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2. LIST OF ABEREVIATIONS

Abbreviation Term
A-aDog alveolar-arterial oxyeen gradient
ABG arterial blood gas
AFE adverse event
AFM adverse event monitoring
AIDS Acquired Immunodeficiency Syndrome
APACHEDI Acute Physiology and Chronic Health Evaluation IT
APS Total Acute Physiology Score
CAI community-acoquired infection
CARSS China Antimicrobial Resistance Surveillance System
CE clinically evaluable
CHINET China Antimicrobial Surveillance Network
CI confidence interval
clAl complicated intra-abdominal infection
CLSI Clinical and Laboratory Standards Institute
CP carbapenemase-producing
CERE carbapenem-resistant Enterobacteriaceae
CEF case report form
CRO contract research organization
CEPA carbapenemase-producing Pseudomonas aeruginasa
CREP carbapenem-resistant Klebsiella pneumoniae
CSA clinical study agreement
CT computed tomography
DCT data collection tool
eCEF electronic case report form
EDP exposure dunng pregnancy
EMA Furopean Medicines Agency
ENCePP Furopean Network of Cenires for Pharmacoepidemiology and
Pharmacovigilance
EOT end of treatment
FAS full analysis set
FDA Food and Drug Administration
Fi0a fraction of inspired oxyzen
GCS Glasgow Coma Scale
HA hospital-acquired
HAI hospital-acquired infection
HAP hospital-acquired pneumonia
HCAI healthcare-associated infection
HCOs bicarbonate
IAT intra-abdominal infection
ICU intensive care unit
IEC Independent Ethics Committee
IRB Institutional Review Board
ISPE International Society for Pharmacoepidemiology
ISPOR International Society for Pharmacoeconomics and Outcomes Research
v intravenous
EPC Klehsiella pnewmnoniae carbapenemase
LOS length of stay
LTO Limited Treatment Options
PFIZER. CONFIDENTIAL
CT24-WI-GL02-RF01 4.0 Non-Interventional Study Protocol Template For Primary Data Collection Study

20-May-2021
Page 7 of 57



090177e19a3c6afO\Approved\Approved On: 23-May-2022 09:45 (GMT)

Ceftazidime-Awibactam
C3591037 NON-INTERVENTIONAL STUDY PROTOCOL
Protocol Amendment 3, 12 Apnl 2022

Abbreviation Term

MIC minimum inhibitory concentration

MDR multi-dmg resistant

MDE-GNB Multidrug-resistant sram-negative bacilli

ME microbiologically evaluable

MedDEA Medical Dictionary for Regulatory Activities

mg millisram

mmHg millimeter of mercury

MRI magnetic TESONANCe imaging

NI non-interventional

NIS non-interventional study

NP nosocomial pnenmonia

Pa0y partial pressure of oxygen

PV pharmacovigilance

SAE serious adverse event

SAP Statistical Analysis Plan

SOFA Sequential Organ Failure Assessment

VAP ventilator-associated pneumonia

WHO World Health Organization

XDR-GNB Extensively drug-resistant pram-negative bacilli
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4. ABSTRACT
Title

e Real-World Study of Ceftazidime-Avibactam to Characterize the Usage in Chinical
Practice

e Protocol Amendment 3, 12 Apnl 2022

e Author: FFD . PharmD, PPD Pfizer, China; PPD MD
phD,PPD Pfizer, China; PPD MScPPD
Pfizer, China; PPD MD MScF D
Pfizer, NYHQ.

Rationale and background

Infections caused by multidrug-resistant pram-negative bacilli (MDR-GNB) and extensively
drug-resistant gram-negative bacill (XDR-GNB) can be difficult to treat and are associated
with high morbidity, mortality, and increased medical burden. This constitutes a serious
threat to public health that there 1s an urgent need of new antibiotic agents with activity
agamnst MDR-GNB. Considering the limited cases studied in the climcal trials and the
increasing post-approval use of ceftazidime-avibactam in chinical settings, it 1s necessary to
understand the real-world use of ceftazidime-avibactam focusing on treatment of XDR-GNB
infection, with carbapenem-resistant Klebsiella pneumoniae (CRKP) as the most frequently

reported pathogen.

Research Question and Objectives

The main objective of this observational study is to describe the real-world usage,
effectiveness and microbiological features of ceftazidime-avibactam in climecal practice in
China.

Study design

Thas observational study will enroll approximately 450 in-patients among approximately
20 climical research centers. Medical information and microbiological outcomes from
hospitalized patients treated with =1 dose of ceftazidime-avibactam will be collected. The
recruitment will last for approxumately 6 months or until recrmitment target 1s met. Medical
information will be collected from the patients’ medical records. Patients will be followed
from the first dose of ceftazidime-avibactam until death, withdraw of the study,60 days
following hospital discharge, whichever comes first. The clinical outcomes and
microbiological outcomes will be evaluated at: 7 days, 14 days, 21 days, 30 days, 60 days,
and end of treatment (EOT) after the first dose of ceftazidime-avibactam, if patients are not

discharged prior to the next upcoming timepoint.
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Population

Hospitalized patients treated with =1 dose of ceftazidime-avibactam at approximately 20
China clinical research centers.

Variables

e Exposure: ceftazidime-avibactam

e Key outcomes: climical outcomes, microbiological outcomes, length of hospital stay,
readmussion, deaths and healthecare resource utilization

e Key covanates: Patient demographics, indications, baseline charactenistics, mfection
source (hospital/ community) and listory of antibiotic(s) exposure

Data sources

The study data source will be medical records from the participating clinical research
centers. The microbiology isolates from enrolled patients, obtained through routine
procedures (eg, centrifugation and punfication) at the local lab of participating clinical
research centers, will be stored and transported to a central lab, when available, following
standard procedure. At the central lab, the pathogen identification and the sensitivity testing
to common antibiotic drugs will be confirmed. Genotype characterization of
carbapenem-resistant organisms will be performed. Central lab results will be collected for
epidemiology purpose only and will not be sent back to participating clinical research
centers. Transfer of microbiology 1solates to the central lab will be done following local laws,
regulations and Institutional Review Board/ Independent Ethics Commuttee (IRB/TEC)
recommendations.

Study size
The study will enroll approximately 450 in-patients treated with ceftazidime-avibactam

Data analysis

Patient demographics, baseline characteristics, clinical outcomes, microbiological outcomes,
readmussion rate, mortality rate, lustory of antiobiotic(s) treatment, and healthcare resource
utilization will be summarized for hospitalized patients receiving ceftazidime-avibactam
treatment. Detailed methodology for summary and statistical analyses of data collected in
this study will be documented in a statistical analysis plan (SAP).

PFIZER CONFIDENTIAL
CT24-WI-GL02-RF01 4.0 Non-Interventional Study Protocol Template For Primary Data Collection Study
20-May-2021
Page 11 of 57



Ceftazidime-Awibactam
C3591037 NON-INTERVENTIONAL STUDY PROTOCOL
Protocol Amendment 3, 12 Apnl 2022

090177e19a3c6afO\Approved\Approved On: 23-May-2022 09:45 (GMT)

5. AMENDMENTS AND UPDATES

Amendment |Date Protocol section(s) Summary of amendment(s) Eeazon
number changed
1. To descnibe more detail on
. . . design and data
Minor change mn Study design; ::Iﬂy e fion
7 FResearch methods; Jefimtions of vanables; 1 Te te the safiety S
Amendment 1 December Management and reportmg |Diata abstraction schedule; ’ ¥ to 2k '1:h] &
Protocol V2.0 of adverse events: Specify Safaty reporting language to align with updated
2021 . 3 standard process.
Annex requirement for different data 3 Toadhere o Phizer internal
versioning policy.
1. To include patients with at

least one dose of CAZ-AVI
2.  To update the sethng with

Change in inclusion entena; more details.
Milestone; Drefintfions of settimg; 3. Due to the change of mclusion
PmAm] - g 332]2“-““3‘ Research methods: Recalculate study size: criteria, the study size was re-
| Annex Diefimtions of analysis sets; estimated and the fitle of data
Diata abstrachion schedule; abstraction schedule was also
updated.
4. To clanify the analysis sets

based on updated population.

*  Whole document: Formatting, grammatical and miner edifonal changes
have been made throughout the document. In addition, changes have
been made to section heading numbers, table cross-references, and
reference hsting where necessary, due to amendments detailed in this

document.

*  Title: sudy title has been revised to better descnbe the purpose of the
study

+  Eationale and background: the rationale and background section has
been streambined

*  Research question and objectives: the deseniption of primary and
secondary objectives have been refined with no major changes.
Fecurence due fo the same infection within 30 days after treatment
completion has been removed from the secondary objectives
considerning the local practice feasibility. Comresponding endpomts and
estimands have been revised to reflect the changes made in study

] objectives and to specify the evaluation timepoants.

Study title *  Siudy design: remove “cured’ from patient’s follow-up period to be

Section 7 consistent with the primary objectrve of the study. Description of study

Section 8 design has been refined with no major changes.

Section % and 9.1.1 Setting: the setiing sections has been refined and replaced the term

Section 8.2 ‘sites” to ‘clinical research centers’.

Section 9.3 *  Vanables: data collechion on Sequential Organ Failure Assessment

Section 9.72, 973 (S0FA) has been added and the operational defimbion of Acute

Section 13 Phy=iology and Chromc Health Evaluation I {(APACHE IT) has been

Annex revised according to local clnical practice feasibahty. APACHE IT
score 15 more difficult to obtam at standard clinical practice, thus
included the collection of SOFA score fo better evalnate disease
seventy of enrolled patients.

*  Source of mfection: definition of hospital-acquired infection (HAT) and
comnmumity-acquired mfection (CAT) have been revised, and the
description of healtheare-associated mfection (HCAT) has been
removed based on local climeal practice considerafion

*  Analysis of the pnmary and secondary endpoint: analy=is on recuwrrence
rate of index infection within 30 days after treatment completion has
been removed, and the analy=is on length of mechanical ventilation has
been added to be consistent with the changes made m study objectives.
Minor editorial changes have been made m other description of analy=is
of the primary endpoints with no major changes.

*  Annex &: S0FA score has been added to the annex to reflact the
changes made in vanable section.

