PE-
07321332 DAEHFHEM S 3R D HAL, CLpe 1 2.1 uL/min/mg protein Th o7z, ZDFERIZL Y,
8% 5H< MDR1 (P-gp) BELUBCRP #4 LT, PF-07321332 D—&BRE(LE L L THEHFIC
e S D BANH B Z EBRRREINT,

5.2.65. F T U RAR—F =T AEERE

BEEMN N T A7 2/ b &7 HEK293 #lR £ - 13/MERZ AWV TR LR, Bx o
HE7 U AR—=F—BIUBIAR b T o ZAR—F —DRESITKE L, PF-07321332 BNEET ST
gertiiEn o L asmands (pr07321332 | 020944 38, Table 15) . Pr0732133213F
FEREAE T, MDR1 (P-gp) , MATE1, OCT1 3L OATPIB] #[EET A A[4EMHNH 5,
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PF-07321332 5. FERRIRRER
R EE %'}W 5.2. vl 1T Kk

Table 15. KRS 2B —& —zwt3 % PF-07321332 @ in vitro TOD4eE

FNF v RAF—F— RIER Fu—7ER PF-07321332 ICs¢®
(umol/L)
BCRP HEK 293 /[Nl 0.2 pmol/L, &t A/NRHZ F o >1000
MATEI HEK 293 i 15 umol/L [UCJ A hFHA T v 112
MATEZK HEK293 #llja 15 pmol/L [MC]A bR 872
MDRI HEK 293 /M 0.2 ymol/LN- A FNF = 70.6
OAT1 HEK293 #fa 0.5 umol/L PH) T 7 2/ BIREE >1000
OAT3 HEK293 Al 0.1 pmolL [PH]T & b 1 > -3-Kf 521
13

OATPIBI HEK 293 #Bja 0.3 pmol/L @ AR L F > 44.4
OATPIB3 HEK 293 /iR 0.3 pmol/L & AN R ZF o 283
OCT1 HEK 293 #lifa 10 pmol/L [MC] A hA&FNT > 138
OCT2 HEK 293 B3 15 pmol/L [UC] A haRL T v 955

a TRTDIF U AR—F—[AET v A CHEKEILICoBLEELWELIRE L, 7721, MDRI XL
THBRERE 128 #HAVW: (Ki=ICs/1.28) ,

527. B/NEDIRE

DT A NVAETCHELNTWAHMAIZE-S &, SARS-CoV-2 IZ%f§ % PF-07321332 O&/NE
ZHA RN, invitro D ECofEZ B2 2IEFAEMBTRBEENER SN HERBETHS ETHE
EnBB, KLIMEHEOEVPIEEEE INHBE #ilaT » &1 O SARS-COV-2 EFMZEIT 5
PF-07321332 ® ECoo f}% 0.181 umol/L. TH Y (5.12H) , ZOENL, P-gp HEEOFET TOD
VeroE6 A MDT — & (ECgo 3 0.156 umol/L) (2 & W EfFiF b T3, T invitro LV A /LA
ETF—FEHN—T 5, B/NEHREDBZEEIL0.181 umol/L. FEFEARMEPRE) &
EE LT,
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PF-07321332 5. FERRIREER
TREREAEE %lﬁﬁ 5.3. =i

5.3. =
5.3.1. B
—EDIEFEHRRER T PF-07321332 2 3{f L7~ (Table 16) .

ADME BBROFBERIZEV T v b, HABLOt bDORTPF-07321332 DRER L O # R
I REBICHEUENREO N b, BHRBRICAVW EMEL LTy FBIUOY L2
WL, £z, PF-07321332 DEMIZ VA NVABRENZ RV ETHD Z LB L UER LRI
HOSRIEIRER DFERIZ S & PF-07321332 847 #—7 v MERAZRTHREMHIZENZ &0

b, EEZEMICEERBRICEY LEBYREIZTFEL 2V, hvivo RERCORSERKIZIE, TE®E
KREGRETHHIROEEEFER LT, EERRERSEHRRTIE, 2FEBEELENSE
%1= PF-07321332 % 1 : 1 ® MTBE ¥&#Ef# & U CEmzkE L, B, MTBE 2% 53 5%t
REEDRE L7,

Table 16. FHMHERBROEE

RRBEE (774
BRER »b F—HBEREE) BETIIAER" GLP
KEHEEHEAR
BEERRBRUAORER
S hERVWE 4 AR ERER Bcr2s50 0, 30, 100, 1000 JETE
W=y A PN 4 BREIBRS Wcr271 0,30 (15 BID), FEH A
SRER 300 (150 BID),
1000 (500 BID)
EELHR
Sy M FVWE 2 BB SRR BGr276 0, 0 (150 MTBE), 60, wH
200, 1000
H= 7AWk 15 BRI BcRr2g9 0, 0 [90 (45 BID) i
E3Es MTRBEJ¢, 40 (20 BID),
100 (50 BID),
600 (300 BID)¢
EEEERR
In vitro FRER
W B IEREERRE  AG4SRZ.503[CH.BTL 1.50-5000 pg/plate i
GR288)
b MR U LSRR TKG #ila AG48RZ.361ICH.BTL 62.5-500 pg/ml, HH
i I b (GR236)
In vivo FRER
S v MV in vivo /NEEER © BGRr276f 0, 0 (150 MTBEY:, 60, b
200, 1000

a. TTO GLP EARRIITFT — FMESZ T ANKIEIZSMNT 5 OECD MEETERE L=,

b. T D in vivo FREx THEHER Vv e,

c. BELAEWVWRY, +XTHOAES mgkg THT,

d.1 B 2 E&E-ORRIIN 6 BEHTH D,

e. MEBEOBMERIIEARHOBEE (15%EH) &S, hid, [JJor27e 388 i 150 mg/ky/ B D
ik, [oR28o B <1390 (45BID) me/ke/ H DIEHEICHY L7z,

