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Fig. 2. Evolution of clinical trials and historical use of endpoints.

McLeod C et al. Clinical Trials Communication 2019; 100486.



2 KOTTOC TNG EPEUVALC

* OLunoBeoelg elval ElKAOLEG yLa TN oXEon £KBEONG — vOoOUL TIOU 08NYyoLV
o€ poXNTteC mpoPAEYPELC
* M.x. Hxopriynon ’OLV'ELuLKpO[?LOLKIr']C aywync o€ OLQURT[:EquLTLKﬁ Baktnploupia pELWVEL
TOV KivOuvo gpdavionc coBapnc OCUUMTTWUATLKAC AOLUWENC IO TO OUPOTIOLNTLKO

* MMola elval n mpwTtoyevncg EkBaon;

* TLeldouc €peuva pemel va OlevepynOet;

* Mowa givat n poglevon tou mMAnBuopou mou Ba epsuvnBel, n dadikaoia
ETUAOYNG TWV CUHUETEXOVTWY, TO HeYEOOG Tou OElYHATOG KaL AV XpELAlETAL

opada EAEYXOU KoL TO TINALKO LEAETWHEVWV TIEPUTTWOEWV TPOG Opada
e\EyxOU

* Etva duvartr) n umapén cUOTNUATIKOU OPAAHOTOG TNV ETUAOYH TWV
OUUETEXOVTIWV TNC EPEUVALC;



KAWLKEC LEAETEC

Purpose of clinical trials
To generate evidence to guide decision-making in clinical practice and in policy

Randomized clinical trials represent the gold standard for generating evidence

e OQutcomes selected must address the trial objectives

* Endpoints are the specific measures of these outcomes

* Primary endpoints are efficacy measures that address the main
research question

e Secondary endpoints are not sufficient to influence decision-making
alone, but may support the claim of efficacy by demonstrating
additional effects or by supporting causal mechanism



Tpomot aféloAdynonc tnG OEPAMEVTIKNC
OLTTOTEAECHOTLKOTNTOLG

* Epeuvec amAnc KAWIKNC mapokoAouBnonc xwpelc cUYKPLTLKO Selypa

* ALOLXPOVLIKEC TTANBUOULAKEC CUYKPLOELC OE cuvAPTNON UE TNV
epappoyn evoc veou Beparmeutikol pETpoU (time trends)

* JUVKPLTLKEC KALVIKEC LEAETEC XWPLC TUYALOTIOLNON

* TUXOLLOTTOLNEVEG KOl EAEYXOLLEVEC EPEUVEC BEPATTEVTLKNG
napeuBaong



Ta&wounon

o Kotwtepou oupomotntikov:
OupnOpitda
Kuotitida
Mpootatitida

> AVWTEPOU OUPOTIOLNTLKOU:
Oécia nuedovedpitida
Evéovedplko Kot MeEPVEPPLKO AMOOTNLOL



Pregnancy

* Increased maternal
and fetal morbidity
from UTls

» Limited antibiotic
selection

Increased risk of bacterial

Decreased urinary outflow from
upper urinary tract obstruction

* Ureteral stones
* Ureteral tumours
» Ureteral strictures

ascent or colonization of upper

urinary tract

* Vesicoureteral reflux

* Conditions with high
intravesical pressure

» Ureteral stents and
nephrostomy tubes

Attenuated host urinary
immune response

*» Diabetes mellitus

4 Phagocytosis and elimination of bacteria , ' * Chronic kidney diseases

\ i * Immunosuppression

(kidney transplant patients)
3 Neutrophil recruitment and migration \O

Decreased urinary outflow from
lower urinary tract obstruction

p ; * BPH
2 Adhesion to uroepithelial cells ' S Uiathralatsictures

* Incomplete voiding due to
neurogenic bladder

1 Bacterial ascent through the urethra @

Different bacterial composition External sources of bacteria are
and/or resistance relevant

* CAUTIs * HAUTIs = CAUTIs * HAUTIs




" Mn ermunenAeYHEVN OUPOAOLUWEN : N oUpOoAOLLWEN OE UYLELC, 1N
E£YKUEC YUVAULKEG XWPLE TTPOBANIOL AITO TO OUPOTIOLNTLKO ocUGTNOL