Protocol 12 Apnl
Amendment 3 |2022
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6. MILESTONES

Milestone

Planned date

Start of data collection

01 July 2022

End of data collection 28 Febmary 2023 or later, if the sample
size 1s not reached

Interim report 1 once the clinical outcomes at end of
treatment (EQT) are collected for 200
patients in the case report form (CRF)

Final study report 30 September 2023
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7. RATIONALE AND BACKGROUND

With extensive use of carbapenems, the prevalence of carbapenem-resistant Klebsiella
pneumoniae (CREP strains are increasing. The 2014-2019 antimicrobial resistance
surveillance report 1ssued by China Antimicrobial Resistance Surveillance System (CARSS)
pomted out that the detection rate of CRKP continued to mcrease from 6.4% in 2014 to
10.9% in 2019.} According to China Antimicrobial Surveillance Network (CHINET) 2020
data, the resistance rates of Klebsiella pneumoniae to imipenem and meropenem increased
from 3.0% and 2.9% in 2005 to 23 2% and 24 2% in 2020, respectively >

Infections caused by multidrug-resistant gram-negative bacilli (MDR-GNB and extensively
drug-resistant gram-negative bacilli (XDR-GNB can be difficult to treat and are associated
with high morbidity, mortality, and increased medical burden. This constitutes a serious
threat to public health that there 1s an urgent need of new antibiotic agents with activity
agamnst MDR-GNB. According to a retrospective analysis among patients with intra-
abdominal infections (cIAI) in China, Escherichia coli (34.5%) and Klebsiella pneumoniae
(21.2%) were the leading pathogens in patients with hospital-acquired (HA) cIAI Most
carbapenem-resistant Enterobacteriaceae (CRE) 1solates carried blagec (80.9%), followed by
blaxavm (19.1%).* Studies in China demonstrated a HA-cIAI rate of 3.22%-5.22% and a
hospital-acquired pneumonia (HAP) rate of 1.76% to 1.94% *° HAP has been associated
with multidrug-resistant gram-negative bactenal infection among patients in intensive care
units or receiving mechanical ventilation ¢ Inadequate empiric antibiotic therapy has been
considered by several epidemiological studies as one of the nisk factors of in-hospital deaths,
and the failure of imtial empinic antibiotic therapy was associated with higher morbadity,
mortality, and increased medical burden. !

Carbapenems have been used as the last resort treatment for gram-negative bactenia causing
infections. The ever mcreasing number of infections caused by CRE and carbapenem-
resistant psendomonas aeruginosa (CRPA) posed a major therapeutic challenge that there 1s
an urgent need of novel antibiotics agents with activity against MDR-GNB. 1*1* Zavicefta®
(ceftazidime-avibactam), which inhibits the activities of Ambler classes A and C B-lactamase
(including the Klebsiella pneumoniae carbapenemase, KPC), was approved in China on 21
May 2019 for the treatment of cIAI, HAP/ventilator-associated pneumoma (VAP), and
infections with limited options caused by Klebsiella pneumoniae, Enterobacter cloacae,
Escherichia coli, Proteus mirabilis and Pseudomonas aeruginosa in adult patients_'*
Zavicefta® 1s a unique combination of ceftazidime and the novel p-lactamase inhibitor
avibactam Ceftazidime exerts its antibactenal effect by binding to penicillin-binding
proteins, thereby inhibiting peptidoglycan crosshinking during cell wall syntheses, leading to
bactenal cell lysis and death.

Ceftazidime-avibactam efficacy have been assessed mn Phase IT tnials and in non-inferiority
Phase III tnals. Ceftazidime-avibactam plus metromdazole was compared to meropenem in
patients with cIAI results demonstrated that ceftazidime-avibactam was non-inferior for
clinical cure rate for IAI; Ceftazidime-avibactam was compared to meropenem in patients
with HAP mncluding VAP, results showed that ceftazidime-avibactam was non-infenior for
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clinical cure rate. 1*!® Ceftazidime-avibactam in vitro activity against CRE has been shown.
Previous studies have reported that ceftazidime-avibactam has higher clinical success in
CRKP infections, including urinary tract infections, pneumonia, and bloodstream infections.
However, there 1s imited evidence of ceftazidime-avibactam in efficacy in central nervous
system infections that future studies are needed. '**> Results from 7 Phase IT and Phase ITT
clhinical trials among 2024 adult patients treated with ceftazidime-avibactam showed that
most common adverse reactions occurring in =5% of patients were positive Coombs direct
tests, nausea, and diarrthea. Nausea and diarrhea were usually mild or moderate in intensity.'*

Considening the himited cases studied in climcal trials and the mncreasing post-approval use of
ceftazidime-avibactam in climcal settings, 1t 1s necessary to understand the real-world use
pattern and effectiveness of ceftazidime-avibactam in climcal practice. This study further
collects the 1solates from enrolled patients to understand the distribution, antimicrobial
susceptibility pattern, and genotype characteristics of carbapenem-resistant orgamisms.
Findings from this study can provide the basis on ceftazidime-avibactam treatment of XDR-
GNB mfection, including CRE, in chinical practice.

8. RESEARCH QUESTION AND OBJECTIVES

The main objective of this observational study is to describe the real-world usage,
effectiveness and microbiological features of ceftazidime-avibactam in climecal practice in

China.

The primary objectives of this study are to:

Describe the clinical outcomes of patients (1.e_, treatment success, failure, or
indeterminate) at Day 7 (+ 3 days), Day 14 (+ 3 days), Day 21 (+ 3 days), Day 30 (+
3 days), Day 60 (+ 3 days), and at end of treatment (EOT) (+ 3 days) after
ceftazidime-avibactam treatment mmitiation, 1f patients are not discharged prior to the
next upcoming timepoint.

Describe the microbiological outcomes of patients at Day 7 (+ 3 days), Day 14 (+ 3
days), Day 21 (+ 3 days), Day 30 (+ 3 days), Day 60 (+ 3 days), and at EOT (+ 3
days) after ceftazidime-avibactam treatment imtiation, 1f patients are not discharged
prior to the next upcoming timepomt.

Describe the real-world usageof ceftazidime-avibactam at clinical practice, including
patient baseline characteristics, type of infection, source of infection, etc.

Describe the microbiological features of 1solated strains at baseline, including pathogen
1dentification, distribution, susceptibility of ceftazidime-avibactam and other common

antibiotic drugs including carbapenem-resistant orgamisms, and genotype
characteristics of carbapenem-resistant organisms.
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The secondary objectives of this study are to:

e Describe the antibiotic treatment admimistered to the enrolled patients, including the
dosage, frequency, duration (start and end dates) of ceftazidime-avibactam, and
combination medications with ceftazidime-avibactam.

¢ Describe the mn-hospital length of stay (LOS), LOS in ICU and healthcare resource
utilization in patients treated with ceftazidime-avibactam.

e Describe the readnussion rate due to the recurrence of infection happened in the same
location 30 and 60 days after discharge.

¢ Determine the m-hospital all-cause mortality.

9. RESEARCH METHODS
9.1. Study design

Thus 15 a multicenter, observational study aiming to examine the real-world usage,
effectiveness and microbiological features of ceftazidime-avibactam in climical practice at
approximately 20 clinical research centers in China. Approximately 450 hospitalized patients
recerving =1 dose of ceftazidime-avibactam from 01 July 2022 to 31 December 2022 will be
enrolled. The recrmitment will last for approximately 6 months or until recrmitment target 1s
met. Eligible patients are adult patients who have been treated with =1 dose of ceftazidime-
avibactam during hospitalization. Each patient will be only included in the study once.

Medical information will be collected from the patients’ medical records. Patients will be
followed from the first dose of ceftazidime-avibactam until death, withdraw of the study, 60
days following hospital discharge, whichever comes first. The clinical outcomes and
microbiological outcomes will be evaluated at: 7 days, 14 days, 21 days, 30 days, 60 days,
and EOT after the first dose of ceftazidime-avibactam, if patients are not discharged prior to
the next upcoming timepoint. The clinical and microbiological outcomes will be assessed by
the mvestigator and recorded in case report form (CRF).

The study data collection and assessment schedule are described m Figure 1. All assessments
described 1n this non-interventional protocol are part of China clinical practice or treatment
gmdelines.
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dﬁ*ﬁ of Index ;;‘; Receive atleast  Day 7, Day 14, Day 21, Day 30, Day
admission or  (Receive =1 dose 7 pours of 60, and at EOT after index date* Endof  Central lab
7 _da}'s before of l:m:ft:i':':ll:ljmvaL ceftazidime- observation evaluation
index date avibactam) avibactam

L J /
Baseline Period
From date of admission to index date or Clinical Outcomes and Microbiological
from 7 days before index date to index Outcomes Assessment
date, whichever 1s longer

* OQutcomes will be evaluated at each timepoint if patients are not discharged prior to the next upcoming timepoint. Three days identification
window will be applied before and after each time points.

Figure 1 Study design
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9.1.1. Endpoints and estimands

Objectives Endpoints Estimands
Primary: |[Primary: Primary:
Describe the clinical b Cinical outcome e The clinical success rate at Day 7 (= 3
outcomes of patients (ie., days), Day 14 (= 3 days), Day 21 (=3
treatment success, failure, or days), Day 30 (= 3 days), Day 60 (= 3
mdeterminate) at Day 7 (=3 days), and at EOT (= 3 days) after
days), Day 14 (+ 3 days), ceftazidime-avibactam treatment
Day 21(= 3 days), Day 30 (= inifiation, if patients are not discharged
3 days), Day 60 (+ 3 days), prior to the next upcoming timepoint.
and at EOT (= 3 days) after
ceftazidime-avibactam
treatment mitiation, if
patients are not discharged
prior to the next upcoming
timepoint.
Describe the microbiological »  Microbiological s  The microbiological success rate at Day 7
outcomes of patients at Day outcome (= 3 days), Day 14 (= 3 days), Day 21(= 3
7 (+ 3 days), Day 14 (=3 days), Day 30 (= 3 days), Day 60 (= 3
days). Day 21 (= 3 days), days), and at EOT (= 3 days) after
Day 30 (= 3 days), Day 60 (= ceftazidime-avibactam initiation, if
3 days), and at EOT (=3 patients are not discharged prior to the
days) after ceftazidime- next upcoming timepoint.
avibactam treatment
mitiation, if patients are not
discharged prior to the next
upcoming timepoint.
Describe the real-world ¢  The number and percentage of patients by
usage of ceftazidime- Baseline characteristics demographic characteristics, indication,
avibactam at clinical Indication type and source of infection.
practice, including patient Source of infection
baseline characteristics, type
of infection, source of
mfection, efc.
Describe the microbiological At baseline: s  The mumber and percentage of isolated
features of isolated strains, Pathogen identification strains.
mchiding pathogen E Drug susceptibility e  Susceptibility and resistance rate of
identification. distribution. Genotype and type of ceftaridime-avibactam and other common
susceptibility of ceftazidime- enzyme antibiotic drugs
avibactam and other »  The number and percentage of
common antibiotic drugs carbapenem-resistant organisms
mchiding carbapenem-
resistant organisms, and
genotype characteristics of
carbapenem-resistant
Organisms.
Secondary: fpecondary: Secondary:
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Describe the anfibiotic Dose s  The number and percentage of patients
treatment administrated to Frequency treated in different dose and frequency of
the enrolled patients, Duration of expose ceftazidime-avibactam.

ncluding the dosage. (start and end dates) | ®  The descriptive statistics on the duration
frequency, duration of [ Combination therapy of exposure to ceftazidime-avibactam.
ceftazidime-avibactam, and »  The number and percentage of patients
combination medications receiving combination therapy with

with ceftazidime-avibactam ceftazidime-avibactam.

s  The number and percentage of patients in
each combination therapy with
ceftazidime-avibactam.