£ 9y beAvEEER 2 EMRERE (JJor27s RB) o—Br LTEMK LA,
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PF-07321332 5. JERGRAER
epxgEs #lw 5.3. ik

PE-07321332 OFtEIE, Ty FBEUI =7 A PLE2AWERZEORERSHEHR 2 BB &
VEEZGLP BARKEREEERBR 2HRTIHMLE, 7y MEAWEEELRRBR TRIERE
PRETAHTESEZNER IV L EHICOE > TROONTIENEL, FEFWEIIBITAFA
RERNRRBLOEELRR TRBDRER ThHo, EER CLP BAKERSHR (T v
FCIE 14 B, PATi1S B TREEFTRIEIROONT, &5 L&A ES NOAEL
Tholr, PILTHRLNE —IRKIEDEELIE, BRARIBEHORIE L Ok ) b3
FEBLTHY, BHEFNESOZ LVWFTREHEIEN, Ty bTIE, HOART, HREL
BE L THERERN DTN L, Ty PRBIUW LT, BET 2 —RINERTR EAIRER
BEMFTR A LD, =2 Y U VAR AR R BERFEF REBD bhiz, FLTh
b FOMOBERFERTRIL, BB X OEIICE K BKITERYT 2 L 0 Th - itk
B, BHEENEREOZ LVWATR BT ESn/, 7 v T, 1000 mgkg/ BET, HHREL
B L OLEDHESEER I UHEMNEROFHENMEEEL R L (1) , FFBOESEER L O
HNEEOTHENEELT U (M) . LDIREEOREAE, BET 2 REERFRET R 2
5T &M, 2AMOKRELMER TR E CRER2IZEE L, FREEnENiconWTil, BEE
+ B B B IR EE DR ERAR R F AT ROSHTIRR L O R IRIRICE S b N EEENEROZ L
WHTRTH Y, I MBBE S ITHERRERE T A—FOEER D LN 1o
7o Ty FOFEBIUORRIBTEROONIZINODFTRIE, I 70 Y —ABEROHEICEE
LI @R —BT 5D TH Y 7, 2 BMOREHMBITIIZRICEE LTz,

PF-07321332 I&, invitro BEEHRR CLEARMERB I VCRAKREFFERELF ST, Fy b2
W= GLP BAREREEEHRBO—I L LTERE L invivo /MERBRTHLRRMETH -T2,

Ty AWK 14 BRBRERBRB IO VEAWE 1S ARRSHARITEIT 5 NOAEL (35
LizixkEAB ChHotz, NOAEL IZRBIFZBEEIL, © NI PF07321332/Y M EADTFEIRE
A& (300/100 mg BID) %##& 5 L7z & &IZHE S5 PF-07321332 DFEFEER Crac B LY
AUCy LB L CTENEI, Ty PTIHI9BBLV66 1%, VTR IV25ETH-
7

5.3.2. Ei[E$ 5-E AR
PE-07321332 D Bi[EI# S- B ERBRILER L Tuigvy,

53.3. HEH S EHRR

PF-07321332 DIFEROB I VOBEELRRERSEERRIIT v PRIV =7 A FLERWTEK
L,

533.1. 7 v FERWERR

BT ER ©, Wistar Han 7 v M PF-07321332 % 1000 mg/kg/ B &£ CHOMET 4 A 5]
BOHLLEZEZ A, —REBOEL, FE, MRFHRER L OCMRELFARE T X —
B ~DEE, FIRFRZOVCEES FHE LM —DigeR) OREMBMFARTRIERD b
hinot- (Jfor2soxmr) .

Wistar Han 7 v b & AW TER L7 GLP A 14 B FaHR D& 5R B T, 60, 200 £721%
1000 mg/kg/ B DFAET 1 B 1 @5 LT PF-07321332 D&M, TK BLUOLREBEEEFRME - £
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PF-07321332 5. FERERRIAER
EpgEgEs gk 53. B

BHEBRE LR L, 2 BROKESHBICREORBOT YL L (lor276
B .