" EmuenAeypUEVN oupoAoipwén : o€ avdpec N matdia, o€ Aettoupyikn
OLVOTOMLKN SLaTapayn TOU OUPOTIOLNTIKOU GUOTHHOTOC
ovénpéEvo Kivouvo eMUTAOKWYV N amotu)Xiag tng Oeparneiag



Ailtia ETUMENMAEYUEVNC OUPOAOLHWENG

AVOTOULKEC ] AELTOUPYLKEC AVWHAALEC TOU OUPOTIOLNTLKOU

Yneptpodia npootatn, anodppaén, Atbiaon, veupoAoyikad
VOO OTOL, KUOTEOUPNTNELKA MaAlvépounon, dtatapoxn
vedpLKAC Aettoupyiac

XELPLOUOL OTO OUPOTIOLNTLKO

OvpokaBetnpac, veppootopia, pig-tail
Ynokeipeva voonpata

2/, 0LVOOOKQTAOTOAN, 6PEMAVOKUTTAPLKN aVaLuia
Kunon

Avdpec (>95%)

HALKLWMEVOL

Mowdia



ORENUC classification

Clinical presentation
Severity grade

. Urethritis Host risk factors (ORENUC)

: Cystitis . Low, cystitis - No known RFs Pathogen risk factors
: Pyelonephritis : Moderate PN

: Urosepsis . Severe, established PN

: Recurrent UTI RFs

: Extraurogenital RFs

: Nephropathic disease Bacterial species

: Urological RFs

: Permanent urinary
catheter and
non-resolvable
urological RFs

: Male genital glands . US with SIRS
: US, organ dysfunction

: US, organ failure Susceptibility grade

* Susceptible
* Reduced susceptibility
* Multidrug resistance

European Section of Infections in Urology , 2010



Juprtwpota UTI

Table 1 | Classical symptoms of different UTI entities

Acronym Clinical diagnosis Clinical symptoms Severity
grade

CY-1 Cystitis Dysuria, frequency, urgency, suprapubic pain; sometimes unspecific
symptoms

PN-2 Mild to moderate Fever, flank pain® CVA tenderness?; sometimes unspecific symptoms
pyelonephritis with or without symptoms of cystitis

PN-3 Severe pyelonephritis  Asfor PN-2, but, in addition, nausea and vomiting with or without
symptoms of cystitis

US-4° SIRS Temperature >38 °C or <36 °C, heart rate >90 beats/min, respiratory
rate >20 breaths/min or PaCO, <32 mm Hg (<4.3 kPa), WBCs >12,000
cells/mm? or <4,000 cells/mm? or £10% immature (band) forms with or
without symptoms of cystitis or pyelonephritis (>2 SIRS criteria must
be met for US-4 diagnosis)

Severe urosepsis As for US-4, as well as organ dysfunction, hypoperfusion or hypotension;
hypoperfusion and perfusion abnormalities may include but are not
limited to lactic acidosis, oliguria or an acute change in mental status

Uroseptic shock As for US-4 or US-5, as well as hypotension despite adequate fluid
resuscitation and the presence of perfusion abnormalities that may
include, but are not limited to, lactic acidosis, oliguria or an acute
change in mental status; patients who are on inotropic or vasopressor
agents may not be hypotensive when perfusion abnormalities are
measured




O=EIA MH ENINENAErMENH MYEAONE®PITIAA

NMPOTEINOMENA OEPANEYTIKA IXHMATA INA AFQIrH KAT’OIKON
IDSA Clin Infect Dis 2011: 52: e103-e120

AvTIHIKpOBIaKO Aoon Alagpkeia
2ITTPOPAOCaCTivN 500 mg X 2 a1rd TOU OTONATOG [ NUEPEG
NeBo@Aocaaivn 750 mg x 1 Ao ToUu OTOMATOG 5 -7 NUEPEGS
KotpipocadloAn . . .
(e QVTIBIGYPOUUQ) 960 mg X 2 a1TO TOU GTONATOG 14 nuépec
Kepoupogiun 500 mg X 2 a1rd TOU OTONATOG 10-14 nuéEpeg
AuOCUKIAiIVN- . . ) .
KAGBOUAQVIKS 1 gr X 2 atmd Tou OTONATOC 10-14 nuépeg
KepTpiagovn 2 gr x 1 evOopUIKA APXIKG (3NHEPES) WG
QvTIBIOYPANUATOG
AUIVOYAUKOGISN NeTIApIKivn 300 mg x 1 1 ApXIKA (3 NUEPEC) WC