Describe the in-hospital LOS s  Descriptive statistics of LOS and ICU
LOS, LOS in ICU and LOS in ICU LOS.
healthcare resource Admission diagnosis | * The number and percentage of patients by
utilization in patients treated Discharge diagnosis different admission and discharge
with ceftazidime-avibactam. Concomitant diagnosis.
procedures s  The number and percentage of patients
bk Mechanical ventilation with invasive procedures, source of
mfection management, dialysis, surgery,
etc
* Length of mechanical ventilation
Describe the readmission IF Readmission s  The percentage of patients with any
rate due to the recurrence of readmission due fo recurrence of
mfection happened in the infection happened in the same location
same location 30 and 60 within 30 and 60 days after discharge.
days after discharge.
Determine the in-hospital I* Death s  The percentage of patients treated by
all-cause mortality. ceftazidime-avibactam died during
hospitalization.

9.2. Setting

Patients will be enrolled from approximately 20 climical research centers in China. Chinical
research centers will be evaluated and then selected based on the capability of conducting the

study.

Investigators will start eligibility screening and recritment from adult patients who received
ceftazidime-avibactam treatment. Patients who provide wrnitten informed consent and who
fulfill the eligibility criteria will be enrolled in the study. Eligibility criteria for patient
enrollment in the study have been summanzed in Section 9.2.1 and Section 9.2 2. Patients
participating in climical trials are excluded from this study because protocol-drniven activities
may be outside of normal practice and could confound effectiveness assessments. Each
patient will be only included in the study once.

The index hospitalization will be defined as patients’ first hospitalization met the eligible
criferia.
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The index date will be defined as the date of patients initiated =1 dose of ceftazidime-
avibactam treatment during the index hospitalization.

The enrollment period 1s from 01 July 2022 to 31 December 2022 or later if the sample size
1s not reached. Patients who initiated treatment with =1 dose of ceftazidime-avibactam during
enrollment period will be enrolled.

The data collection period 1s from 01 July 2022 to 28 February 2023 or later if the sample
size 15 not reached, patient’s information will be filled in CRF during data collection period.

The baseline period will be defined as from date of adnussion to index date or from 7 days
before index date to index date, whichever 1s longer. When patients have multiple records for
vanables of mterest during the baseline period, the one closest to the mdex date will be
selected.

9.2.1. Inclusion criteria

Patients must meet all of the following inclusion criteria to be eligible for inclusion in the
study:
1. Imtiate =1 dose of ceftazidime-avibactam during hospitalization.

2. Apged > 18 years old at the time of the informed consent signature.
3. Prowvide signed informed consent.

9.2.2. Exclusion criteria
Patients meeting any of the following criteria will not be included in the study:

1. Are enrolled in any clinical trial, including enrollment in non-interventional studies.
2. Pregnant women.

9.2.3. Study population

Hospitalized patients treated with =1 dose of ceftazidime-avibactam at approximately 20
China clinical research centers.

9.2 4. Medical information collection

Patient medical information will be collected as recorded in patient’s medical record (e.g.,
patient information, baseline charactenistics [disease characteristics and nisk factors],
infection status and exposure variables).

5.2.5. Baseline assessment

The baseline assessment of this study 1s the last assessment before the start of ceftazadime-
avibactam treatment.
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9.2.6. Medical record review

Investigators will record the study data in CRF based on the medical record of the enrolled
patient. The mvestigators will assess the clinical outcome and microbiological outcome and
record on CRF.

9.2.7. Central lab assessment

The microbiology 1solates from enrolled patients, obtained through routine procedures (e g.,
centrifugation and purification) at the local lab of participating climical research centers, will
be stored and transported to a central lab, when available, following standard procedure. At
the central lab, the pathogen identification and the susceptibility testing to common antibiotic
drugs will be confirmed. Genotype charactenization of carbapenem-resistant orgamisms will
be performed. Central lab results will be collected for epidemiology purpose only and wall
not be sent back to participating clinical research centers. Transfer of nucrobiology 1solates
to the central lab will be done following local laws, regulations and Institutional Review
Board/ Independent Ethics Commuttee (IRB/IEC) recommendations.

e Strain identification

The central lab will use mass spectrometry or other methods to re-identify CRE and CRPA
strains.

e Drug susceptibility test

According to the latest version of the Clinical and Laboratory Standards Institute (CLSI)
document, the central lab uses the broth micro-dilution method to determine the minimum
mhibitory concentration (MIC) of the CRE and CRPA strain against chinically commonly
used antibacterial drugs, including at least the following drugs: anukacin, ceftazidime,
meropenem, colistin, tigecycline, ceftazidime-avibactam and ciprofloxacin etc.

e Strain gene and carbapenemase test

The central lab will use molecular biology method to detect carbapenemase genes (including
blagec, blanpa, blarm, blavng and blagxass, etc).

The data generated by those testing will be included in the final analyses report for the study.

9.2.8. Data collection date

Thus study will collect at least 280 patients with clinical outcome and 220 patients with
microbiological outcome for the calculation of clinical success rate and microbiological
success rate. The sample size calculation 1s detailed in Section 9 4.

If there are not enough number of patients with clinical and mucrobiological outcome
collected before the planned data collection end date, the data collection end data will be
postponed to enroll more patients.

PFIZER CONFIDENTIAL
CT24-WI-GL02-RF01 4.0 Non-Interventional Study Protocol Template For Primary Data Collection Study
20-May-2021
Page 21 of 57



090177e19a3c6afO\Approved\Approved On: 23-May-2022 09:45 (GMT)

Ceftazidime-Awibactam
C3591037 NON-INTERVENTIONAL STUDY PROTOCOL
Protocol Amendment 3, 12 Apnl 2022

If the required number of patients with climical and microbiological outcome can be collected
before the planned data collection end date, the end date will be moved forward. If the total
number of patients does not reach 450, the end date will be set to a date when at least 450
patients can be enrolled.

9.3. Variables

Table 1 shows the list of exposures, outcomes, and other vanables to be collected including
nisk factors, comorbidities, combination medications and concomitant procedures. The details
on data abstraction schedule are provided in ANNEX 8.

Table 1. List of variables and definitions

Variable Role Operational definition

Informed consent Required for Signed informed consent form submitted to study

parficipation personnel.

Age Baseline characteristic As recorded in medical record. Age at ICF sign-
off

Sex Baseline characteristic As recorded in medical record.

Ward of admission Baseline characteristic As recorded in medical record

Employment Baseline characteristic As recorded in medical record.

Height, weight Baseline characteristic Height and weight as recorded in medical record.

Alcohol consumption Baseline characteristic Alcohol consumpfion as recorded in medical
record.

Smoking Baseline characteristic Smoking frequency as recorded in medical
record.

Comorbidity Baseline characteristic Assessed the baseline by investigator. See
Section 9.3.1.

Recent hospitalization Baseline characteristic Within 90 days prior to date of admission for the
current hospitalization, date of admission and
discharge. reason for hospitalization.

History of anfibiotic Baseline characteristic Antibiofic(s) nsed within 90 days prior to date of

EXpOosure admission for the cumment hospitalization.

Recent healthcare Baseline characteristic Within the 30 days before ceftazidime-avibactam

procedure inifiation.

Pre-treatment disease Baseline characteristic Measured at time of receiving 1* dose of

severity (APACHE 1T, ceftazidime-avibactam treatment. For ICU

SOFA._ Pitt Bacteremia patients, record the APACHE IT and SOFA

Score, or other score; for patients admitted to other wards,

prognostic assessment) APCHE I and SOFA are recorded as available.
See Section 9.3 2 for APACHE II and SOFA
score. See Section 9.3 3 for Pitt Bacteremia
Score. See ANNEX 6 for SOFA score.

Admission diagnosis Baseline characteristic Diagnosis at the start of the hospitalization as
recorded in medical record.

Source of infection Baseline charactenistic/ | As recorded in medical record. See Section 9.3 4.

sub-group identifier

Indication for Baseline characteristic / | Site of nfection (organ) and type of infection;

ceftaridime-avibactam sub-group identifier date of diarnosis. See Section 9.3.5.
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Table 1. List of variables and definitions
Variable Role Operational definition

Pre-treatment Baseline characteristic Microbiological culture(s) of current infection

microbiology sample before ceftazidime-avibactam initiation (sample
date(s), sample site(s)).

Pre-treatment Baseline charactenistic/ | Results from microbiological culture (method of

microbiology results sub-group identifier testing, identified pathogen(s), susceptibility,
MDR) before ceftazidime-avibactam initiation
See Section 9.3.6.

Prior anfibiotic therapy Baseline characteristic Antibiofic(s) used for current infection before
ceftazidime-avibactam initiation. Dates of
adminisiration, dose(s), frequency, duration,
route of administration, reason of treatment
discontimation, empiric or definitive therapy
(See Section 9.3.7).

Ceftazidime-avibactam Exposure Dates of administration, dose(s), frequency,
duration, reason of treatment discontiniation,
empiric of definitive therapy (See Section 9.3.7).

Combimation antibiotic Exposure /sub-group Name(s) of antibiotic(s) used concurrently with

therapy identifier ceftaridime-avibactam, dates of administration,
dose(s), frequency, duration, route of
adminisiration, empiric or definitive therapy (See
Section 9.3.7).

Microbiology sample Outcome Microbiological culture(s) after ceftazidime-

after treatment inifiation avibactam initiation (sample date, sample site).

Microbiology results Outcome Results from microbiological culture after

after treatment inifiation treatment initiation {method of testing, identified
pathogen(s). susceptibility, MDER).

Discharge diagnosis Outcome Diagnosis when discharge.