GLP AR TR/ 5 L7 PF-07321332 OF 53513 1 : 1 ® MTBE IRIEFM Ch o722 &2 b,

AR TR b BB~ MTBE O&EE 2§44 5729, PF-07321332 O &EABRICHW
7o BUK| & [FIIREE O MTBE %850 U= A2 8 5.5 2 1 BREE 250 1 7=, RTHRBECIE, MTBEIZ X
BEENREBBIZED LR, TADIEMIBE BRERIEZDZ EBRMONTWAHET v MZ
BHREOEEBETHY, BEFNEROZ LWELLTH o145,

ZORBR T, —BREOENL L NCEBHEEE IR FEN T A—F ~0FBIIBDH LN
Rpole, KENT XA —Z~OREITHETIIRD ONT, 200 mgkg/B LA EDEEDHETHT 2
REEMN CTREEOFEED 1.04~1.12 %) RO LR, BILOBREN/NEhof=Z &hn
LEMFNERDZ LWATR LMl S, PF07321332 1%, HEEITMET v b ORI T O
RRMERIIMEFFER Lo T,

BEIR& TR, 60 mgkg/ B LA EDOBEORER X O 1000 mg/kg/ B BEOME Tl KA E R L O
BERERF A ICHEEFHNERBOZ LWESRO b, £/, 1000 mgkg/ B EED I
T, EHFENEROZ LVMRALFEREEOE L (i) BLURBREEOENL (HoH)
NRDHOENTZ, BEBRE TR, ARKENRPIEED 60mgke/R L EOBEOH (KX 2.50
%) B EU1000 mg/kg/HEEDOME (1.40 1) TRH B, APTT DIEEAS 200 mg/kg/ B LA EDEE
DO (&KX 1.191%) BXV 1000 mgkg/ HEEDOHE (1.11 %) TRHLNZ, ThHOPTRIV
APTT DIEE DOBEFIIA LM - TRV, 1000 mgkg/ B BT, M/MREOHEI (MM, K
1.256%) , RMERRT A —FZ OB HEOIHR, ~ETOEEN0.95F) BIO7 47U/
FMED EF (MEDI, 1.10%) PO b, MIRAE(LFERETIE, 1000 mgke/ BEEDH T
BHEENERZEOZ LWERAZLR, Thbi, MigEchbnizsa7Y L8 (1.074) ,
albXFo—/L R (1.334%) BLUGALPIET (0.66 %) 76 IZHED R TH il A/G Hhd
KT (0.901%) Thotz, RRAETIL, 1000mgke/ARBEDHE TR pH OIET (0.90 1) 235
Nz, THHDFTRONTIICEW TS, BET 2 —MRIBOZE L E 7R BEA R AR I
RO LY, REHME TRIIETT X TOFRRATELICERE LT,

BE MK TR OFRRERZ, 1000 mgkg/ B O TIMEDOHEN BEER L O EREHEDE
B CofFREEDO0.85~0.881%) 33D bz, BET AHRBEMBREMETRBA bhiaho Tl
», BHEENESZOZ LWELTHD LHlT SNz, REHMK TEICILOIBERICEREL
DEFRD N oTo bhrh, ZOBBERSCRET S EhrEh,

JREEBFOMRAE CTROONFTRIE, BREHEET RIHERE O RS L O RBRICA D
BEHEHNEROZ LWEEOARATHY, INLOBEBIIMAEHMK THRICIZEICEEL T
7o FFIEOBTR & LT, 200 mg/kg/H LA_EDOBEDMER K U8 1000 mg/kg/ B BEDIE TR HERE
O PR BEAT AR AR R 2358 0 B4, 1000 mg/kg/ B BEDMETIE, Th &R, FNREFIRTHR
ERMEORBEBEER L ORE BHHAORE) L EE L, FRICRIT 2 2h b 0/RIEHEERS
FIFT R, 1000 mg/kg/ A BEDHEME TAH O FIREEOHEM HEREED 1.35~1.59 %) B
FERER OFIREFT RACHB LT3R b, FFHERREKE & ORFMRERZI 7 oy —ABERD
FO—ETDHHRTH -7 7, 1000mg/ke/ BEETH, HIBREEOHEME LOFFHRERIZHEE
THFRE LT, FRBERMAREOER EHMHOERE) NHEETRD O, LB L,
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PF-07321332 5. FEEEFREAER
EpggzEe sk ‘ 53. B

Rl S OFRIBIZRD bk EEROFTRIE, FARICBIT3 I v —ABRFEICLDFR
BALE 7 YT 7 AD ERICEE L IR EIGRG E —&T 5, Ty bdb F &L
LT, ZOBFICH L THICEWVEZMELZRTZ ERMBRTWALS, FFIER X OHFIRIRIZEED
LB EITT T, BEMEL, ¥, HBOBEL T IREEAREOFTR EIEET S
R NT A —Z DELE DR -T2 b, ¥, WTFhORTRY 2 8EDORIELRM
BICEEZEELEZZ EHLBEENEROZ LWELTH D LT Shi,

NOAEL iZ 1000 mg/kg/E Téh Y, D NOAEL iZRI1} AIRERIE, t M PF-07321332/) b7 v
NOTEEREAE (300/100mgBID) ## 5 Uiz & X IZHEE & 5 PE-07321332 DIEFE AT Crnax
BIOCAUC,DEFNTFN1I0EBLUV 66 THoT,

5.34. UV ERHW-RER
53.4.1. =7 A FEF= PF-07321332 ORREM 1 B 2 B 4 A EEEHR OB 5RR

T =7 A P& AVTER UBRREN 4 B B3RER &5 TIE, 30 (15BID) , 300 (150
BID) #7213 1000 (500 BID) mg/kg/ R ¢ F & C PF-07321332 O ARFMER L OV TK 25l L 7=
(lor271 #5) .