Auikaoivn 1 gr x 1 (evOOMUIKA)

QvTIBIOYPANMATOG




Endpoints, clinical and non-clinical

* Clinical endpoints:

-Reported by clinicians (ClinRO) and involves judgement or interpretation of clinical
signs or events

-Assessed by standardized performance measures

-Patient reported (PRO)

-Observer-reported (ObsRO)

* Non-clinical endpoints: objectively measured indicators of a biological or
pathogenic process (pharmacological response to a treatment
intervention)=blood tests, fluid analyses, physiological measures



H opydvwon pog GUYKPLTIKAC OEpaMEVTIKAG EPEVVOLC

e KaBoplopoc tne Bepareiac mou Ba aétoAoynOei

e EmttAoyn twv aocBevwv

e OLTTOPATNPNOELC OXETLKA LE TO VOO

* H katavoun Twv acBevwV 0TI CUYKEKPLUEVEC OUAOEC
* To cuykpLTIKO Selypa

* O avaykaioc aplOuoc acBevwv:

1) o BaBuoc otatiotikng onuoavtikotntog 2) O BaBuoc eMSLWKOUEVNC
BeBatotntac 3) N AMOTEAECUATIKOTNTA TOU OUYKPLTIKOU BepareutikoU
LETPOU 4) n mpoPAEMOUEVN ATTOTEAECUATIKOTNTA TOU BEPATTEVTIKOU UETPOU
nov doklpaletol 5) To Mocooto Twv acBevVwY ToU YavovTtal oTnv
nopakoAouBnon 6) o EPeVVNTIKOC OXEOLAOHOC



H opydvwon pog GUYKPLTIKAC OEpaMEVTIKAG EPEVVOLC

* H e€oubeTEPWON TWV UTTOKELUEVIKWYV TTAPAYOVIWV — TUPAOC EAEYXOC
* H mapakoAovbnon twv a.cbevwv
* To BepaTeVTIKO amOTEAECLA



A superiority trial

A non-inferiority trial

Non-inferiority margin
Attributable mortality

Compaosite endpoint

Hierarchical endpoint
Hierarchical nested design
Competing events

Multistate model

A RCT designed to test whether a new treatment is better than an old treatment with respect to a pre-specified primary
endpoint

A RCT designed to test whether a new treatment is at least as good as the active control, which often consists of the best
available treatment at that moment in time. The main goal is to find therapies with advantages in other aspects, like the
safety profile, administration method, or expense

A pre-specified, maximum treatment difference for the primary outcome measure that is still acceptable given the pos-
sible advantages of the new treatment

The mortality in the exposed study population minus the mortality in the unexposed study population; i.e. the mortality
associated with the exposure, for example VAP

An endpoint combining multiple single endpoints into cne measure, often including a clinical endpoint and a safety
endpoint. This increases the power of the RCT, as compared to a RCT where both endpoeints would be tested separately.
For example, combining mortality and kidney failure, whereby the first occurrence of either is considered a negative
outcome

A special type of composite endpoint, whereby the hierarchy of the individual endpoints is considered; if the most impor-
tant endpoint occurs, the other endpoints lower in hierarchy are no longer considered

A RCT design, where the primary endpoint needs to be compared in a non-inferiority design, and if non-inferiority is
confirmed, predetermined additional endpoints can be tested for superiority

An event that either hinders the observation of the event of interest or modifies the chance that this event occurs, i.e.
hospital discharge in case hospital mortality is the primary endpoint

A statistical method to model an ongoing random process, thereby allowing patients to move from one state to a pre-

determined number of other states, for example from hospitalized to infected to death, whereby all transitions can be
quantified