Clinical outcome Cutcome Success, failure, and indeterminate. See Section
038

Microbiological outcome | Outcome Success, failure, emergent infections and
unevaluable. See Section 9.3.8.

Death (all-canse Outcome Death during hospitalization after start of

mortality) during ceftazidime-avibactam treatment. Date and

hospitalization all-cause death will be collected.

Length of hospital stay Outcome Diate{s) of hospital admission, date(s) of hospital
discharge.

Admission date Outcome As recorded in medical record.

Discharge date Outcome As recorded in medical record.

Length of ICU stay Outcome Date{s) of ICU admission, date(s) of ICU
discharge.

ICU admission date Outcome As recorded in medical record.

ICU discharge date Cutcome As recorded in medical record.

Hospital readmission Outcome Hospital readmission for the recurrence of
infection happened in the same location 30 and
60 days after discharge; reason for readmission,
date of readmission.
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Table 1. List of variables and definitions

Variable Role Operational definition
Healthcare resource Outcome Detailed list of therapeutic and diagnostic
utilization procedures (mechanical ventilation, dialysis,

computed tomography [CT], magnetic resonance
imaging [MRI], invasive procedures, other) and
dates of procedures.

Hospital ward Cutcome All wards attended, ward of admission, ward of
diagnosis (surgical, medical, oncology,
hematology, infectious disease. ICU, other).
Physician specialty Site characteristic Medical specialty of the treafing physician (e.g.,
infectious disease, surgical).

9.3.1. Deyo-Charlson Comorbidity Index

Comorbidity related information will be collected from the medical records for the patients
(e.g., solid tumor [yes/no], blood system disorders, diabetes, hypertension, chronic
obstructive pulmonary disease, renal msufficiency, etc.). Deyo-Charlson Comorbidity Index
will be used to quantify comorbidity, assessed by the mvestigator. Details of Deyo-Charlson
Comorbidity Index calculation are provided in ANNEX 4.

9.3.2. APACHE 11 score and SOFA score

For ICU patients, APACHE II and SOFA score will be collected as per ICU routine practice.
For patients admitted to ward other than ICU for whom APCHE II and SOFA score are not
present in the medical records, 1t will not be calculated for this study. Details of APACHE IT
score and SOFA score calculation are provided in ANNEX 5 and ANNEX 6.

9 3.3. Pitt Bacteremia Score

The disease severity will also be quantified by Pitt Bacterenma Score. The information will
be collected from medical records of patients. Details of Pitt Bacterenua Score calculation
are provided in ANNEX 7.

9.3.4. Source of infection

Hospital-acquired infection (HAI): are nosocomially acquired infections that are typically not
present or might not be incubating at the fime of admuission. These infections are usually
acquired after hospitalization and manifest 48 hours after hospital admission.

Commumity-acquired infection (CAI): are infections that are contracted outside of a hospital
or mught be mcubating at the time of adnussion diagnosed within 48 hours of hospital
admission without any previous health care encounter. **

9.3.5. Indication

Indications includes:
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e cIAT a chinical diagnosis of IAI (1.e., peritonitis, intraperitoneal abscess, liver
abscess, pancreatic abscess, appendicitis, diverticulitis, gastric or duodenal ulcers,
cholangitis, cholecystitis) and evidence of involvement of more than 1 organ, causing
pentonitis and requiring both surgical and antibiotic therapy (beyond 24 hours
regimen), as registered in the medical record or record. Hospital-acquired cIAT will be
defined as cIAI that develops at least 48 hours after hospital admission. Healthcare-
associated cIAT will be defined as cIAI that occurs while receiving treatment for other
conditions in a healthcare facility (e g, nursing home, long-term care, hemodialysis
clinic, hospital) within 3 months prior to the inpatient admission or during the
inpatient admission %

« HAP/VAP: a climcal diagnosis of pneumonia and evidence of nosoconual origin as
registered i the medical record. HAP 15 defined as pneumoma that occurs at least 48
hours after hospital adnussion; VAP 1s defined as pneumomnia that occurs at least 48
hours after endotracheal intubation or tracheostomy.

e Limited Treatment Options (LTO) indication: any infection with limited treatment
options, based upon clinical or microbiological evidence.

The site of infection refers to the onginal organ of the infection (e.g., appendix, bladder,
kidney, large intestine, lungs, liver, gallbladder, pancreas, peritoneum small intestine,
stomach, urethra, other).

9.3.6. Microbiological test result

Pathogen susceptibility: susceptibility information will be collected for the 1solated
pathogens (e_g., aminoglycosides, f-lactams, carbapenems, cephalosporins, glycopeptides,
macrolides, oxazolidinones, penicillins, B-lactamase mhibitors, quinolones, tetracyclines,
other). Sensitivity to each antibiotic (susceptible, intermediate, resistant) will be collected.
For CRE strains, the corresponding enzyme type and genotype monitoring results from local
lab will also be collected.

Multidrug-resistance: The 1solate 1s non-susceptible to at least 1 agent 1n >3 antimicrobial
categories, excluding antibiotic classes to which the pathogen is intrinsically resistant.*’

Carbapenem resistance 1s define as 1solates resistant to any of the carbapenems of imipenem,
meropenem, ertapenem, or doripenem.

9.3.7. Empiric therapy and definitive therapy

The empinic or defimtive usage of ceftazidime-avibactam will be recorded by mvestigators
based on clinical practice and medical records. Empiric therapy will be defined as therapy
employed prior to release of microbiological test results (pathogen identified), whereas
defimitive therapy will be defined as therapy given afier release of microbiological test results

(pathogen identified).
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9.3.8. Clinical and microbiological outcome evaluation
The evaluation criteria of chinical and nucrobiological outcome 1s described in ANNEX 3.
9.4. Data sources

The study data source will be medical records from the clinical research centres and
microbiological result from the central lab.

The information from medical record will be recorded by the mvestigator in electronic CRF
(eCRF). Vanables and data abstracted from medical record are described in Table 1.

Pre-treatment microbiology sample and result, and post-treatment nucrobiology sample and
result will be collected from laboratory records when available, and microbiological outcome
and the failure reason.

The microbiological outcome and the failure reason will be obtained from central lab
mvestigator assessment.

9.5. Study size

Sample size for this study was calculated with the goal of maxumizing precision (confidence
mterval [CI]) when estimating clinical and microbiological treatment success. 450 eligible
patients will be enrolled.

Climical Success Assumptions:

e Considening all data lost due to all kinds of reasons, 62.5% of eligible patients are
assessable for clinical outcome (success or failure).
* 65% of the assessable patients expenience clinical treatment success.

Microbiological Success Assumptions:

e Considening all data lost due to all kinds of reasons, 50% of eligible patients are
assessable for microbiological outcome.
e 75% of the assessable patients experience microbiological success.

Table 2 displays the precision of each estimate (95% CT), for different rate of clinical and
microbiological success and sample sizes ranging from 200 to 350 evaluable patients.
Assuming clinical success rate 1s 65% and 280 patients (about 62.5% of 450 patients) are
evaluable after enrolling 450 eligible patients, the precision of climical success rate 15 59 4%
and 70.6%, 1.e_, the width of 95% CI 1s 11.2%. Assumung microbiological success rate 1s
75% and 220 patients (about 50% of 450 patients) are evaluable after enrolling 450 eligible
patients, the precision of microbiological success rate 1s 69.3% and 80.7%, 1.e., the width of
95% CI1s 11 4%.
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Table 2. Precision of the estimate (95% CI) for different clinical and
microbiological success rates and number of evaluable patients

Number of Clinical and Microbiological Success Rate (%0)
Evaluable
Patients 60 65 70 75 80

200 (53.2,66.8) (584, 71.6) (63.6. 76.4) (69.0, 81.0) (74.5,855)
220 (53.5,66.5) (58.7,71.3) (63.9.76.1) (69.3, 80.7) (74.7,853)
240 (53.8,66.2) (59.0, 71.0) (64.2. 75.8) (69.5, 80.5) (74.9,85.1)
260 (54.0, 66.0) (592, 70.8) (64.4. 75.6) (69.7. 80.3) (75.1, 849}
280 (54.3,65.7) (59.4, 70.6) (64.6. 75.4) (69.9. 80.1) (753,847
300 (54.5,65.5) (59.6, 70.4) (64.8.75.2) (70.1, 79.9) (75.5,84.5)
320 (54.6,654) (59.8, 70.2) (65.0, 75.0) (70.3.79.4) (75.6, 844)
350 (54.9,65.1) (60.0, 70.0) (65.2, 74.8) (70.5, 79.5) (75.8,84.2)

9.6. Data management

Detailed data management requirement and tools are documented in the Data Management
Plan.

9.6.1. Case report forms (CRFs)/Data collection tools (DCTs)/Electronic data record

As used 1 this protocol, the term CRF should be understood to refer to either a paper form or
an electronic data record or both, depending on the data collection method used n this study.

All participant data relating to the study will be recorded on printed or electronic CRF unless
transmitted to the sponsor or designee electronically (e.g., laboratory data). The investigator
1s responsible for venifying that data entries are accurate and correct by physically or
electronically sigming the CRF.

Guidance on completion of CRFs will be provided in the CRF Completion Gmudance.

A CFF 1s required and should be completed for each included patient. The completed
onginal CRFs are the sole property of Pfizer and should not be made available in any form to
third parties, except for authonized representatives of Pfizer or appropnate regulatory
authonties, without written permussion from Pfizer. The mvestigator shall ensure that the
CRFs are securely stored at the study site n encrypted electronic and/or paper form and will
be password protected to prevent access by unauthonzed third parties.

The mvestigator has ultimate responsibility for the collection and reporting of all climcal,
safety, and laboratory data entered on the CRFs and any other data collection forms (source
documents) and ensuring that they are accurate, authentic/original, attributable, complete,
consistent, legible, timely (contemporaneous), enduring, and available when required. The
CRFs must be signed by the investigator or by an authorized staff member to attest that the
data contained on the CRFs are true. Any corrections to entries made in the CRFs or source
documents must be dated, imtialed, and explained (if necessary) and should not obscure the

original entry.
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In most cases, the source documents are the hospital or the physician's chart. In these cases,
data collected on the CRFs must match those charts.

In some cases, the CRFs may also serve as the source document. In these cases, a document
should be available at the investigator site and at Pfizer that clearly identifies those data that
will be recorded on the CRFs, and for which the CRFs will stand as the source document.

