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PROTOCOL SUMMARY
Protocol 99-001-P
1. Objective: To determine the efficacy of phenzophyridine

hydrochloride as & short term urinary anaigesic in
women as compared to placebo.

2. Phase: v

3. Design: Double blind and pilacebo controlied.

4. Number of Subjects: 80 subjects randomized to 2 groups

5. Type of Subject: Subjects with pain-due-to a urinary infection
as described by the protocol.

6. Key inclusion/Exclusion Criteria: -Healthy female, 12 years or oider, non-pregnant and
non-nursing

-No history of renal or hepatic dystunction

7. Test Drug Dosage: One single oral dose of Phenazopyridine
hydrochloride {oral dose consists of 2 tablets
containing 95mg of medication per tablet).

8. Placebo: Inactive ingredients-tablets. One single oral dose
consisting of 2 tablets.
9. Efficacy Parameters: Efficacy assessments will include relief of symptoms

of general discomfonrt, dysuria, frequency to void and
urine volume. Overall assessment of the study
medicationwill-be also assessed.

10. Safety Parameters: Adverse experiences.

11. Data Analysis: Efficacy assessments will include the overall
assessment ol therapy, time to complete relief of
peneral discomfont (using & stopwatch technique),
average volume per void, number of voids per subject
and drug eflect duration.

12. Risk/Benefit Summary: Minimal risk {0 subject. Subjects randomized to
placebo may not experience relief of symptoms
during participation in the study. Possible benefit
may be temporary relief-of urinary symptomatology if
tandomized 10 active group.
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TIME AND EVENTS SCHEDULE PROTOCOL No. 89-001-P
Procedure Day 1 Admission Day 1 Admission Visit Follow-Up
Visit ‘Contact
Time 0 Six-hour post-gosing observation period Day (1-3)
informed Consent Signed/inciusion X
Exclusion Criteria
Baseline Symptomns Assessment X
and Void Sample
| Brief Medical History and Physical X
Exarnination
Symptoms Assessment X
Sample Pregnancy test/Urine Dip X
Stick
Administer Study Medication X
Record Efficacy Assessments ] X
" Jverall Assessment of Study X
Medication '
Record Adverse Event X x
Concurrent Medications Reviewed X
for Eligibility at Admission Visit .
Foliow Up with Subject X
Complete Case Reports Pages X X
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1.0.1

INTRODUCTION

Phenazopyridine hydrochloride, an azo dye, is the active ingredient
in over the counter medications for symptomatic relief of urinary
tract infections (UTis). it has widely been used in the United States
as a urinary tract analgesic since 1914. It is still used for its local
analgesic action on mucous membranes of the urinary tract.
Phenazopyridine hydrochloride is excreted in the urine wherte it
exerts a lopical analgesic action on the urinary {ract mucosa. The
precise mechanism of action is not known. However, the underlying
cause of irritation-must be determined and treated (i.e. antibacterial
therapy for infection). Phenazopyndme hydrochioride tablets have
been available over the counter since the 1960’s. Currently,
phenazopyridine hydrochloride products with doses of

. approximately 100 or 200 mg per tablet, are available on

prescription for use as a urinary tract anaigesic. Doses 1ess than
100 mg are available OTC.

Phenazopyridine hydrochloride is 8 commercially available over the
counter (OTC) urinary pain relief medication distributed by
Advanced Care Products, Personal Products Company as
URISTAT® (95 mg.per tablet). URISTAT® is indicated for shortterm
use to relieve symptoms such as pain, burning, and urinary
urgency and/or frequency caused by irritation of the lower urinary
tract mucosa. The recommended dosage of URISTAT®, 2 tablets
(95 mg per tablet), 3 times per day for a total of 6 tablets per day,
not to exceed 12 tablets over a 2 day period, is safelouse as a
urinary tract analgesic. URISTAT® should not be administered o
individuals with renal insufficiency and shouid be kept out of the
reach of children.

Preclinical Data
Phenazopyridine hydrochioride has a low order of toxicity as shown
by the following LD, values:

ecies Route LD,
Rat oral 472 mg/kg
Rat i.p. 200 mg/kg
Mouse i.p. 180 mg/kg

The amount of phenazopyridine hydrochloride delivered 1o an
average individual in a 6 tablet daily dose is 11.64 mg/kg or 3.88
mg/kg at each 2 tablet interval. These values are far below the
reported LD,, values.
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Ten mongrel dogs were given daily oral doses of phenazopyridine
hydrochloride at the rate of 60 mg/day for an unspecified number
of days (Slatter and Davis, 1974). The dogs were euthanized at
intervals of 24 hours, starting at 24 hours after the first dose. The
lachrymal glands were removed and examined for histopathological
changes. It is suggested that phenazopyridine hydrochloride or its
metabolite decreases the synthesis of secretory granules. After
incorporation of the compound in to the granules, they undergo
fusion and subsequent degeneration (Slatter and Davis, 1974).
Reproduction studies have been performed in rats at doses up to
50 mg/kg/day and have revealed no evidence of impaired fertility or
harm 1o the fetus.