Timsit JF et al. Intensive Care Med 2017



All-cause mortality [23] Robustness: highly cbjective, accurate, and Requires large sample sizes or large differences
simple to measure between groups
Important to patients Highly dependent on patient severity
Non infericrity design allowed A substantial part is not related to infection in

critically ill patients
ldeal assessment time-point is debatable
Recommended non-inferiority margins are high
from a clinical perspective

Attributable mortality [18] More relevant than all-cause mortality if many  As above plus:
other causes of death or comorbidities are Very difficult to assess
present Limited objectivity and reproducibility
Quality of life/functional status [43] Patient-centered outcome Lack of consensus
Subjective

Complex questionnaires
No clinically relevant difference defined for power
calculations and non-inferiority not feasible

Timsit JF et al. Intensive Care Med 2017



Clinical cure (resclution of symptoms) [23] Sensitive (especially if mortality rates are low) No consensual definition: what symptoms should
be included?
Symptoms may be related to other diseases
Possible subjectivity of assessment
Different time-points for assessment may be
necessary for each symptom

Microbiological cure Objective Not relevant for all pathogens
Emergence of resistance [25, 26] Simple definition Requires isolation of a causative pathogen at
baseline

Requires multiple and sometimes invasive micro-
biological samples

Requires homogenous and reproducible labora-
tory methods

Does not correlate with clinical cure in some

diseases (e.g., VAP)

Biomarkers [27] Can be measured early in treatment before Requires a previous demonstration of surrogate
changes in treatment confound the effect properties
Large differences could be detected resulting in ~ No definition of a clinically meaningful difference
smaller sample size for power calculations

Timsit JF et al. Intensive Care Med 2017



Antibiotic-free survival [44] Improved power Possible impact for the community difficult to
ascertain and not directly related to individual
impact

May equally score patients dying at day 1 and
patients alive and still under antimicrobiasl| at
end of study

Difficult to define—concomitant antibiotics may
be given to ensure coverage of all pathogens

Compaosite endpoeint [30] Improved power Difficult to interpret if there is collinearity between
(Can assess benefits and harms simultaneously endpoints
Clinically relevant effects could be diluted or even
hidden by less important components

Hierarchical endpoint [35, 36] Potential for providing an unified scale Complexity of assigning a rank—previous
Potentially improves the power to detect databases need to explore how different it is to
superiority current endpoints

Requires a previous consensual definition of the
clinically meaningful difference

Timsit JF et al. Intensive Care Med 2017



* Laboratory test/device measurements endpoints

* Clinician reported outcomes (CROs)= kAwiKn BeAtiwon Kat KAWVIKNA

laon

 Patient reported outcomes (PROs)- Health related quality of life

(HRQL)
* Effectiveness endpoints — PRO endpoints

Willke R et al. Controlled Clinical Trials 2004; 535-552
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PROs (patient reported outcomes)

“patient-reported outcomes” was proposed as an umbrella term to describe a broad spectrum of disease
and treatment outcomes reported subjectively by the patient

e Apueoa 6edopeva amo to BepameuTiko odeAoc (mwe atcBavovtal Kot
Nw¢ AELTOUpyoLV)

e Epumelpla amno tn AapBavopevn Beparmeia
* BeAtiwon tng oxeonc Latpov-aocBevn
e BeAtiwon tng cuppOpPwWONG KE TNV AYWYN



Endpoint Combinations

CROs requiring patient input are distinguished
from clinician administered PROs in that the
former requires clinician judgment or
interpretation when recording answers, while
the latter involves recording precise,

unmodified patient responses to prespecified

Lab/device questions

25%

Willke R et al. Controlled Clinical Trials 2004; 535-552



Early clinical response vs late clinical response
Baseline patient characteristics
Mortality rate