9.6.2. Record retention

To enable evaluations and/or mspections/audits from regulatory authorities or Pfizer, the
nvestigator agrees to keep records, including the 1dentity of all participating patients
(sufficient information to link records, e g, CRFs and hospital records), all onginal signed
informed consent documents, copies of all CRFs, safety reporting forms, source documents,
detailed records of treatment disposition, and adequate documentation of relevant
correspondence (e.g, letters, meeting minutes, and telephone call reports). The records
should be retained by the imvestigator according to local regulations or as specified in the
clhinical study agreement (CSA), whichever 1s longer. The mvestigator must ensure that the
records continue to be stored securely for so long as they are retamed.

If the investigator becomes unable for any reason to continue to retain study records for the
required period (e.g., retirement, relocation), Pfizer should be prospectively notified. The
study records must be transferred to a designee acceptable to Pfizer, such as another
mvestigator, another mnstitution, or to an independent third party arranged by Pfizer.

Investigator records must be kept for a mumimum of 15 years after completion or
discontinuation of the study or as required by applicable local regulations.

The mvestigator must obtain Pfizer's written pernussion before disposing of any records,
even if retention requirements have been met.

9.7. Data analysis

Detailed methodology for summary and statistical analyses of data collected 1n this study wall
be documented 1n a statistical analysis plan (SAP), which will be dated, filed and maintained
by the sponsor. The SAP may modify the plans outlined in the protocol; any major
modifications of primary endpoint definitions or their analyses would be reflected in a
protocol amendment.

9.7.1. Analysis sets

e Full Analysis Set (FAS):

The FAS will mnclude all enrolled patients. The enrolled patients should meet the
criteria in Section 9.2.1 and Section 9.2.2.

e Chinically Evaluable (CE) Analysis Set:
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The CE set will mclude all patients from the FAS with at least 72 hours use of
ceftazidime-avibactam and at least 1 non-missing climcal evaluation outcome.

e Microbiologically Evaluable (ME) Analysis Set:

The ME set will include all patients from the FAS with at least 72 hours use of
ceftazidime-avibactam and at least 1 non-nuissing microbiological evaluation
outcome.

9.7.2. Analysis of the primary endpoint
The clinical outcome will be summarized in CE Analysis Set.

The microbiological outcome and its subcategory will be summanzed overall and by
pathogenin ME Analysis Set Analysis Set. The microbiological outcome will also be
summarized based on the evaluation by site mvestigator and the central lab, respectively.

The microbiological failure reason will be summarized in ME Analysis Set.

Indication, type of infection, site of infection and source of infection for the mitial
ceftazidime-avibactam will be summarized in the FAS.

The 1dentified pathogen, susceptibility, genotype and type of enzyme at baseline will be
summarized in FAS.

9.7.3. Analysis of the secondary endpoint

Secondary endpoints will be summarized i both FAS and CE Analysis Set.

Summanze the dose and frequency, of ceftazidime-avibactam Summarize the combination
therapy with ceftazidime-avibactam by therapy name.

The LOS and ICU LOS will be summanzed using descriptive statistics.

The admission diagnosis, discharge diagnosis and baseline diagnosis at mitiating
ceftazidime-avibactam will be summanized.

The concomitant procedures will be summanzed by preferred term defined by Medical
Dictionary for Regulatory Activities (MedDRA).

The length of mechanical ventilation will be summarized using descriptive statistics.

The rate of readmission due to recurrence of infection happened in the same location 30 and
60 days after discharge will be summarized.

The mortality in hospital will be summarnized.
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9.7.4. Analysis of the covariates
All covariates will be summarnized using descriptive statistics.

9.8. Quality control

The mvestigator must permit study related momtoring, audits, IRB/TEC review, and provide
direct access to source data documents. This verification may also occur after study
completion. It 15 important that the investigator(s) and their relevant personnel are available
during the monitoring visits and possible audits or inspections and that sufficient time 15
devoted to the process.

Study monitors will perform ongoing source data verification to confirm that data entered
mnto the CRF by authorized site personnel are accurate, complete, and verifiable from source
documents; that the nights of participants are being protected; and that the study 1s being
conducted in accordance with the currently approved protocol and any other study
agreements, and all applicable regulatory requirements.

Monitoring details describing strategy, mcluding defimition of study critical data items and
processes, methods, responsibilities, and requirements, including handling of noncompliance
1ssues and monitoring techmques (central, virtual, or on site monitoring), are provided in the
Data Management Plan, and Monitoring and Data Quality Oversight Plan maintained and
utilized by the sponsor or designee.

The sponsor or designee 15 responsible for the data management of this study, including
quality checking of the data.

The mvestigator(s) will notify the sponsor or its agents immediately of any findings about the
quality of the study.

9.9, Limitations of the research methods

There are some limitations in this study. First of all, because data will be collected via
medical record, 1t 1s likely that some of the requested information will be missing,
mncomplete, or inaccurate. Safeguards against missing and inaccurate data will be employed
throughout the research process, which include choosing qualified sites, ensuring primary
vanables of mterest that are routinely collected, using validated eCRFs and CRF completion
gwmdeline, when appropriate.

Secondly, 1t 15 possible that this study will have a selection bias. For example, patients treated
1n selected tertiary hospitals in our study may likely to have more severe diseases and
recerved better supportive care compared to those who attend smaller tertiary care facilities
or lower level care facilities. These may linut the generalizability of study results to represent
the use of ceftazidime-avibactam in China. Therefore, our study results will be mterpreted
within study setting context. Also, baseline charactenistics of enrolled patients in the study
will be summarized and compared to other studies to evaluate the potential effects.

PFIZER CONFIDENTIAL
CT24-WI-GL02-RF01 4.0 Non-Interventional Study Protocol Template For Primary Data Collection Study
20-May-2021
Page 30 of 57



090177e19a3c6afO\Approved\Approved On: 23-May-2022 09:45 (GMT)

Ceftazidime-Awibactam
C3591037 NON-INTERVENTIONAL STUDY PROTOCOL
Protocol Amendment 3, 12 Apnl 2022

Finally, outcome musclassification may occur i this study. Patients will be followed for 30
and 60 days after hospital discharge. It will be difficult to distinguish patients who were lost
to follow-up from those who were readmitted at a different healthcare facility. This may
result n an underestimate of some outcomes.

9.10. Other aspects
Not applicable

10. PROTECTION OF HUMAN SUBJECTS
10.1. Patient information

All parties will comply with all applicable laws, mcluding laws regarding the implementation
of orgamizational and technical measures to ensure protection of patient personal data. Such
measures will include omtting patient names or other directly identifiable data in any
reports, publications, or other disclosures, except where required by applicable laws.

The personal data will be stored at the study site in encrypted electronic and/or paper form
and will be password protected or secured in a locked room to ensure that only authornized
study staff have access. The study site will implement appropnate technical and
organizational measures to ensure that the personal data can be recovered in the event of
disaster. In the event of a potential personal data breach, the study site shall be responsible
for determuning whether a personal data breach has in fact occurred and, if so, providing
breach notifications as required by law.

To protect the rights and freedoms of natural persons regarding the processing of personal
data, when study data are compiled for transfer to Pfizer and other authonized parties, patient
names will be removed and will be replaced by a single, specific, numerical code, based on a
numbering system defined by Pfizer. All other identifiable data transferred to Pfizer or other
authonized parties will be 1dentified by this single, patient-specific code. The investigator site
will maintain a confidential list of patients who participated in the study, linking each
patient’s numerical code to his or her actual identity. In case of data transfer, Pfizer will
maintain high standards of confidentiality and protection of patients’ personal data consistent
with the climical study agreement and applicable privacy laws.

10.2. Patient consent

The informed consent/assent documents and any patient recrmitment materials must be in
compliance with local regulatory requurements and legal requirements, including applicable
privacy laws.

The informed consent/assent documents used during the informed consent process and any
patient recrtment materials must be reviewed and approved by Pfizer, approved by the
IRB/TEC before use, and available for inspection.
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The mvestigator must ensure that each study patient, or his or her legally acceptable
representative, 1s fully informed about the nature and objectives of the study, the sharing of
data relating to the study and possible nisks associated with participation, including the risks
associated with the processing of the patient’s personal data. The investigator further must
ensure that each study patient or lus or her legally acceptable representative, 15 fully informed
about his or her nght to access and correct lus or her personal data and to withdraw consent

for the processing of his or her personal data.

Whenever consent 15 obtained from a patient’s legally acceptable representative, the patient’s
assent (affirmative agreement) must subsequently be obtained when the patient has the
capacity to provide assent, as determined by the IRB/IEC. If the mvestigator determunes that
a patient’s decisional capacity 1s so limited that he or she cannot reasonably be consulted,
then, as permitted by the IRB/TEC and consistent with local regulatory and legal
requirements, the patient’s assent may be waived with source documentation of the reason
assent was not obtamned. If the study patient does not provide his or her own consent, the
source documents must record why the patient did not provide consent (e.g_, minor,
decisionally impaired adult), how the investigator determined that the person signing the
consent was the patient’s legally acceptable representative, the consent signer’s relationship
to the study patient (e g., parent, spouse), and that the patient’s assent was obtamned or
waived. If assent 1s obtained verbally, it must be documented in the source documents.

The mnvestigator, or a person designated by the investigator, will obtain written informed
consent from each patient or the patient’s legally acceptable representative before any
study-specific activity 1s performed unless a waiver of informed consent has been granted by
an IRB/TEC. The investigator will retain the onginal of each patient's signed consent/assent
document.

10.3. Patient withdrawal

Patients may withdraw from the study at any time at their own request, or they may be
withdrawn at any time at the discretion of the investigator or sponsor for safety, behavioral,
or administrative reasons. In any circumstance, every effort should be made to document
patient outcome, 1f applicable. The mvestigator would inquire about the reason for
withdrawal and follow-up with the patient regarding any unresolved adverse events.

If the patient withdraws from the study, and also withdraws consent for disclosure of future
information, no further evaluations should be performed, and no additional data should be
collected. The sponsor may retain and continue to use any data collected before such
withdrawal of consent.

10.4. Institutional review board (IRB)/Independent ethics committee (IEC)

It 15 the responsibility of the investigator to have prospective approval of the study protocol,
protocol amendments, and informed consent forms, and other relevant documents,
(e.g., recrmitment advertisements), 1f applicable, from the IRB/TEC. All correspondence with
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the IRB/IEC should be retained by the mvestigator. Copies of IRB/IEC approvals should be
forwarded to Pfizer.