Long term administration (2 years) of 225 grams/kg of
phenazopyridine hydrochioride has induced neoplasa in the {arge
intestine of rats (IARC, 1979). Life time administration of 81 g/kg
of phenazopyridine hydrochioride has induced neopiasa in the liver
of mice (IARC, 1979).

1.0.2 Clinica) Data
"~ The metabolism and urinary excretion of phenazopyridine

hydrochloride has been studied in humans. The bio-transformation
is hepatic and the elimination is renal. In six subjects, 90% of a 600
mg dose was eliminated in the urine in 24 hours as unchanged
drug and metabolites (6.9% appeared as aniline, 18% as 4-
acetoaminophenoi and, 41% as phenazopyridine hydrochloride and
o-aminophenol in frace amounts). More than 50 percent of the
administered dose was reductively cleaved to yield aniline and
triaminopyridine, suggesting that the metabolites of aniline probably
contribute to the reputed analgesic effect of phenazopyridine
-hydrochloride on the urinary tract mucosa {Johnson and Chartrand,
1976).

Several clinical trials have been conducted. In 1943, one trial
administered 200 mg phenazopyridine hydrochloride, 3 simes per
day for 2 weeks to 118 subjects with urinary infections and in 1970,
49 subjects with urinary infections were administered 200 mg
phenazopyridine hydrochloride 3 times in 1 day. No adverse
effects were observed during the studies. In 1975, clinical trials
were conducted on approximately 200 subjects with urinary tract
infections. They were administered phenazopyridine hydrochloride
3 times a day for 5 days. The documented adverse effect was 13%
of the subjects experienced gastrointestinal intolerance (Zelenitsky
and Khanel, 1996).
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Phenazopyridine hydrochloride should not be administered to
individuals with renal insufficiency. in these subjects, transient
acute renal failure may occur. 1t is recognized that the rate of renal
excretion of phenazopyridine from the body is influenced by the
level of renal function. A dose of 200 mg of phenazopyridine
hydrochloride given orally o normal subjects was excreted in an
average of 20 hours with peak excretion occurring in the second
and third hour after ingestion. In contrast, in 10 subjects with
urologic disorders, 3 of whom were azotemic, excretion was
delayed 1o an average of 27 hours. Although the mechanisms of
renal excretion of the dye have not been thoroughly studied, it has
been suggested that the drug toxicity in the collecting tubule results
from concentration of the drug or a toxic metabolite in the tubules
or papillary interstitial tissue {Alano and Webster, 1970).

In overdose quantities, phenazopyridine hydrochioride has been
known to produce methemoglobinemia. Also, hemolytic anemia,
hepatotoxicity and nephrotoxicity have been attributed to an
overdose. The toxic effects of phenazopyridine hydrochloride are
attributed to its metabolite, 2,3,6-triaminopyridine, which has been
shown o auto-oxidize at neutral pH, generating superoxide radical
and hydrogen peroxide (Munday and Fowke, 1884). The first
reporied instance of methemoglobinemia due 1o ingestion of
phenazopyridine hydrochloride was in 1851. In the 1960's, several
cases of acquired methemoglobinemia and Heinz body hemolytic
anemia associated with therapeutic dosage of phenazopyridine
hydrochloride were reported in subjects with tenal insufficiency
(Cohen and Bovasso, 1971). Adverse eflects including
methemogiobinemia, hemolytic anemia, and acute fenal failure
have been rarely described. Since the risk of toxicity is increased
with prolonged therapy and acute and chronic overdose, it is
recommended that phenazopyridine therapy be limited to 2 days
and avoided in subjects with impaired renal function (Zelenitsky
and Zhanel, 1996).

There are reported cases of accidental ingestion of phenazopyrine
hydrochloride by children, ages 13 to 18 months (Wander et al.
1965; Bloch and Porter, 1969; Cohen and Bavasso, 1971). All
cases resulted in methemoglobineia after ingestion of 700 to 8000
mg of phenazopyridine hydrochloride at one time. The children
received medical treatment within 2 hours and fully recovered.
Phenazopyridine hydrochloride is reported to be toxic to children at
oral doses ranging from 35 to 400 mg/kg.
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1.1 OBJECTIVE
This study will evaluate the efficacy and safety of phenazopyridine
hydrochlioride (Formula PD-F-0016) as a short term treatment of
urinary symploms associated with urinary tract infections in
women.