Endpoint
components

Ranking of most
frequent endpoints
used in RCTs
according to expert
preferences

w

Assessment
timepoint

Cure definition

Ranking of most
frequent clinical cure
criteria used in RCTs

according to expert
preferences

Construction of a
composite endpoint
including highly rated
endpoints

v

Assessment of the
proposed composite
endpoint by the
experts

Ranking of the most

frequent timepoints

used to assess each

endpoint of interest
in RCTs

v

Construction of a
clinical cure
definition including
highly rated criteria

v

v

v

Prioritization within
endpoint component
using case vignettes

Assessment of the
best timepoint to
assess each endpoint
of the composite

Assessment of the
proposed clinical cure
definition by the
experts

Rank [tem

Clinical cure

ACM

NV-free days

Improvement in oxygenation parameters
No. of days before resolution

CPIS [9] decrease

Microbiological cure

Safety

PCT decrease

Acquisition of antimicrobial resistance

0 00 =] O N = I Ry =

—
=

Abbreviations: ACM, all-cause mortality; CPIS, Clinical Fulmonary Infection Score; MV, me-
chanical ventilation; PCT, procalcitonin; 5D, standard deviation.



Table 2. Summary of Phase 3 Trials in Patients With ¢cUTI; Micro-ITT Populations

Microbiological
Study Day of Microbio- Clinical Success + Source
T Evaluation logical Success™® Response Clinical ‘
Response
/2 1
1 7-10 d post-Rx | 171/208 (82.2%) |  L3%/208 164/208 (78.8%) Trial
(90.4%) datasets
2 7-10 d post-Rx | 149/192 (77.6%) | L6192 139/192 (72.4%) Trial
(86.5%) datasets
- 5/22 | , -
5.9 dpost-Rx | 197/227 (86.8%) | 1522 180/227 (79.3%) Tnal
. (81.5%) datasets
3 206/2+ _ q
59 dpost-Rx | 209/248 (84.3%) ngljs} 197/248 (79.4%) d;l:‘elts
J2.170 cld: h
q - ,-)III- - ) ..
5-9 d post-Rx | 106/139 (76.3%) (lga';jg 104/139 (74.8%) di{::‘;tg
4 . £ i (.. h
5172 . .
59 dpost-Rx | 54/73 (74.0%) 0373 51/73 (69.9%) Trial
(75.3%) datasets
791/32 _ .
6-9 d post-Rx | 257/325 (79.1%) Eggd’;? 241/325 (74.2%) di{::‘elﬁ
S A0 C cl. .
760/323 ;
204/272 -
6 6-0 dpost-Rx | 278/337 (82.5%) | o433 255/337 (75.7%) Trial
(87.2%) datasets
| 224/3° | | i
3-9 dpost-Rx | 240317 (75.7%) | 22¥317 1 501/317 (63.4%) Inal
; P (70.7%) datasets
_ 205/302 X
3-9 dpost-Rx | 229/302(75.8%) | =92/302 193/302 (63.9%) Trial
P (67.9%) datasets

U.S. Department of Health and Human Services Food and Drug Administration Center for Drug Evaluation and Research (CDER) June 2018

Clinical/Antimicrobial Revision 1




Table 3. Summary of Phase 3 Trials Evaluating Responses at End of IV Therapy

Studv Mean Microbiological Success Clinical Microbiological
é}mul Duration of | During Treatment With | Response at End Success + Clinical Source
P IV Therapy IV~ of IV Therapy” Response
. . 106/216 106/216 Trial
/ : 0
: 4.0 days 100% (49.1%) (49.1%) datasets
. . 113/230 113/230 Trial
- 4.1 days 100% (49.1%) (49.1%) datasets
_ 87/130 87/130 Trial
3 4.0 days 100% (66.9%) (66.9%) datasets
. 47/67 47/67 Trial
; ) : 0
4 4.0 days 100% (70.1%) (70.1%) datasets
- . 230/317 230/317 Trial
) - 0/
. 54 days 100% (72.5%) (72.5%) datasets
, 224/311 224/311 Trial
- . 0/
6 5.3 days 100% (72.0%) (72.0%) datasets
ol 230/329 230/329 Trial
. 0/
7 5.3 days 100% (69.9%) (69.9%) datasets
DerSimonian and Laird random effects meta-analysis for the microbiological success + clinical response:
64% (95% CI: 56%, 72%)
(See notes 8 and 9 at the bottom of Table 1.)