10.5. Ethical conduct of the study

The study will be conducted in accordance with legal and regulatory requirements, as well as
with scientific purpose, value and rigor and follow generally accepted research practices
described in Gudelines for Good Pharmacoepidemiology Practices, Good Practices for
Outcomes Research 1ssued by the International Society for Pharmacoeconomics and
Outcomes Research (ISPOR), Good practices for real-world data studies of treatment and/or
comparative effectiveness: Recommendations from the joint ISPOR—International Society for
Pharmacoepidemiology (ISPE) Special Task Force on real-world evidence in health care
decision making, International Ethical Gmdelines for Epidemuological Studies 1ssued by the
Council for International Orgamzations of Medical Sciences, European Medicines Agency
(EMA) European Network of Centres for Pharmacoepidemiology and Pharmacovigilance
(ENCePP) Guide on Methodological Standards in Pharmacoepideniology, The ENCePP
Code of Conduct for scientific independence and transparency in the conduct of
pharmacoepidemiological and pharmacovigilance studies, and Food and Drug
Admimistration (FDA) Gudance for Industry: Good Pharmacovigilance Practices and
Pharmacoepidemiologic Assessment.

11. MANAGEMENT AND REPORTING OF ADVERSE EVENTS/ADVERSE
REACTIONS REQUIREMENTS

11.1. Safety reporting for primary data collection

Data from central lab assessment will be primary data collection. Reporting of safety event
1dentified during central lab assessment will follow the instructions below.

REQUIREMENTS

The table below summarizes the requirements for recording safety events on the CRF and for
reporting safety events on the NIS adverse event momitoring (AEM) Report Form to Pfizer
Safety. These requirements are delineated for three types of events: (1) serious adverse
events (SAEs); (2) non-serious adverse events (AEs) (as applicable); and (3) scenarios
mvolving drug exposure, including exposure durning pregnancy, exposure during breast
feeding, medication error, overdose, misuse, extravasation, lack of efficacy, and occupational
exposure. These events are defined in the section “Definitions of safety events”.

Reported on the NIS AEM

Safety event Recorded on the CRF Report Form to Pfizer Safety

within 24 hours of awareness
SAE All All
Non-serious AE All All
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Reported on the NIS AFM
Safety event Recorded on the CRF Report Form to Pfizer Safety
within 24 hours of awareness

Scenarios invulv_ing exposure to a ( " e
drug under study, including €XpOSUIe |y ooardless of whether All (regardless of whether
. . gardless of w - .
during pregnancy, exposure during associated with an AFE), associated with an AF)

breast feeding, medication error, excent occupational Note: Any associated AF is
overdose, misuse, extravasation, lack pe mu';l reported together with the exposure
of efficacy, and occupational PO SCENario.

EXpOsure

For each AE, the investigator must pursue and obtain information adequate both to determine
the outcome of the AE and to assess whether it meets the criteria for classification as a SAE
(refer to section "Serious Adverse Events™ below).

Safety events listed in the table above must be reported to Pfizer within 24 hours of
awareness of the event by the investigator regardless of whether the event is determined
by the investigator to be related to ceftazidime-avibactam. In particular, if the SAE 1s
fatal or life-threatening, notification to Pfizer must be made immediately, rrespective of the
extent of available event nformation. This timeframe also applies to additional new (follow-
up) mnformation on previously forwarded safety event reports. In the rare situation that the
mvestigator does not become immediately aware of the occurrence of a safety event, the
mvestigator must report the event within 24 hours after leaming of it and document the time
of lus/her first awareness of the events.

For safety events that are considered serious or that are identified in the far nght column of
the table above that are reportable to Pfizer within 24 hours of awareness, the investigator 1s
obligated to pursue and to provide any additional information to Pfizer in accordance with
this 24-hour timeframe  In addition, an mmvestigator may be requested by Pfizer to obtain
specific follow-up information in an expedited fashion. This information 1s more detailed
than that recorded on the CRF. In general, this will include a description of the AE in
sufficient detail to allow for a complete medical assessment of the case and independent
determination of possible causality. Any information relevant to the event, such as
conconutant medications and illnesses, must be provided. In the case of a patient death, a
summary of available autopsy findings must be submitted as soon as possible to Pfizer or its
designated representative.

Reporting period

For each patient, the safety event reporting period begins at the time of the patient’s first dose
of ceftazzdime-avibactam or the time of the patient’s informed consent if s/he 1s being treated
with ceftazidime-avibactam at study start, and lasts through the end of the observation period
of the study, which must include at least 28 calendar days following the last adnunistration of
a drug under study; a report must be subnutted to Pfizer Safety (or its designated
representative) for any of the types of safety events listed in the table above occurnng during
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this period. If a patient was administered a drug under study on the last day of the
observation period, then the reporting period should be extended for 28 calendar days
following the end of observation. Most often, the date of informed consent 1s the same as the
date of enrollment. In some situations, there may be a lag between the dates of informed
consent and enrollment. In these instances, if a patient provides informed consent but 1s never
enrolled in the study (e.g., patient changes his/her nuind about participation), the reporting
period ends on the date of the decision to not enroll the patient.

If the investigator becomes aware of a SAE occurring at any time after completion of the
study and s'he considers the SAE to be related to ceftazidime-avibactam, the SAE also must
be reported to Pfizer Safety.

Causality assessment

The mnvestigator 1s required to assess and record the causal relationship. For all AEs,
sufficient information should be obtained by the investigator to determune the causality of
each non-serious AE. For AEs with a causal relationship to ceftazidime-avibactam, follow-up
by the investigator 15 required until the event and/or its sequelae resolve or stabilize at a level
acceptable to the investigator, and Pfizer concurs with that assessment.

An mvestigator’s causality assessment 1s the determination of whether there exists a
reasonable possibility that ceftazidime-avibactam caused or contributed to an AE. If the
mvestigator’s final determination of causality 1s “unknown™ and s/he cannot determune
whether ceftazidime-avibactam caused the event, the safety event must be reported within 24
hours.

If the investigator cannot determiune the etiology of the event but s’he determines that
ceftazidime-avibactam did not cause the event, this should be clearly documented on the
CRF and the NIS AEM Report Form.

DEFINITIONS OF SAFETY EVENTS
Adverse events

An AE 1s any untoward medical occurrence in a patient admumistered a medicinal product.
The event need not necessarly have a causal relationship with the product treatment or
usage. Examples of AEs mclude but are not limited to:

e Abnormal test findings (see below for circumstances in which an abnormal test
finding constitutes an AE);

e Chmcally sigmificant signs and symptoms;
¢ Changes in physical examination findings;
e Hypersensitivity;
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e Progression/worseming of underlying disease;
e Lack of efficacy;
e Dmg abuse;
¢ Dmg dependency.
Additionally, for medicinal products, they may include the signs or symptoms resulting from:
e Drmg overdose;
¢ Drug withdrawal;
e Drug misuse;
s Off label use;
e Dmg interactions;
s Exfravasation;
* Exposure during pregnancy;
e Exposure dunng breast feeding;
s Medication error;
e Occupational exposure.

Abnormal test findings

The cnteria for determining whether an abnormal objective test finding should be reported as
an AE are as follows:

e Test result 1s associated with accompanying symptoms, and/or

e Test result requires additional diagnostic testing or medical/surgical intervention,
and/or

e Test result leads to a change in study dosing or discontinuation from the study,
significant additional concomutant drug treatment, or other therapy, and/or

e Test result 1s considered to be an AE by the mvestigator or sponsor.

PFIZER CONFIDENTIAL
CT24-WI-GL02-RF01 4.0 Non-Interventional Study Protocol Template For Primary Data Collection Study
20-May-2021
Page 36 of 57



090177e19a3c6afO\Approved\Approved On: 23-May-2022 09:45 (GMT)

Ceftazidime-Awibactam
C3591037 NON-INTERVENTIONAL STUDY PROTOCOL
Protocol Amendment 3, 12 Apnl 2022

Merely repeating an abnormal test, in the absence of any of the above conditions, does not
constitute an AE. Any abnormal test result that 1s determined to be an error does not require

reporting as an AE.

Serious adverse events

A SAE 1s any untoward medical occurrence in a patient admimistered a medicinal or
nutritional product (including pediatric formulas) at any dose that:

s Results in death;
e Is hife-threatening;

e Requures inpatient hospitalization or prolongation of hospitalization (see below for
circumstances that do not constitute AEs);

e Results in persistent or significant disability/incapacity (substantial disruption of the
ability to conduct normal life functions);

¢ Results in congemtal anomaly/birth defect.

Medical and scientific judgment 1s exercised in determuning whether an event 1s an important
medical event. An important medical event may not be immediately life-threatening and/or
result in death or hospitalization. However, 1f it 1s determuned that the event may jeopardize
the patient or may require intervention to prevent one of the other outcomes listed in the
defimition above, the important medical event should be reported as serious.

Examples of such events are intensive treatment in an emergency room or at home for
allergic bronchospasm; blood dyscrasias or convulsions that do not result in hospitalization;
or development of drug dependency or drug abuse.

Additionally, any suspected transmission via a Pfizer product of an infectious agent,
pathogenic or non-pathogenic, 1s considered serious. The event may be suspected from
clhinical symptoms or laboratory findings indicating an infection 1n a patient exposed to a
Pfizer product. The terms “suspected fransmission™ and “transmission™ are considered
synonymous. These cases are considered unexpected and handled as serious expedited cases
by pharmacovigilance (PV) personnel. Such cases are also considered for reporting as

product defects, if appropniate.

Hospitalization

Hospitalization 1s defined as any inifial adnussion (even 1f less than 24 hours) to a hospital or
equivalent healthcare facilify or any prolongation to an existing admission. Adnussion also
includes transfer within the hospital to an acute/intensive care unit (e_g_, from the psychiatric

wing to a medical floor, medical floor to a coronary care umt, neurological floor to a
tuberculosis umt). An emergency room visit does not necessarily constitute a hospitalization;
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however, an event leading to an emergency room visit should be assessed for medical
importance.

Hospitalization in the absence of a medical AE 1s not 1n itself an AE and 1s not reportable.
For example, the following reports of hospitalization without a medical AE are not to be

reported.
e Social admission (e g., patient has no place to sleep)
e  Admumstrative admission (e.g., for yearly exam)

e Optional admission not associated with a precipitating medical AE (e g., for elective
cosmetic surgery)

e Hospitalization for observation without a medical AE

e Adnussion for treatment of a pre-existing condition not associated with the
development of a new AE or with a worsening of the pre-existing condition (e g, for
work-up of persistent pre-treatment lab abnormality)

¢ Protocol-specified adnussion during clinical study (e.g., for a procedure required by
the study protocol)

Scenarios necessitating reporting to Pfizer Safety within 24 hours

Scenarios involving exposure during pregnancy, exposure during breastfeeding, medication
error, overdose, misuse, extravasation, lack of efficacy, and occupational exposure are
described below.