1.2 DESCRIPTION OF STUDY
This is a randomized, double-blind, paraliel-group, placebo-
controlled, single dose anaigesic evaluation of the efficacy and
safety of phenazopyridine hydrochioride as a short term treatment
of urinary symptoms associated with urinary tract infections in
women. The study will be conducted in approximately three study
centers. Approximately 80 subjects will be enrolled, 40 subjects
per treatment group. Phenazopyridine hydrochloride will be orally
administered once as two tablets. A placebo control will be used to
establish the magnitude of changes in clinical endpoints that may
occur in the absence of active treatment.

All subjects will be seen and evaluated by the investigator during
the baseline admission visit. Once the eligibility criteria are met,
the subject signs the informed consent, the study procedures are
R explained to her and she is randomized, the investigator or

E‘ authorized designee will work closely with the subject to collect all
efficacy parameters, including the collection of urine samples
during the first six hours post-dosing. The subject will be asked to
void her bladder before taking the study medication. Subsequent
voids and volume collected will be assessed during the entire first
six-hour post-dosing observation period. Therefore, subjects are
required to remain at the study facility during this time period.
Additional information including their overall clinical progress will be
also monitored. The subject should report promptly to the
investigator or authorized designee any unusual of adverse
experience (incidence and severity) during the first six hours post-
dosing period.

There will be a follow up contact (day 1-3 post-dosing) in which the
investigator or authorized designee will review with the subject
whether her UTI condition has resolved. The incidence and severity
of any adverse experience that may have occurred since the
completion of the six-hour post-dosing observation period and the
administration of the medication to treat her UTI condition will also
be assessed.

99-001-CR 32



-

Phenazopyridine Hydrochloride Study Study 99-001-CR

December, 2000

Protocol No. 89-001-P August 20, 1999

ob NNt D

Each subject will be randomly assigned to receive either one oral
dose of 2 tablets (35mg each) of phenazopyridine hydrochioride or
one oral dose of 2 tablets of placebo. All study medication will be
administered at the clinical site and monitored for 6 consecutive
NuurS,

Subjects will only be entered into the study, if on the day of study
dosing, they meet a baseline pain level on the Visual Analog Scale
(VAS) of at least:

e Three for general discomfort
» Two for urgency to void and
* Two for dysuria (pain at urination)

Additionally, the combined sum of baseline pain level must reach at
least seven on the VAS (See Attachment 1).

After the entire six-hour posi-dosing observation period.is

complete, the subject will beqin the medical treatment prescribed
by the investigator 1o treat the urinary infection.

if supplemental analgesic medication is required at anytime during
the first six-hour post-dosing observation period; the reason it is
required, the pain intensity (from the VAS) at the time it is required
and the name of the medication will be recorded in the source
document, and the study subject will discontinue her participation in
the study. The subject will be encouraged (but not required) to wait
at least four hours post-dosing before taking supplemental pain
medication, if there is no analgesic response to the study
medication. The subject will be encouraged (but not required) 1o
wait until the pain level has returned to the baseline assessment
before taking supplemental pain medication. A final assessment of
current pain and relief from starting pain will be made and recorded
prior to a subject’s taking supplemental analgesic medication. At
the end of the six-hour observation period or at the time of taking
supplemental analgesic medication whichever occurs first, the
subject will make an overall assessment of the improvement of her
symptoms by ihe study medication, selected from the following
scale: excelient, very good, good, fair, poor (for more details see
the Time and Events Schedule Flow Sheet, page ii).
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1.3. SUBJECT SELECTION

1.3.1 Study Population
Approximately 80 females exhibiting a symptomatic

uncomplicated urinary tract infection confirmed by urine dip

stick and pain baseline symptoms with a VAS score on the
day of study dosing of at least:

s Three for general discomfort
e Two for urgency to void and
e Two for dysuria {pain at urination)

will be entered into the study. Additionally, the combined
sum of baseline pain level must reach at least seven on the
VAS (See Attachment 1).

Prior to any study related procedures, the subjects must sign
an informed consent form explaining the experimental
procedures. Subjects must meet all the inclusion criteria and
exhibit none of the exclusion criteria to be eligible for
enroliment into the study. Exceptions to these
inclusionfexclusion criteria may be allowed if pre-approved
by the medical monitor. Any exceptions to the protocol must
be documented on .the case report form and source
document(s) as described in Section 1.6.2 of this protocol.