FTRCOABRECIARENRD b, BHEE~OEEITRN o7, 300 mgkg/B L EDFE TIRM:
BROLNTZ, ZOFREBBURABKENTHY, KERGILIVHELZ, £,

1000 mgkg/ B BETIHAERD RO b, BHICEE LB THAAREREN B O
770

300 mgkg/ BLA EDFETT 4 7Y ) 5 AMED LR K OBEREOEMAFRD b, 1000 mg/kg/H
BECIE, BMEREOBEM GFPEREOHEMCE D) B L UHRRLERESEOBA RO b
Foo THHOEE, BHEH - RERGEZ IR THY, EEETICER T 2 AEESES
MR AR ML ERER DB %> TV,

EARHOM TIX, ROEEEEM, ~Er/a bR, TATIVBIOTu T Y v oRFD
FRICRRT BB R BN, REERZLPR I VT For EREBRBHHH, Winb
MERKE - BAZTRTHFR TCH-o, TNDOELE, B X 2 EKERICERT S H 0T
HY, TORRELTTFINIUA, AYTLBIOZu—AbIETFLE, £/, BYLEY,
MY ZURY PRI ANa—ADERLBO BN,

B RO 1000 mg/kg/ BB HBRERIE, b MZ PF07321332/Y b FEADTEREAE
(300/100 mg BID) Z#5 L7z & & IZHEE S415 PF-07321332 DFERE R Crax B L TV AUC D

TNEN O ERBLV36 G ThHol, BHICEET 5 —MIREERT A L OB R ERT A3 ER

bihvieZ &b, 1000 mgkg AiXEHIHRERBETO MID % EEZ SRV EE 2 b,

FDRD, H=sAPNVERCZGLP @A 1S ARREEEERAR CIIEAEL LT

600 mg/kg/ B 3R L7z,
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PF-07321332 5. JEEERRAER
spEgEs g 5.3.

5342 =2 4 F% VW= PF-07321332 0 1 B 2 [ 15 B BRSO #5338

H=T AP AERGCCER L7z GLP #A 15 B FEGIRO&5E % T, 40 (20BID) , 100
(50BID) #7213 600 (300 BID) mg/kg/R ® & TPF-07321332 DEMRB L O TK 2#E L7
(llor289 #58) .

GLP @ AER T&R 5- L7~ PF-07321332 OF% 5i#&IZ 1 : 1 ® MTIBE BRI ThH o722 &b,
ARBR TR SN EA~D MTBE OF 5273 5 728, PF-07321332 D& & AERICH
TR L FRED MTBE 23N L2 R ET 53 MBEER T2, ZORRTIE, MIBE
BE L EEIRD oo,

FTRTOBYHPRBKRTRHECEFL, BEE~OFEL, LEM AT A—F (DHERLT
IZRR, PR, QRS, QT B LUV QTc HfR) , LEXBK, RBFHRENR, BHEEE, TR
RBIHEMABRINFTROELLRBO N1,

B I —ACRIBOE(IE, 100 mg/kg/ B UL EDOFETAHR LN BB RIEHEORIRD A TH
v, BEEENEROZ LVFTR S SN, BHEOFKBRIIBBLRAREKENTHY, 1 H2
EEE Lz ED 2 BREHELIT BB LB ICA DN, 600 (300BID) mgkeg/HEED
HE1HICHRERYD BESR1AD 0911 BRHLNEN, BAOOEBEN/NSL, £, EHED
—RRIREEFT RICIRETH L DO ThH o722 &b, BHEFENEROZ LWELLE TS,

600 (300 BID) mg/kg/ HEEDOHERB L 1 FIOMETT 4 7Y ) 7P UAED ER (A% O8O 57
EEDHE) BEOHLH (&K 20945 , ThiCk Y RKEBREROFEN TR INTR, BEEY
AIREABENFTRIIRD bR o7, £77, 600 (300BID) mgkg/HEDH 1 TH MY ¥
A (0961%) BECGZv— (09315 OET (BEFIELOKE) ’BDbhiz, ZhbdD

BETIEEELLDOERIZEALDOTHY, BHO—REFRLE -T2 THoT, &

51z, 600 (300 BID) mgkg/ HEEDMERETIE, SR pH OFEHBHELSSHREE & B L CIREEZ R L7
2 (0.73~0.80 f%) , ZHUCEHET B —ARRBED AL F IR EMEEAFT RIZR D b o
Tro IO DEBFFERBMOEIE, BLOBREMNNSL, £z, BEEY 3 REMBSENET

RBRBOENRNoZ Ehd, BHENEROZ LWELL TSN,

NOAEL 1% 600 mg/kg/H (RFfL7ZHZEMAE) THY, ZONOAEL IZBITZBRERIE, b M
PF-07321332/V M FELOFEIEEMAE (300/100mgBID) 2% 5 L7 & X ICHE SN D PF-
07321332 DA Crax B L P AUCH DENEN 6 ERB LV 25 B TH -7,

5.3.5. BREERBR

ME AV EREARERER, nvito B FEEEFHERR (v b o SFERERTK6M A Z
BINERER) BLUOT v FMEAWCin vivorMERER 0 b 72 5 —E DO BEMERER TPF-07321332
ZEME L7z, InvitoBRBII§TC, EASNALTA FT74 00 ERBE S LITMAEEED LL
EAREEIC LV HIBEINZBEZRHBRESL L, FEERINEECROGFETBIOEFET
T L7, PF-073213321F, invitroE 72 13in vivoD W TN ORBICB W TCLEBEREMZ RS
Ho7= (AG48RZ.503ICH.BTL, AG48RZ361ICHBTLH J UJoR276345%) .