* Criteria for microbiological success was evaluated using fewer than 10* CFU/mL.
# The five symptoms that were evaluated as having complete resolution in this analysis were symptoms evaluated among all seven study groups:
dysuria. frequency. suprapubic pain. urgency. and flank pain.

U.S. Department of Health and Human Services Food and Drug Administration Center for Drug Evaluation and Research (CDER) June 2018

Clinical/Antimicrobial Revision 1
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Fig. 2 An illustration of the follow-up time over 30 days for ten
patients with cure as the primary endpoint. On the x-axis, time from
infection is displayed in days. Death can happen early in time (e.g.,
patients 2 and 9) preventing a patient from being cured, but death
can also be observed after cure (patients & and 70)

A hierarchical nested design is proposed by Huque et al. in
order to overcome the problems associated with RCTs
specifcally focused on treatment of infections caused by
MDROs

Secondary safety endpoints that could capture this wider
context at an individual level include endogenous resistance
development, impact on the microbiome, i.e. colonization with
MDROs after treatment, incidence of Clostridium difficile
infections or super-infections.



BM) Open (linical effectiveness and
bacteriological eradication of three
different Short-COurse antibiotic
regimens and single-dose fosfomycin
for uncomplicated lower Urinary Tract
infections in adult women (SCOUT
study): study protocol for a randomised
clinical trial




Methods and analysis This will be a pragmatic,
multicentre, parallel group, open trial. Women aged 18 or
older and with symptoms of uLUTI and a positive urine

dipstick analysis will be randomised to one of the following

four groups: a single dose of 3 g of fosfomycin, 2 days of
3 g of fosfomycin o.d., 3 days of pivmecillinam 400 mg
three times per day (t.i.d) or 5 days of nitrofurantoin

100 mg t.i.d. A total sample of 1120 patients was
calculated. The primary endpoint is clinical effectiveness
at day 7, defined as cure of symptoms reported by the
patients in a diary including four symptoms: dysuria,
urgency, frequency and suprapubic pain, which will be
scored on a 4-point severity scale (not present/mild/
moderate/severe). Follow-up visits are scheduled at days
7 (phone call), 14 and 28 for assessing evolution. Urine
samples will be collected in the three on-site visits and
urine cultures performed. If positive, antibiograms for
the three antibiotics studied will be performed. Bacterial
eradication will be measured at days 14 and 28.

MoAUKeVTPLKNA
fuvaikeg >18 sTwv
Juprtwpato uLUTI
OeTko dipstick oupwv

Tuxatlomoinon o€ 4 opAdec:

1. Fosfomycin 3gr anag

2. Fosfomycin 3gr ywa 2 cuveXOUEVECG NUEPEC
3. Pivmecillinam 400mg tid yiat 3 nUEPEG

4. Nitrofurantoin 100mg tid yia 5 nuépeg

Primary endpoint

Clinical effectiveness at day 7=Ud¢eon Twv
CUUTTTWHATWY OTIwE avadEPOVTOL 0o TOUG
aoBeveic oe nuepoAoylo avadepopevol os 4
ocupntwpata (bucoupia, EmeLEn mpog
oupnon, cuxvoupia kat uTtepnBLKO AAyoC)
KAlpaka 4-point

FUP: 7 (phone call), 14 ko 28
E€€taon oUpwv oTLC 3 eTLOKEYPELC
Baktnplakn ekpil{won otic 14 kal 28 nUEPEC
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and Tsutae Den Nagata

H APEKS-cUTI Atawv pa tuxatomolnuevn HeAetn 2:1, moAukevtpkn, ¢paonc I, SutAa
TudAn, non-inferiority mouv cuvekplve tnv imipenem-cilastatin pe tnv cefiderocol yia
TNV Bepamneio twv cUTI mou npokaAovvtal oo gram-apvnTika taboyovo o€ EVAALKEC
LLE Tt pAyoVvTeC Klvduvou yioe MDR Aotpwéelc.