1.3.2 Inclusion Criteria
Those subjects who meet the following criteria will be eligible
for participation in this study:
s 12 years of age or older (Minors require parental or
guardian consent)

¢ Females who are non-pregnant and non-nursing. A
negative pregnancy test must be obtained on the day of
study dosing on all women of child-bearing potential,
including those who have had tubal ligations.

« Reponrting or exhibiting on the day of study dosing on the
Visual Analog Scale (VAS) a baseline pain level of at
least:

Three for general discomfort
Two for urgency to void and
Two for dysuria {pain at urination)
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Additionally, the combined sum of baseline pain level must
reach at ieast seven on the Visual Analog Scale (VAS).
General discomfort is defined as an overall assessment of
the subject’'s symptomatology, which may include pain in the
iower abdominal section. Dysuria is defined as pain during
urination. Urgency {o void is defined as an urgent need to
urinate, even when urine flow is minimal.

o Confirmatory diagnosis of a symptomatic uncomplicated
UT! by Urine Dip Stick.

* Ability o perform study procedures and supply the
necessary information 1o the study personnel as required
by the protocol.

» Otherwise in general good health, in the opinion of the
investigator.

e Has signed the informed consent form agreeing to
participate after the study has been fully explained.

1.3.3 Exclusion Criteria
Subjects with any of the following criteria will be excluded
from this study:
+ Prior use and knowledge of phenazopyridine
hydrochioride and its effects in urine discoloration.
g - « Use of any systemic anti-infective within seven days of

F admission.

« Use of any over the counter or prescription analgesic

(Tylenol®, Motrin®, etc.) within 24 hours of the day of

study dosing.

History of sensitivity to phenazopyridine hydrochloride.

Current history of renal dysfunction.

Current history of hepatic dysfunction.

Current history of diabetes.

Has had more than two documented Urinary Tract

Infections within.a 12-month period or subjects with UTis

that do not clear up with proper treatment .

o Atrisk in terms of the precautions, warnings, and
contraindications in the package insent for
phenazopyridine hydrochloride.

e Employees of Johnson & Johnson, its affiliates, or
employees of the clinical investigational site.

+ A history of drug abuse or alcohol abuse within 6
months. )

« Current participation in a clinical trial or received an
experimental drug or used an experimental device in the
last 30 days prior to admission into this study.
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1.4

oo.nni.r

PROCEDURES

Every subject interested in participating will be completely informed
of the study requirements and procedures including the risks. Prior
to entry into the study, all subjects are required to read and sign an
informed consent form.

1.4.1 Research Plan

Admission

Each subject will be assessed for study eligibility prior to
study entry. The investigator or designee will obtain a brief
medical history, perform a physical examination and
complete all procedures listed in the time and events
schedule flow sheet (page ii). Subject eligibility will be
determined by the inclusion and exclusion criteria.

Subject's Evaluation

The subject reports general discomfort, dysuria and urgency
to void associated with a urinary tract infection. The
investigator will assess with the subject that her symptoms
on the day of study dosing are at least:

» Three for general discomfort
» Two for urgency to void and
¢ Two for dysuria (pain at urination)

on the Visual Analog Scale (VAS)

Additionally, the combined sum of baseline pain level must
reach at least seven on the VAS. This information will be
recorded by the investigator in the subject’s source
documentation charnt and case report form. Symptoms
reported by the subject or findings noted during the physical
examination will be also recorded.

Laboratory tests to be performed:

a) Urine dip stick (confirmatory diagnosis for urinary tract
infection)

b) FACT PLUS® test for pregnancy or pregnancy test of
equal or greater sensitivity (if applicable)

Afier determining the subject’s eligibility and interest in study
participation, the investigator or designee will explain the study
and study procedures in detail. Once all admission procedures
are completed, subjects will be assigned drug according 4o a

A
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randomization schedule (provided by Advanced Care Products).
Randomization will be stratified 1o ensure an equal distribution of
subjects to each arm of the study. Study medication must be
dispensed in sequential numerical order, starting with the lowest
number first.

Study Medication Use and Procedures

The study medication will be administered during the baseline
admission visit by the investigator or authorized designee.
Qualified subjects will be randomized in equal numbers to:

* A single dose of 2 tablets (95mg) of phenazopyridine
hydrochloride or
* A single dose of 2 tablets of matching placebo

The subject will be asked to void immediately before the
administration of study medication (dosing). Study medication will
be swallowed with eight (8) ounces of water. Subsequently, the
subject will evaluate her general discomfor relief. Assisted with a
stop watch or equivalent device the subject will measure time to
complete relief (no more general discomfort).