5.3.6. B3 AJRMRER
PF-07321332 DA ARHERERITEMR L T,
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PF-07321332 5. FEEEEREER
wuxgEs gk 53. B

5.3.7. EFERAEERER

PE-07321332 DOAFESRAZHERRIZER L TRy, BELREMHREBR T U - Mo £ 7ESE
TRRRIEH N2 T,

5.3.8. RIFTRIBRABR

PF-07321332 O BETRIEMERRER TS L Tv 7avy,

5.3.9. Z DD EHERBR

5.3.9.1. YRR

BAFRPOCELZFM L 72 & 25, EARAMREITRETSH S 1000 L mol! em™ % _E[E 572270
oz &b, PR-OT321332 X FHED Y X7 #F LRV I ERRENT,

5.3.9.2. FUEMAR

PF-07321332 OHURMERBIIEBE L Tl

5.3.9.3. aE=ERR
PF-07321332 OGS MERERITER LTV /2w,

5.3.94. EERBEOEFICE T 53R
PF-07321332 OFMRIROBFIZET AERITERE L TRy,

5.3.9.5. (K TEitEABR
PF-07321332 DEEFEMHERBRITER L TV 2wy,

5.3.9.6. REHOFILABR

PF-07321332 OB & - M U7 RERIIER L Ty, PE07321332 Dk MEF O
BT D LTV, B MFIZ e Y —ARB L0t MR TERENS TXTOREY
NEERBR CHWEIEEREWE (7 v hBLUY L) TROLNTE,

5.3.9.7. At DB

FEEB L ORA O BE TRIZIMARF CH Y RO TH 2 HIF AT, PF-07321332 DR HiM %
B 54 DI U-RBRIIER LTV,

5.3.9.8. =D ORER

PR-07321332 OF DOMOBTERITER L TV 20,

5.3.10. Fr R, & YRR D SR

T v FBIOFA~DBEOBREZIC PF-07321332 DMETEELBIEL-E 24, BEE (Cox
BEXWRAUCy) I—B L-EEIED LT, PF-07321332 DREEIIFAEOHSIC{E- THmM
L,
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PF-07321332

5. FERRPRANER
e I I 5.3. B

ZRETELI 1K /3T A—F |ZEET 5 PF-07321332 DIREEL (v bOHEEBRER LD
th) % Table 17 127 d, FRAETRD N ELFTRGIEEH TS, BERT, B TELN
77 PF-07321332 O3B STIEE S AW T, b T PF-07321332/) M FEALDOTFERERE

(300/100 mg BID) ##%5 Liz & & \CHEE S5 PF-07321332 DFERE AT Crax B L NAUCH &
e A LItk VEH LA,
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PF-07321332 S. ERRKFER
rrxgEr #lx 53. Ei

Table 17. XRFTR.& PF-07321332 5B

HREELL
BERE  gpom segom  REHR GEES

ERFA H) (ng/mL)* (ngsh/mL)* B Cmax) ® AUC2) °
T b (MRS 3 IR 28V -ERD 4 A MREEOR5EEER (.GR250 RER)
Rz L 30 2.49 3.40 1.9 0.16
Rzl 100 6.99 15.6 55 0.73
FEA L 1000 17.3 199 14 9.3

H=r AP (MR DR BRVWEERN LB 2E4 BRRsEnRsEERg Jore &
2®)

g RV 30 0.87 267 0.68 0.13
(15 BID)

M, 7470 270 T, BEiEssT 300 19.4 196 15 9.2
(150 BID)

LRIz T, HEl, AmRET, 8 1000 62.6 770 49 36

R L BRAE R B (500 BID)

Sy b (MRS 15 IL/AE) % Fv - GLP A3 14 A sl 0 55Rn Wllor27e ##)

PTT () 60 6.37 8.24 5.0 0.39

FEicmz T, APTTT () , MARA 200 13.0 38.6 10 1.8

FEATHERAIE R ()

F®icimz <, PTT () , APTTT 1000 247 140 19 6.6

() , M/MRET, RMERAST A—4
) , 747V 271 () , U
FYT, avzFo—iLT () ,
ALP! () , A/GEd () , RpH!
() , OEEEl () , FHREET,
FA RS B ATARIRAR R () , FAARBIERF
iazetadl () , FRIRMERMAIRAER
=AY (MRS 3 IUEE) 2BV GLP A 1 A 2 15 B RERHIR 0 &R EFERR