Exposure durning pregnancy
An exposure during pregnancy (EDP) occurs if:

1. A female becomes, or 1s found to be, pregnant either while receiving or having been
exposed to (e.g., environmental) ceftazidime-avibactam, or the female becomes, or 1s
found to be, pregnant after discontimung and/or being exposed ceftazidime-avibactam
(maternal exposure).

An example of environmental exposure would be a case mnvolving direct contact with a
Pfizer product in a pregnant woman (e.g., a nurse reports that she 1s pregnant and has been
exposed to chemotherapeutic products).

2. A male has been exposed, either due to treatment or environmental exposure to
ceftazidime-avibactam prior to or around the time of conception and/or 1s exposed during

the partner pregnancy (paternal exposure).
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As a peneral rule, prospective and retrospective exposure during pregnancy reports from any
source are reportable irrespective of the presence of an associated AE and the procedures for
SAE reporting should be followed.

If a study participant or study participant’s partner becomes, or 1s found to be, pregnant
during the study participant’s treatment with ceftazidime-avibactam, this information must be
submitted to Pfizer, irrespective of whether an AE has occurred using the NIS AEM Report
Form and the EDP Supplemental Form.

In addition, the information regarding environmental exposure to ceftazidime-avibactam in a
pregnant woman (e.g., a patient reports that she 1s pregnant and has been exposed to a
cytotoxic product by inhalation or spillage) must be submutted using the NIS AEM Report
Form and the EDP Supplemental Form This must be done wrrespective of whether an AE has
occurred.

Information submitted should include the anticipated date of delivery (see below for
information related to ternunation of pregnancy).

Follow-up 1s conducted to obtain general information on the pregnancy; in addition,
follow-up 1s conducted to obtain information on EDP outcome for all EDP reports with
pregnancy outcome unknown. A pregnancy 1s followed until completion or until pregnancy
termination (e.g., induced abortion) and Pfizer 1s notified of the outcome. This information 1s
provided as a follow-up to the imitial EDP report. In the case of a live barth, the structural
mntegrity of the neonate can be assessed at the time of birth In the event of a ternunation, the
reason(s) for termunation should be specified and, if clinically possible, the structural
mtegrity of the terminated fetus should be assessed by gross visual inspection (unless
pre-procedure test findings are conclusive for a congenital anomaly and the findings are

reported).

If the outcome of the pregnancy meets the cniteria for an SAE (e.g., ectopic pregnancy,
spontaneous abortion, intrauterine fetal demise, neonatal death, or congemtal anomaly [in a
live born, a terrmnated fetus, an intrauterine fetal demise, or a neonatal death]), the
procedures for reporting SAEs should be followed.

Additional information about pregnancy outcomes that are reported as SAEs follows:
e Spontaneous abortion includes miscarmage and missed abortion;

e Neonatal deaths that occur within 1 month of birth should be reported, without regard
to causality, as SAEs. In addition, infant deaths after 1 month should be reported as
SAEs when the mvestigator assesses the infant death as related or possibly related to
exposure to investigational product.
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Additional information regarding the exposure during pregnancy may be requested. Further
follow-up of birth outcomes will be handled on a case-by-case basis (e.g., follow-up on
preterm infants to identify developmental delays).

In the case of paternal exposure, the study participant will be provided with the Pregnant
Partner Release of Information Form to deliver to his partner. It must be documented that the

study participant was given this letter to provide to his partner.
Exposure durning breastfeeding

Scenarios of exposure duning breastfeeding must be reported, irrespective of the presence of
an associated AE. An exposure during breastfeeding report 1s not created when a Pfizer drug
specifically approved for use in breastfeeding women (e_g., vitamins) 1s admumistered in
accord with authonized use. However, if the infant experiences an AE associated with such a
drug’s admimistration, the AE 1s reported together with the exposure during breastfeeding

Medication error

A medication error 1s any umntentional error in the prescribing, dispensing, or admimistration
of a medicinal product that may cause or lead to mappropriate medication use or patient harm
while in the control of the health care professional, patient, or consumer. Such events may be
related to professional practice, health care products, procedures, and systems including:
prescribing; order commumnication; product labeling, packaging, and nomenclature;
compounding; dispensing; distribution; adnunistration; education; monitoring; and use.

Medication errors include:

e Near misses, mvolving or not involving a patient directly (e_g_, inadvertent/erroneous
admimistration, which 1s the accidental use of a product outside of labeling or
prescription on the part of the healthcare provider or the patient/consumer);

e Confusion with regard to nvented name (e_g_, trade name, brand name).

e The mvestigator must submut the following medication errors to Pfizer, urespective of
the presence of an associated AE/SAE

e Medication errors involving patient exposure to the product, whether or not the
medication error 15 accompanied by an AE.

e Medication errors that do not involve a patient directly (e g., potential medication
errors or near misses). When a medication error does not involve patient exposure to
the product the following mimimum criteria constitute a medication error report:

e An identifiable reporter;
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e A suspect product;

» The event medication error.

Overdose. Misuse_ Extravasation

Reports of overdose, nususe, and extravasation associated with the use of a Pfizer product are
reported to Pfizer by the mvestigator, irrespective of the presence of an associated AE/SAE.

Lack of Efficacy

Reports of lack of efficacy to a Pfizer product are reported to Pfizer by the investigator,
urespective of the presence of an associated AE/SAE or the indication for use of the Pfizer

product.
Occupational Exposure

Reports of occupational exposure to a Pfizer product are reported to Pfizer by the
mvestigator, urespective of the presence of an associated AE/SAE.

11.2. Safety reporting for secondary data collection structured data analysis

Structured data from site medical records will be secondary data collection. The structured
data do not contain individual-level verbatim data. Reporting requirement of safety event for
structured data n site medical records will follow the instructions below.

Thus study involves data that exist as structured data by the time of investigator start input
data from medical record into CRF.

In these data sources, individual patient data are not retrieved or validated, and 1t 1s not
possible to link (1.e_, identify a potential association between) a particular product and
medical event for any individual. Thus, the mimimum criteria for reporting an adverse event
(AE) (1.e., identifiable patient, identifiable reporter, a suspect product, and event) cannot be
met.

11.3. Safety reporting for secondary data collection requires human review of
unstructured data

Unstructured Data from site medical records will be reviewed by mvestigators. Reporting
requirement of safety event when reviewing unstructured data in site medical records will
follow the mstructions below.

REQUIREMENTS

Thus study protocol requires human review of patient-level unstructured data; unstructured
data refer to verbatim medical data, including text-based descriptions and visual depictions of
medical information, such as medical records, images of physician notes, neurological scans,
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X-rays, or narrative fields in a database. The reviewer 1s obligated to report adverse events
(AEs) with explicit attribution to any Pfizer drug that appear in the reviewed information
(defined per the patient population and study period specified in the protocol). Explicit
attribution 1s not inferred by a temporal relationship between drug adninistration and an AE,
but must be based on a definite statement of causality by a healthcare provider linking drug
admunistration to the AE.

The requirements for reporting safety events on the non-interventional study (NIS) AEM
Report Form to Pfizer Safety are as follows:

e All serious and non-serious AEs with explicit attribution to any Pfizer drug that
appear in the reviewed information must be recorded on the CRF and reported, within
24 hours of awareness, to Pfizer Safety using the NIS AEM Report Form.

e Scenanos involving drug exposure, including exposure during pregnancy, exposure
during breast feeding, medication error, overdose, misuse, extravasation, lack of
efficacy, and occupational exposure associated with the use of a Pfizer product must
be reported, within 24 hours of awareness, to Pfizer Safety using the NIS AEM

Report Form.

For these AEs with an explicit attribution or scenarios involving exposure to a Pfizer product,
the safety information identified in the unstructured data reviewed 1s captured in the Event
Narrative section of the report form, and constitutes all clinical information known regarding
these AEs. No follow-up on related AEs will be conducted.

All research staff members must complete the following Pfizer traimng requirements:
e  “Your Reporting Responsibilities (YRR) Training for Vendors".

These traimings must be completed by research staff members prior to the start of data
collection. All tramnings mclude a “Confirmation of Tramming Certificate” (for signature by
the trainee) as a record of completion of the traiming, which must be kept in a retrievable
format. Copies of all signed tramning certificates must be provided to Pfizer.

Re-traimming must be completed on an annual basis using the most current Your Reporting
Responsibilities fraimming matenals.

11.4. Single reference safety document

The product label of Zavicefta® (ceftazidime-avibactam) approved in China will serve as the
single reference safety document during the course of the study, which will be used by Pfizer
safety to assess any safety events reported to Pfizer Safety by the investigator during the
course of this study.

The single reference safety document should be used by the imnvestigator for prescribing
purposes and gmdance.
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12. PLANS FOR DISSEMINATING AND COMMUNICATING STUDY RESULTS

In the event of any prohibition or restriction imposed (e.g., clinical hold) by an applicable
competent authority in any area of the world, or 1f the investigator 1s aware of any new
information which might influence the evaluation of the benefits and risks of a Pfizer
product, Pfizer should be informed immediately.

In addition, the mvestigator will inform Pfizer immediately of any urgent safety measures
taken by the mvestigator to protect the study patients against any immediate hazard, and of
any serious breaches of this non-interventional study protocol that the investigator becomes
aware of.
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ANNEX 1. LIST OF STAND ALONE DOCUMENTS

None.
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ANNEX 2. ENCEPP CHECKLIST FOR STUDY PROTOCOLS

Not applicable.
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ANNEX 3. CRITERIA FOR EVALUATION OF
MICROBIOLOGICAL OUTCOME

CLINICAL AND

Evaluation Outcome Subcategory

Criteria

Clinical Success Cure
Evaluation

Resolution of all signs and symptoms of
infection such that no further anfimicrobial
therapy is necessary.

Discontinuation of the antibiotic therapy is
considered a treatment success.

Failure Failure

Inadequate response to ceftazidime-
avibactam therapy or resistant, worsening, or
new recurrent signs and symptoms at the end
of ceftazidime-avibactam therapy.

This may include the addition of other
antibiotic therapies{except bacteria or
carbapenamases that are outside the
treatment spectrum of ceftazidime-avibactam)
after 4 days of treatment, discontinuation of
ceftazidime-avibactam without clinical cure
{e.g . AE insufficient effect), or readmission
to a hospital with same infection within 60
days of the initial hospital discharge date.

Indeterminate Indeterminate

There is not enough information to conclude
whether the anfibiotic regimen containing
ceftazidime-avibactam was a clinical failure
Of 3 SUCCESS.