To MPWTOYEVEC KATAANKTLIKO GNUELO ATAV VA CUYKPLOEL N KALVLKN QVTATIOKPLON KOl N
uikpoBLokn ekpilwon otn otiyun test of cure (TOC) petall Twv 2 BepATTEVTIKWY
eTIAOYWV

Structured-patient interview clinical cure rates ntav 89.7% yiwa tnv cefiderocol ko
84.9% yia tnv Imipenem-cilastatin



Table 1. Structured patient interview used to evaluate patient-reported symptoms.

Symptoms: Is the symptom present? If yes, enter severity

Feeling feverish 'YES TINO 'MILD TTMODERATE ISEVERE

Shaking/chills 'YES TINO 'MILD TTMODERATE ISEVERE . Day-Z éwq Day 1

Malaise 'YES TINO 'MILD MODERATE JSEVERE

Frequency of urination IYES [INO IMILD 'MODERATE 1ISEVERE ) Early assessment (EA)
Urgency of urination IYES TINO 'MILD T'/MODERATE ISEVERE ’ End Of treatment (EOT)
Dysuria (painful urination) IYES CINO IMILD OMODERATE CJSEVERE * TeSt Of Cure (TOC)

Urinary incontinence IYES TINO IMILD ""TMODERATE "'SEVERE * FO”OW Up (FUP)
Cloudy or change in color of urine IYES CINO 'MILD TMODERATE ISEVERE

Nausea 'YES TINO 'MILD C'/MODERATE JSEVERE

Vomiting 'YES CINO IMILD ('MODERATE (ISEVERE ¢ YT[OX(bpl’]Gr] cuumwudrwv
Pain above the pubic bone IYES TINO IMILD T'"MODERATE "ISEVERE b BE)\T(.(UOT] OUHT[TQ)HG'IQ)V
Abdominal pain 'YES [INO 'MILD (TMODERATE [ISEVERE ® AT[OUO'(_(X_ VéOU
Flank/back/costovertebral angle pain or 'YES TINO 'MILD "MODERATE "'SEVERE GUHT[TU'.)IJ.G.TOC

tenderness

Back pain IYES CINO 'MILD C'MODERATE CJSEVERE

Other? 'YES TINO 'MILD MODERATE JSEVERE

specify:




Table 2. Interviewer reporting of post-baseline patient-reported symptoms.

Symptoms Severity
Symptoms: Symptoms findings (since the If finding was 2-5, then enter
last visit) severity?

For each of the 14 pre-specified ' 0 - Not present at last ' MILD
symptoms: assessment ' MODERATE
Feeling feverish ' 1 - Resolved or returned to the ' SEVERE

Shaking/chills state before the UTI

Malaise ' 2— Not present at baseline/last
Freguency of urination assessment but new onset
Urgency of urination ' 3— Continuing and increased
Dysuria [painful urination) since the last assessment
Urinary incontinence ' 4 - Continuing but decreased
Cloudy or change in color of since the last assessment
urine ' 5 - Continuing and no change
Nausea since the last assessment
Vomiting

Pain above the pubic bone
Abdominal pain
Flank/back/ costovertebral
angle pain or tenderness
Back pain

Other®




Table 3. Definitions of investigator-associated clinical and microbiological responses.

Definitions

Clinical response

Clinical failure

Indeterminate clinical response

Microbiological eradication

Microbiological failure

Indeterminate microbiological response

Assessed by the investigator as resolution or improvement in
core clinical signs and symptoms of cUTI present at baseline
and no new symptom emerged, or return to pre-infection
baseline.

No apparent response to therapy, persistence of signs and/or
symptoms of cUTI infection, or reappearance of signs and/or
symptoms that were present at an earlier visit.

Observed when the clinical response could not be determined
due to the patient being lost to follow-up.

Eradication of baseline Gram-negative pathogen by
quantitative microbiological assessment [i.e., urine culture of

the causative pathogen growing at =10° CFU/mL at baseline
was reduced to <104 CFU/mL).

Persistence of baseline Gram-negative pathogen by
quantitative microbiological assessment [i.e., urine culture of
the causative pathogen growing at =10° CFU/mL at baseline

grew at =104 CFU/mL].

No urine culture was taken or a urine culture that could not be
interpreted for any reason.
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