(llor289 #5)
TRz L 40 1.05 418 0.82 0.20
(20 BID)
Mg T 100 5.13 22.9 4.0 1.1
(50 BID)
FEma T, REL () , 747V 600 46.1 531 36 25
)7 ut, RpH! (300 BID)

a. AUC 38 31 O Conax DEIZ ML EE R IREE TR, FEITFE LAVRYREHME THETELNILOTH D,

FHREAT AUC BL U Can XK EHTED & 30 FERIZESNHTNS (PF-07321332 O fu b3 Wistar Han 7 >
KT 0479, H=2AFNT0435 8L FT0310) ,

b. B MZ PF-07321332/Y M FE/LOFERBEAE (300/100 mg BID) %45 Uiz & X OHEHRELTIRESR
[Cmax : 128 pg/mL, AUCa : 21.3 pgevmL (PF-07321332) ]| L@ CORBR L OLEM L, BEELEEN

L7,

5.3.11 ERERENE (Zofh)

EH L FERERRBR O RICESE, Ty FEHVW: GLP EA 14 B #5385 CREEiks:
BT RARD b2 £ 0D, R L OFIRES, ERREBOFREELIH DB E L THRE
End, FHBOPTRE LT, 200mgky B LA EDBEDHER J O 1000 mg/kg/ B B DHETEMMN D
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PF-07321332 5. FERRRRER
5.3, =it

paxmze sl

R E O MR EFTMEER 2R b, 1000mgke/ B EEOHETIX, Zh & R, PIREFEF
HZERLORBAERB L ORERE EHM0Lb8RE) b ER L, FiRcRIT 5 Zh b 0fFEE
BEMFTRIE, 1000 mg/kg/ B BEDOHERE TH LN FIRE B OEMNE L OFER OFRETRICE
HELTRD O, FFHEEAR L OFHRERIE 7oy — ABROFEIL—BT AT
BHote 7, 1000 mgke/ B EETIE, FFBEEOHEMNE X OFFERIEXICEET AR E LT, Bk
IR DR R (B HEE) NHHE TR LN, LB L, R LUK
DENTFREOFRIT, FECRITAI /7 n Yy —LBEEFEICLIRRBRLEL YT I
A0 EFICEE U ZRAREIS G E— BT D, Ty Mib bEHELT, ZOBRIIKL
THEIZEWRZHE RT I EBMLN TS 16, iR L ORRBICERD b o283~
T, BEMEL, HBROBELRIFEMAGFEOT R EIIEET 2BRFERE T A —F
OEbZfED Do b, £, WTHIOFAD 2 BMOKRESMZICERICEE LI &
NHEEENEROZ LWELTHS LHBT SNk,

PFIZER CONFIDENTIAL
46



PF-07321332 :
epsgzEe glE 6. KRB
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PF-07321332 6. FRIRFAER
rREgEE 2R | 6.1. b Mk B EMEE

6.1. & N BIT3EmERR
6.1.1. I EHRR
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waxgEs K 6.1. & Mok} 3EmEnE
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PF-07321332 6. FRRHER
nsuEs glE 6.2. BEMR L OHESMH

6.2. ZEMR L UEEME
6.2.1. BFRIEBRBME coket
6.2.1.1. 2B REeME a7V

s3— |k 1:SAD
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6.2. ZEMER LOFEIE
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PF-07321332 6. EERFRER
rpEgEE gk 6.2. REMER L OEDE
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6.2.2. 23 HRBR TOELMEB LA SE

6.2.3. ZEMEDRE
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PF-07321332 6. EEIRRER
RREMEE %Ihﬁ 6.3. MER%E O R

6.3. TTAR T DfE AR
I
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PF-07321332
LpnEuEs sk 7. F— 4 OEME L OBREAEEMIC T 501 7
A

7. 7= DERNB I OGREEEMICHT T4 LR
7.1 BRI, TREEh D% - 2R

PF-07321332 1%, COVID-19 BEDIREDT-HDICR O L L THRERTOM A NIRRT/ SARS-
CoV23CL FuF 7 —PHEEKTHS,

7.1.1. COVID-19 D&

PF-07321332 1%, COVID-19 DR BRI L LR OM VAN AREKLE L TBHREFTH B,
COVID-19 i, 2019 12 i, FHAlzmwF 7 A /LR SARS-CoV-2 {2 R T A Hi- 2B E S 7]
REMDH B IREBYLE L L THEShz, WHO X, 20204 1 A 20 HIZ COVID-19 % EERY
RS ENAAREE LOBRATRELES L, 200063 A 11 BIZIZCOVID-19DF Y h 7 LA
TEZITTNRUT I I OWRMICED ERE LY,

COVID-19 13, $BREMRIERLD b BEOME, AIPRIGAERIES LUECICESET, BE
VEBRIER & R TR TH B, KSROER (9 80%) HABEGENEE - B TH 5 M,
COVID-19 TABE L7 1, BARFERIES X USELICE 5 TR 5 0192, SR«
A L DBMERE D BIEDRIE, AIOTRIGLEGE, AMOIE, nOIERE, FEET
e, BIEER COBGHEDREY X7 5281,