\ Simultaneously, following: the administration of study medication,
EW\ the number of voids and dysuria {pain at urination) assessments
will be collected. At each void, relief of symptoms from starting
baseline dysuria pain will be evaluated on a five-point scale
consisting of: complete, a lot, some, a little, and none. Urine
volume will be also collected at each void.

The subject should remain at the study {acility for the first6 hours
post-dosing. The subject will be allowed to eat and drink “ad lib”
but should remain at the study site. During this observation
period, the subject will provide the study personnel with all the
required observations, which will be entered in the subject’s
source documentation chart and case report forms. At the-end of
the six-hour observation period, the subject will make an overall
assessment of therapy, selected from the following scale:
excellent, very good, good, fair, poor {See Time and Events
Schedule Flow Sheet).

If supplemental analgesic medication is required, during. the first
six-hour post-dosing observation period; the reason it is required,
the pain intensity (from the VAS) at the time it is required and the
name of the medication will be recorded in the source document,
and the study subject will discontinue her participation in the

r 0
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study. The subject will be encouraged (but not required) to wait at
least four hours post-dosing before taking supplemental pain
medication, if there is no analgesic response {o the study
medication. The subject will be encouraged (but not required) to
wait until the pain level has returned to the baseline assessment
before taking supplemental pain medication. A final assessment
of symptoms from baseline will be made and recorded prior to a
subject’s taking the supplemental analgesic medication. At the
end of the six-hour observation period or at the time of {aking
supplememal analgesic medication, whichever occurs first, the
subject will make an overail assessment of therapy, selected from
the scale: excellent, very good, good, fair, poor (See Time and
Events Schedule Flow Sheet).

Each subject will be instructed {0 complete all information at the
required times, as specified by the protocol. The completed
information will be collected during the post-dosing six-hour
observation period. An authorized designee will review and
confirm the information with the subject and resolve any
discrepancies before the subject leaves the study site. Baseline
and subsequent measurements of general discomfort, urgency o
void (humber of voids and volume) and dysuria will be assessed.

e The investigator or authorized designee will ask the subject for
any complaints and adverse or unusual experiences that will be
noted at this time in the subject’s chanrt.

If any procedures such as dental work, where prophylactic
antibiotic was used within 7 days prior io day of study dosing,
subjects should refrain from enrolling as described in Section
1.3.2. and 1.3.3.

Follow up - Day 1-3

The subject must be contacted within 3 days post-dosing to
determine if her UT! condition has resolved. The incidence and
severity of any adverse experience that may have occured since
the completion of the six-hour post-dosing observation period and
the administration of the medication 1o treat her UT! condition will
also be assessed.

If a subject can not be reached for the follow up contact, a

registered letter with return receipt will be sent requesting the
follow up information.

10
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Discontinuation From the Study
Subjects will be discontinued from the study for the following
reasons:

Adverse experience(s)
Crihiart chnice

\JUIJ,IFV! W I I
Supplemental medication taken
No follow-up contact possible

o

Discontinuation
The following discontinuation procedures are {0 be performed

ciamoman smmamemamf ol mon f Bl adiiedis e ade

upon compietion of the study or study discontinuation:

1. Collect all efficacy and safety information
2. Complete discontinuation/completion form

Study procedures for each visit are outlined on the Time and
Events Schedule Fiow Sheet.

1.5 MATERIALS, SUPPLIES AND LABELS

151 Test Articles
The test product is phenazopyridine hydrochloride (Formula No..
ﬁw h PD-F-0016), a 2.6-diamino-3-(phenyazo) pyridine
monohydrochloride. This Azo dye has a molecular weight of
248.70 and it is a light or dark red to dark violet, odorless, slightly
bitter, crystalline powder with an empirical formula of
C,.H,;N..HCI. The single dose of two coated iablets of study
medication contains approximately 53% W/W of Phenazopyridine
Hydrochloride, USP. Other ingredients present in the formulation
are Lactose Hydrous, NF; Sodium Starch Glycolate, Nf; Com
Starch, NF; Hydrogenated Vegetable Oil {Sterotex K); Colloidal
Silicon Dioxide, NF and magnesium Stearate, NF. The two study
medication tablets have a dark brown color and will be blister-
packed inside a white study medication box.

The placebo control in this clinical study, is a single dose of two
coated tablets containing no active ingredient {Formuia No.: PD-
F-1797) and identical in size and physical appearance to the
active study medication. They will be blister packed inside a white
study medication box.

All study medication should be stored. at room temperature and
out of the reach of children.