Microbiological | Success FEradication
Evaluation

Absence of causative pathogen from
appropriately obtained specimens at the site
of infection.

Presumed
Eradication

Repeat cultures were not performed/clinically
indicated in a patient who had a clinical
response of cure.

Colonization

Detection of pathogen from the site of
infection during therapy without need for
antimicrobial treatment or a superinfection
with a microbiological agent outside the
treatment spectrum of ceftazidime-avibactam
(G+fungi).

Failure Mot Eradicated

Detection of pathogen from the site of
infection after completion of therapy.

Presumed Not
Eradicated

Absence of appropriate material for culture or
absence of results of control microbiological
tests coupled with lack of clinical
improvement after a pathogen was initially
isolated.

Emergent Superinfection
Infections

Detection of a new pathogen from the site of
infection during therapy with need for
addifional antimicrobial treatment.

New Infection

Detection of a new pathogen from the site of
infection after therapy with need for
addifional antimicrobial treatment.
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Evaluation Outcome Subcategory Criteria
Unevaluable Unevaluable Patients without cultures or evident pathogens
from the presumed site of infection.
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ANNEX 4. DEYO-CHARLSON COMORBIDITY INDEX
COPYRIGHTED MATERIAL
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ANNEX 5. APACHE IT
Total APACHE II Score = sum of (A. Total Acute Physiology Score (APS), B. Age, and C.

Chronic Health Score).

A. APACHE 11 Score Form

PHYSIOLOGIC
VARTABLE

+4

HIGH ABNOEMAL RANGE

+3

+1

+1

L1

LOW ABNOBMAL RANGE

+1 +2

+3

1. Temperature — rectal
C)

2. Mean artenal pressure
{mmHE)

3. Heart rate (ventneular
response)

4. Bespiratory rate (non-
ventilated or ventilated)

5. Oxygenation
A-aDO: or Pals
{mmHE)

a) Fi0: =0.5: record
A-aDDy

b) Fi0y =0.5: record enly
Pald,

6. Artenal pH - If no
ABGs record Serum use
HCO; below

7. Serum Sodium
(mmol/L)

8. Serum Potassium
(mmol/L)

9. Serum Creatimme
{mg/dL)

Double point score for
acute renal fahore

10. Hematocnt (¥a)

11. White Bloed Count
{('mm”) (in 1.000s)

12, Glasgow Coma Scale
(Score = 15 minns
actaal GCS)

ALAPS

0 Serum HCO; (venous-
mmol/L)} (Mot preferred,
use if no ABGs)

=1
=160
=180

=50

=500

=77

=180

=35

=52

39409

130-159

140-179

3548

3504599

7.6-7.69

160-179

6-6.9

234

41-519

110-12%

110-13%

200-349

155-159

15-1%

j0-589
20359

3B.5-389

25-34

1.53-7.59

150-154

53539

46-49.9
15-19.9

36-384

70-10%

70-10%

12-24

=200

=70

7.33-74%

130-14%

335-54

06-14

30459
3-149

34-359 32339

50-69

5569

10-11 6-9

61-70

725732

120-129
3-34 15219

=06

20-295
1-29

Sum of the 12 individual point==

32409

11-31%

18-219

30-319

40-54

55-60

715724

111-11%

15-17%9

=35

=715

=110

=25

=20
=l

=15

Abbreviations: A-aD(0; = alveolar-arterial oxygen gradient, Pa0, = partial pressure of oxygen, Fi0, =

fraction of inspired oxygen ABG = artenial blood gas, HCO; = bicarbonate, GCS = Glasgow Coma Scale

B. Age Score
AGE (vears) Score
=44 0
45-54 2
55-t4 3
65-T4 5
=75 ]
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C. Chronic Health Score

If a patient has a hustory of severe organ system msufficiency or 1s immunocompronised,
assign points as follows:

a. For nonoperative or emergency postoperative patients — 5 points
b. For elective postoperative patients — 2 points]

Definitions

Organ insufficiency or immunocompromised state must have been evident prior to this
hospital admission and conform to the following critena:

LIVER: Biopsy proven cirrhosis and documented portal hypertension; episodes of past upper
gastrointestinal bleeding attributed to portal hypertension; or prior episodes of hepatic
failure/encephalopathy/coma.

CARDIOVASCULAR: New York Heart Association Class IV — Patients with cardiac
disease resulting in inability to carry on any physical activity without discomfort. Symptoms
of heart failure or the anginal syndrome may be present even at rest. If any physical activity
15 undertaken, discomfort increases.

RESPIRATORY: Chromnic restrictive, obstructive, or vascular disease resulting in severe
exercise restriction, 1.e_, unable to chimb stairs or perform household duties; or documented
chronic hypoxia, hypercapna, secondary polycythenua, severe pulmonary hypertension
(>40 mmHg), or respirator dependency.

RENAL: recerving chronic dialysis.

IMMUNOCOMPROMISED: The patient has recerved therapy that suppresses resistance to
infection, e g, immunosuppression, chemotherapy, radiation, long term or recent high dose
steroids, or has a disease that 1s sufficiently advanced to suppress resistance to infection, e g,
leukemia, lymphoma, ATDS.
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ANNEX 6. SEQUENTIAL ORGAN FAILURE ASSESSMENT (SOFA) SCORE™

System Score
0 | 1 3 4

Respiration

PaOFIC,, mmHg =400 (53.3) <400 (53.3) < 300 (40) < 200 (26.T) with < 100 (13.3) with

(kPa) respiratory support respiratory support

Coagulation

Platebets, = 107 pl 150 = | 50 = | 0 =50 e {1 ]

Liver

Bilirubin, mg dL < .2 (20) 1.2-1.9(20-32) 20-59 (33-101) &.0-11.9 (102-204) -1 2.0 (204)

(i L")

Cardiovascular MAP =70 mmHg MAP<T70 mmHg Dopamine<5or Dopamine 5.1-15 Dopamine = |15 or
dobutamine jany or epinephrine = 0.1 epinephringe = 0.1
dose) or norepinephrine = 0.1*  or norepinephrine = 0.1°

Central Nervous System (CNS)

Glasgow Coma Scale 15 13-14 10=12 69 <é

score”

Renal

Creatinine, mg dL™' < L2110 L2=19(11D- L0-24(I71- 1.5-4.9 (J00-440) -5.0 (440)

(e L") 170) 99

Urine output, mlL < 500 <200

per day

FQy: fraction of imipired cxygen: MAP: mean arterial pretsure; PaDy partial presture of oxygen
Catecholimine dowes are given as ugkg™' min™' for at least | b
*Glasgow Coma Scale scores range from 3 to 15; higher score indicates better neurclogical function.

*Singer M, Deutschman CS, Seymour CW, et al: The third international consensus definitions for sepsis and
septic shock (sepsis-3) .JAMA 315:801-810. 2016.
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ANNEX 7. PITT BACTEREMIA SCORE

The Pitt bacterenua score 1s widely used m infectious disease research as a sevenity of acute
illness index. It ranges from 0 to 14 points, with a score >4 commonly used as an indicator of
critical illness and increased risk of death. *°

Pitt bacterenma score assessing severty of illness (1998 version)

Fever (oral)

<=35°C 2 ponts
36°C 1 point
36.1-38.9°C 0 points
39°C 1 point
>=40°C 2 points
Hypotension

@ Acute hypotensive event drop in
systolic =30 mmHg and diastolic >20

mmHg; or 2 points

&) Requirement for intravenous pressor pout
agents; or

@ Systolic blood pressure <90 mmHg
Mechamical ventilation 2 points
Cardiac arrest 4 points
Mental status: alert 0 point
Disoriented 1 point
Stuporous 2 points
Comatose 4 points

*All parameters graded within 2 days prior to or on the day of first positive blood culture.
Take the highest score duning that time.

Cntically 11l defined as accumulation of greater or equal to 4 points from the above
categories.
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Ceftazidime-Awibactam
C3591037 NON-INTERVENTIONAL STUDY PROTOCOL
Protocol Amendment 3, 12 Apnl 2022

ANNEX 8. DATA ABSTRACTION SCHEDULE

Basel:
gf;;‘iﬂsgf; f’of Index date | Day 7. Day 14,
: (Recerve =1 Day 21, Day Discharge Day 30 and
Timeofvisit | "Bocx S%€°T | ose of 30.Day60, | fromindex | Day60afier | _ ER00f | Cemraliab
before i lys ceftazidime- and at EOT hospitalization discharge
date to ind avibactam) after index date
date)
Informed consent >
Demographic
characteristics (Age, %
Sex, Employment,
Height, weight, etc)
Medical ustory
{Alcohol
consumption, x
Smoking,
Comorbidity, etc)
Admission %
diagnosis
Pre-treatment %
disease severty
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CT24-WI-GLO2-RF01 4.0 Non-Interventional Study Protocol Template For Primary Data Collection Study 20-May-2021

Page 55 of 57




090177e19a3c6afO\Approved\Approved On: 23-May-2022 09:45 (GMT)

Ceftazidime-Avibactam

C3591037 NON-INTERVENTIONAL STUDY PROTOCOL
Protocol Amendment 3, 12 Apnl 2022

Baseli
gf;;‘iﬂsgf; f’of Index date | Day 7. Day 14,
: (Recerve =1 Day 21, Day Discharge Day 30 and
Time of visit ’E‘zﬁ ?a;: of [ ™ dose of 30.Day 60, | fromindex | Day 60 after ubE“d °§m Sﬁ:ﬂ;jﬂb
before mdﬁ ceftazidime- | andatEOT | hospitalization | discharge serva
date to index avibactam) after index date
date)
Source of infection x b4
Ceftazidime-
avibactam treatment
information (e.g.. X X
dosage, frequency.
etc.)
Indication for
ceftazidime- b 4 X
avibactam
Microbiology
sample after X X X
treatment mitiation
Microbiology
results after x x X
treatment initiation
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Ceftazidime-Awibactam
C3591037 NON-INTERVENTIONAL STUDY PROTOCOL
Protocol Amendment 3, 12 Apnl 2022

Baseline

gf;;‘iﬂsgf; f’of Index date | Day 7. Day 14,
: (Recerve =1 Day 21, Day Discharge Day 30 and

Timeofvisit | "Bocx S%€°T | " ose of 30.Day60, | fromindex | Day60afier | _ ER00f | Cemraliab
before i lys ceftazidime- and at EOT hospitalization discharge
date to ind avibactam) after index date

date)
Discharge diagnosis X
Readmission X
Clinical outcome X
Microbiologic
outcome X X
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