ABBREMEE (G vesion ) oEmREEAT, SARS-Cov2 IKiERETRTHY A L RFEL
LT, RNARY AS5—FPHEETHELLFIEAD 1 FIDZH COVID-19 DABZBE TS L
TERBENTWAESE, £/ 7 oa—F PR (casirivimab B L U imdevimab ¥ 7~ 1% bamlanivimab 38
X Westesevimab #&1r) 13, TR ENE Y R EARBEICRBITAZEENSFEED
COVID-19 iZxt 9 ABAFEAHF 2%t 7z, ThLOBRERKIIVNTHLEIRNTHY, EER
EHCLBBEEBVETHD, AEREBEEE (HEER Vesion [ o sc, sorp
iz COVID-19 BEITX L TARRELIIBRERT 22T 2R 0 Bl Re 21K 2

W,

auaF A NNADICL 7uTF T —FPIEUANAEERa— RTREETHY, VANV IEHR
a— K3 5MoONEOTaF7T—F HV Fus7—¥, HCV Fu77—¥i2 L) LRE,
SARS-CoV-2 DBERIY A 7 VBV TRAIRZBEIEE Lo T 5 5, SARS-CoV-2 IZIEHED D
anF UL VARBLOREaNFTTALNAZ (Il F UL NVAREA—IN—T 525 —) ZFui-
ERERFRERIZLY, 3CL7u77—€ (FHIFETHE T UA R ICEER) OIF
MR AN ABRUIARRRTHDZ EBREINTNS, a2t A LADICL 7ud 7 —Fi
wHO e MREURIZE DT ARNZ &b, @E)7% 3CL 7'r7 7 —¥HEIKIE, SARS-CoV-2
BLOMhDaaF U4 ARk 23BN EIRE UCTHEBRET 2 I1REIE L 72 5 FIetE s /RE &
nas,

SARS-CoV-23CL 7177 —¥ DMZEF, SARS-CoV-2 ® RdRp ZAETHTF /LR LA
REHED T RS v S ThA VAT EADOERME L TR A IEABFETH S,
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PF-07321332 ' _
wunxwEr 2R 7. F— & OEHB L OBREEEMIC T B0 A #
A

7.2. B - A&

300/100 mg @ fi &1 & 5 PF-07321332/Y hF /v 1 A 2[E S AEORAFBEIIRZEN>FHT
boLTHEIND,

C4671001 RERD FHAZRAEFEOFM CREFEOREN LT N Tho I L E2EETH L, AKX
EEEEIIRBICRATRESE X NS,

7.3. 2R

2= W07 —2 0y M A TERATHEE STV 5 PF07321332 ORGICHT 5ERIT
A AN

T4 BEEBIOMERALOER

I ETCICER SN EBEREERBROBRICE S &, PF07321332 OF5C T 8L £~
WEEROEEFIE L2\, PF07321332 oFMEE, S3ITICHERLEZERY, Ty bBLUI=
7 A PRz 2 EKERER 2 R L O EE L CLP AR E RS FMRE 2 35 ¢
L7, BEERGLP BARERSHR (T bTIX 14 B, P THX 15 BR) TIIEFEHERTRIX
BHBNT, BE LI-&FEAEN NOAEL ThoTz,

T Y I AR O WAZRBERFE R L LT, BHET 5 RN R & o iR B
BFTR 2L, K7 V—RFORE (7 y PBIUOY V) EEFEEREOENL (Fy o
) ERBTHARHEHOH IRAPRD LI, 7 MTIE, 1000 mgke/ BEET, *fRMEL L
B L CLROES ERER JOMMEEOEHENMEEZ R L ) , FiEoEsrE&B XU
NEEOEHENEELE S Lz (M)  DREEOBIE, BET S RIEEARENETRZE
&, 2 BRORESRMKTRE CliERKEE Lz, FREEOEMCEETIFHRE
LT, FlgR X ORREC, 7 vy —ABROHEICEE L@ S bic—8d 28
LEEDT AN RPN EREOZ LWRERAKEMFTRNRD N7,

M OBKRRERTIE, R2MFTNE LCEERAEFR, ERNLHERIRE, SENZ2ERL
NS YA B IOLEROFMELZ &, BENLRAEEERE2RFT 2 DIEROE=
ZY T ETO TS, BERBRTHEDONIEL LV ORER XL OEERECRT 5E{bo
BEIZOWTIRETHAH, BHEENERRIIZ L, THHTE=4 Y V7 iiETHo T,

EITHROREIRBRSIME LR E U2RER (C4671001 RER) T, BEREICRBITHEITER
SENRhot, IFRELEEOHDIBFEFSHRL LT, /X~ b2 (MAD) DRERSMA T TSH
WA 3 BUTERD b, “hb 3 FlCiE TSH ED EFITfE 5 BRRER 13380 H e, WHEERL
T4 EIZEF#HENTH -7, C4671001 HERD MAD 73— kT PF-07321332 B 520D b
7= TSHEDEDEHREZFTMT 57T —ZIXROEN TV S 720, PF-07321332 23 FIRIREHEICE
BE RIETAREHIC DN T I VEZL OF —Z B FIARHEIZ 72 5 £ T PK-07321332 2 KER 5T
DR CTHRIMEEERE (TSHRB X ORI T4) 252 VI 4T5FETH D,