1"
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1.5.2 Supplies
Advanced Care Products will provide the investigator with the
following supplies:

Case Report Forms (CRFs)

Drug inventory Sheets

Clinical Test Articles

Subjects Instructions

Stopwatch{s) or equivalent device{s)

FACT PLUS® Test for Pregnancy or equivalent

oohoh=

1.5.3 Labeling

A two-part tear-off blinded label containing the following

information will be used:

e Dosage form and quantity
Protocol number
Active ingredients
Route of administration
Storage instructions
Directions for use {see subject instruction
sheet)
Caution statement as required
Keep out of reach of children
Subject number
Space for subject initials
e Name and address of sponsor

The tear-off portion of the label is to be removed at the time the
study drug is dispensed and attached to the label accountability
page of the case report form.

e o o o @

Identity of the drug, quantity and lot numbers will be concealed in
a blinded area of the label (the investigator will be blinded
throughout the study). This may be unblinded for emergency
purposes only by rubbing off the silvercoated area. Any labels
that have been unblinded should be reported to ACP and
recorded appropriately in the case report form.

1.5.4 Packaging
All medication boxes will be standard white cartons with an
outside two-part {ear-off label. All packages will be closed with
tamper evident seals. The two treatment groups are indicated
below:

* Two dark brown coated{ablets-containing
phenazopyridine hydrochloride (95 mg) {Formula No.:
PD-F-0016) blister-packed with instruction for use.

12
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+ Two dark brown coaled tablets containing no active
ingredient (placebo)(Formula No.: PD-F-1797) blister-
packed with instructions for use.

1.6 MANAGEMENT OF INTERCURRENT EVENTS

1.6.1 Recording Adverse Experiences
After the administration of study medication {study dosing),
all new adverse experiences which were not present at
baseline (prior to study dosing) must be recorded. Any
medical condition present at baseline, which remains
unchanged or improves, should not be recorded as an
adverse experience at the end of the study. However, if
there is deterioration of a medical condition that was
present at baseline (prior to study dosing), then this should
also be considered a new adverse experience and recorded
on the case report form. This information is obtained by
guestioning and/or examining the subject during the six-hour
post-dosing period or during the follow up contact.

. Study drug relationship for each adverse experience should
E be determined by the investigator using the following
T explanations: ’

Not. related

®  The experience is clearly related to other factors such
as the subject’s clinical state, therapeutic interventions,
or concomitantly administered drugs.

-Unlikely.

R The experience was most likely produced by other
{actors such as the subject's clinical state, therapeutic
interventions, or concomitantly adminisiered drugs.

‘m  and does not follow a known response pattern to-the
test drug.

Possible

B The experience follows a reasonable temporal
sequence from the time of drug administration,

B and/or follows a3 known response pattern to the {est
drug,

B but could have been produced by other factors such as
the subject’s clinical state, therapeutic interventions, or
concomitantly administered drugs.

I'e | "
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Probable

B The experience follows a reasonable temporal
sequence from the time of drug administration,

B and foliows a known response patiern to the {est drug,

B and cannot be reasonably explained by other factors
such as the subject’s clinical state, therapeutic
interventions, or concomitantly administered drugs.

Highly Probable

B The experience follows a teasonable temporal
sequence from the time of drug administration

8 and follows a known response pattern to the {est drug,

®m  and cannol be reasonably explained by other factors
such as the subject's clinical state, therapeutic
interventions, or concomitantly administered drugs,

®  and either occurs immediately following test drug
administration, or improves on stopping the drug, or
reappears on repeat exposure, or there is a positive
reaction at the application site.

The term study drug includes the drug under evaluation and
the active control drug.

Assessment of Severity

Severity of an adverse experience is defined as a qualitative
assessment of the degree of intensity of an adverse
experience as determined by the investigalor or reportedio
him/her by subject. The assessment of severity is made
irrespective of drug relationship or seriousness of the
experience and should be evaluated according to the
foliowing scale:

1=Mild 2=Moderate 3=Severe

A SERIOUS ADVERSE EVENT is any adverse drug
experience occurring at any dose that results in any of the
following outcomes: Death, a life-thseatening adverse drug
experience, inpatient hospitalization or prolongation of
existing hospitalization, or a congenital anomaly/birth-defect.
Important medical events that may not result in death, be
life-threatening, or require hospitalizationmay be
.considered a serious adverse drug experience when, based
upon appropriate medical judgment, they may jeopardize

14
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the patient or subject and may require medicalor surgical -
intervention to prevent one of the outcomes listed in this
definition.

“Life-threatening” means that the consumer is at immediate
risk of death from the event. It does not include an
experience that, had it occurred in a more serious form,
might have caused death. It also includes one which
requires interventionto prevent it from becoming life-
threatening.

*Hospitalization-Initialor Prolonged” is defined as a hospital
admission or extension of hospitalizationdue to an adverse
event.

“Disability” is defined as substantialdisruption of a person’s
ability to conduct normal life functions.

Departure from the Protocol

A departure from this protocol will occur for an individual subject
only in the event of an emergency which warrants such a
departure. This departure is only for that subject. The
investigator in attendance in such an emergency will contact
immediately by telephone one of the ADVANCED CARE
PRODUCTS personnellisted in this section of this protocol. The
comments section of the case record form for that subject must
describe the depariure from the protocol and state the justification.

All serious adverse experiences, the ADVANCED CARE
PRODUCTS medical monitor will be notified immediately by
telephone (see page 16) and subsequently in writing within five<5)
days of the occurrence. The experience must be describedon
the subject's case record form and source document. All adverse
experiences are to be followed to satisfactory resolution and any
measures taken as well as the follow-up results reporied on the
appropriate case report form and source document.

Unexpected adverse experiences which are associated with the
use of the test article(s) must be immediately reported in writing to
the Food and Drug Administrationby the sponsor and to the
Institutional Review Board by the investigator. The study monitors
and the medical monitor are:

15
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Frederick L. Cone

Manager, Clinical Research

Advanced Care Products

Personal Products Company

691 US #1 - P.O.Box 6024

North Brunswick, New Jersey 08902-0724
Office: (732) 524-1436

E mail: Fcone@cpeus.inj.com

David H. Upmalis, M.D.

Executive Director, Clinical Affairs
Advanced Care Products

Personal Products Company

691 US #1 - P.O.Box 6024

North Brunswick, New Jersey 08902-0724
Office: (732)524-1426

E mail: Dupmali@cpcus.inj.com

If none of the above are available, call{808) 524-0400
(Johnson & Johnson operator after hours).

Concurrent Medication

Other medications may be used during the duration of the study.
The use of any medication other than study medication will be
reporied on the source document. Use of any type of analigesic or
pain reliever during the first six-hour post dosing will discontinue
the patient for continuing her participation. The investigator
should notify the ACP monitor, when-any deviation or protocol
violation of this nature should oceur.

Mcodifications of the Protocol

Neither the investigators nor the Advanced Care Products
monitor will modify this protocol without first obtaining the
concurrence of the other. The party initiating a modification will
confirm it in writing.

REPORTING REQUIREMENTS
All reports and communications relating to subjects in the study will

- identify each-subject with the subject’s initials and-bythe subject’s study

number only.

16
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1.71 Regulatory Documentation

Documents that must be submitted to Advanced Care Products
(tems 1-7 Prior to initiation of the Study):

1.
2.

99-001-CR

Signed and Compieted FDA Form 1572.

Assurance that an IRB that complies with the
requirements set forth in Title 21 Part 56 of the Code of
Federal Regulations will be responsible for approval of
the clinical study. The required documentation will
consist of the name and address of the iRB and a current
list of IRB members, including the name, title, sex,
occupation, and any institutional affiliation of each
member. If accompanied by a letter of explanation from
the IRB, a general assurance number from the
Department of Health and Human Services may be
substituted for this list. ‘

A copy of the formal written notification approval from the
IRB to the investigator regarding approval of the
investigator and protocol. The written notification is to be

-signed by the chairman or authorized designee and must

specify the specific protocol. An IRB member may not
vote on any research in which he or she is involved.

An IRB approved specimen copy of the Informed
Consent Form and other adjunctive materials used in this
study to elicit and record subject consent in compliance
with Food and Drug Administration regulations.

An updated Curriculum Vitae of the responsible Principal
investigator, all sub-investigators or individuals listed on
the FDA 1572 form.

Signed and dated Investigator Agreement or protocol
signature page (Section 2.6).

Copy of laboratory license{eg. CLIA license) and
laboratory normal values for any laboratory tests
performed for the protocol

IRB Approved Advertising texts used for subject
recruitment.

17
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1.8 ACCEPTABILITY OF CASE REPORT FORMS
Case report forms are provided for each subject. All forms must be
filled out neatly in black ink or typed. The investioator will sign and
date the appropriate signature pages upon completion.
Corrections of data on the case report forms may be made only by
crossing out (using a single line) the incorrect data and writing the
correct entry next to those crossed out. Al corrections must have
the initials and date of the person making the data change. No
Advanced Care Products personnel or their representatives will be
permitied to write on the original case report forms.

Completed case reports will be submitted to Advanced Care
Products, Personal Products Corporation, pursuant to instructions.
Case reports will be reviewed by the Advanced Care Products
monitor, who will make a decision as to their acceptability.