7.5. FREAER
-
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PF-07321332
asmEs sk 7. F—# DBERB L OEREEEICHT 544 &
A

PF-07321332 OFIHID in vitro [SEERBRIZ L Y, CYP3A4 Ak F TORBOZELREEEETH
B EWRENR, PK 7—AZ—L LTHEAZINRTWA Y bFELDL CYPA4IZE D REf SN
B, LiER-T, FEER LU CYPIA4 OFEEOAEAITEET 3,

PF-07321332 iX CYP3A4 iZxt L CRERIKFRIBEE 2 Z T v i m &y, U el
CYP3A4 #[HETAZ BN T WD, LB -T, ZUT T AN CYPIA4 IR E IKTE
LTRY, MFEFEEOCEENEERTSZRIV (1) A2 TEZLEEL WS
AT REtE D B B IKKI O I, PF-07321332/Y M EAOFEF R I OVPF-07321332/U R EAD
B 5% 4 ALY S,

PF-07321332 & U b E L P-gp Z A WAIZFRE T2 ATHEEA H Y, P-gp HEDREEZ BN
SHBFREERH D, Lo T, PF07321332/Y L0 Ed:, MEFEREDC LENE
BRESRBLIO (F7208) £AH2E0TFHEEEL TV A AREEN H D P-gp EE & PF-
07321332 DPER & EIET B,

7.6. 1R, T, BRILBRE~OKE

FIHT G Uiz & &I PF-07321332 MR IBICHEZ RITTHE D DITREA TR LIz
T2V, PF-07321332 OE & AV 2 AR AEERERIIER L Tuveyy, 7z, PF-
07321332 D & FILHFA~DBITHEL B ST/ o Tiey, PF07321332 IFEBRETH D -
B, EFPRIBITIIRE LD &, SRR X ORI 872 o O B AR ER ~ DHE I~
ARUZDOWTIE, RBREREEICHEE SN TOAHIRE X OEREIZHED,

7.7. BEIEOER, BRoBRE

PF-07321332 25 B 81 EEDEHREE /738 L OB O BAERE NI BT TREIT A S 72 o T ey,

7.8. BIYER
7.8.1. BIYEA
PF-07321332 DEIERIT Z L E TN E ST,

7.8.2. EERBIER O FRRHE O = DR £ES B IEH
SUSAR DOBRARE D B TIERIKBEZE N TR TE 5 LT L BERBIERIZZWY,

7.9. BEH 5
Z AU E T2 PF-07321332 M BR S S ®ET v,

7.10. BpELH, EHEF
PF-07321332 MELR D U A 7 /K FEHIC OV TOFRITEL LT,
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PF-07321332
wwnagEs sl 7. F—Z DEHB L EREEEMICHT BT A X
A

711 BBREOLZ 2
7.11.1. & MBI 34
7.1L1L1. & b~ E

WillE s WA, BERABRSME 2315 PF-07321332 DREM, ZEMBLIV
PK % 2 HRRUR 1 35 (C4671001 HBY) 2Bt sh, &5 ch5, 0= 10 =
BEC, SAD zdk— FT 1340, MAD =ik— b T 12 #1248 PF-07321332 OB S /213 M-
B PK T —RE—) EOHRBREEZIT TV,

IHhETDEZ A, PFO7321332 DR T 4 v b - URZIZHESIN D L IBBR{REZIIFHEL T
w5,

TALL2 ERETREFEES

AR EMWEE (EEIR Version .) DIEREFA T, C4671001 HER TSR T REFEERIT
ot

TILL3. BERDERN 7 S A= 727 b, FOMOE v~DERRER

a7 7 —EHEERZE, HIVERES CEFRZEMO D A NVABIYEDIBRIERAINTE
v, TOHMEIRD LN TWD, C4671001 FRERIL PF-07321332 Db hEX&E L LI-RUIDER
HERTHDHI-D, FOERDRIIRETHH, PF-07321332 i in vitro T SARS-CoV-2 DI T A
NATEMEZHTH T EANRENTEY, SARS-CoV2 LB L-BEDTA N AIMEET SH
HIEREVEBOBREEBIUECY X7 2B L2 BE LTW5S, PF-07321332 @
BECEEL TEESNRTWA Y A71%, SARS-CoV2 TR LI IBRBIMEIZ L5 SN BT
BERH B ETRENDINRT 4y EBRTHEHRTARTHEEEZDND,

7.11.2. $FRET & FERARET R

Ty hBEOI = A FLERAWEZEHEERR 2 ARB L OEER CLP EAXKERSHMHE
HER2HBRT, PFOTR2132 OEFEMT e 77 A NV EFHEI L (T4EBLOS3IHE) , BEER
CLPEARERSER (T v b T 14 HIE, YL TiX 15 B CTEHFMEZROLHFTRIT
O BT, NOAEL i3 & Li&kmBAETH -7,

LT IR R BRI L 0, BRI 5 E 14 B PE-07321332 DREAKRE N +01T
THEENhD,
7.12. 54

CLED X 51z, PF07321332 DEBEFERB I UVEXRRBRMN OB LNI-ZLHOBEND, K
HERIZI T 5 PF-07321332 OFHEOMFFRRXFEND & E X B,
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