1.9 MONITORING/ON-SITE AUDITS
The study will be initiated by the medical monitor (or designee)
after all required documents have been processed. The
investigator and the clinical site will be visited by an ACP monitor
and/or an ACP auditor during the course of the study as frequently
as it deems necessary. The first monitoring visit will usually be
made as soon as possible afier enroliment has been initiated. At
this visit the mohitor will compare the data entered in the case
report forms with the hospital and <clinic records (source
documents). At a minimum, source documentation must be
available 10 substantiate proper informed consent procedures,
adherence to protocol procedures, adequate reporting and follow
up of adverse events, administration of concomitant medication,
drug receipt/dispensing/return records, and study drug
administration information. Specific items required as source
documents will be reviewed with the invwestigator prior to the study.
Test articles and storage facilities will be inspected and inventoried -
for accuracy. As deemed appropriate, Advanced Care Products
Research Quality Assurance personnel may conduct an audit of
the clinical study site. The auditor may request access to all study
records (including medical records) and any other source
documents for reviewing purposes. The United States Food and
Drug Administration (FDA), in the person of a trained and properly
authorized employee of the Agency, may also request access 1o all
study records, including source documents, for inspection and
copying.

18
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2.0 SAMPLE SIZE
There is no historical data available for this type of study. A pain
study with a similar primary efficacy parameter, overall
assessment, was used to estimate the sample size. A sample size
of 35 subjects per treatment group will provide 80% power<{at
«=0.05 level) to detect a 20% difference in the mean assessment
score between phenazopyridine hydrochloride and placebo,
assuming a standard deviation 1.3. Assuming 5 subjects per
treatment group will drop out of the study, a sample size of 80440
per group} will be required.

2.4 STATISTICAL PROCEDURES

2.1.1 EFFICACY: Primary and Secondary Measures
The objective of the efficacy analysis is {o demonstrate
the analgesic superiority of phenazopyridine
hydrochloride to placebo. The primary analysis will be
based on the intent-to-treat population. All subjects with
dysuria, relief and overall assessments afler dosing will be
evaluable for efficacy.

The efficacy evaluations are.as follows:
r\ » Overall subject assessment of therapy, recorded as

1=poor, 2=fair, 3=good, 4=very good or S=excellent

+ Time to complete relief of general discomiort

o Dysuria relief as compared to baseline ievel and
recorded as: O=nonei=little, 2=some, 3=a lot, or
4=complete

e Average volume per void

¢ Number of voids per subject

¢ Drug effect duration

The primary measure of overall analgesic efficacy will be
the overall assessment of therapy. The overall
assessment of therapy will be compared between
phenazopyridine hydrochloride and placebo using the
ANOVA procedure.

The time to relief of general discomfort will be analyzed
using the Kaplan-Meier technique. The treatments will

be compared using the Wilcoxon 4est available in the
SAS LIFETEST procedure.

Eﬂs 19
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Dysuria relief will be compared between the two
treatment groups.

The average volume per void, number of voids per
subject and the duration of the drug's effect will be
calculated for each treatment group and compared using
two-sample {-tests.

Additional analyses may be conducted-on the overall
assessment by stratifying on baseline severity.

If normal assumptions are not met, then nonparametric
methods will be performed. Alltests will be two-sided at
the 0.05 level of significance.

21.2 SAFETY
Adverse Experiences
Safety evaluations will be based on the incidence and
type of adverse experiences reported.

22 USE OF INFORMATION AND PUBLICATION
£ Al information concerning the study and Advanced Care Products
g - operations are considered confidential by Advanced Care Products
and shall remain the sole property of Advanced Care Products.
The investigator agrees 10 use this information only in
accomplishing this study and will not use it for other purposes
without Advanced Care Products’ written consent.

It is understood by the investigator that the information developed
in the clinical study will be used by Advanced Care Products, and
may be disclosed as required to other clinical investigators, to the
U.S. Food and Drug Administration and. to. other government
agencies.

in order to allow for the use of the information derived from the
clinical studies, it is understood that there is an obligation to
provide Advanced Care Products complete test results and all data
developed in this study.

2.3 DISPOSITION OF STUDY MATERIALS
All study materials received and dispensed by the investigator will
be inventoried and accounted for throughout the study. The study
materials will be stored in a secured area with restricied access.

L *
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2.4
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The study monitor will arrange to return all used study medication
boxes and unused study medication to:

Advanced Care Products
Clinical Packaging

691 US Highway 1 South
North Brunswick, NJ 08902

The investigator agrees not to supply the study materiaKs) to any
person except those named as subinvestigator(s) on the FDA Form
1572 and subjects in this study. The investigator agrees not to use
the study materials for non-study purposes, nor store it at any other
site than those listed. on the FDA Form 1572.

COMPLETION OF STUDY

The investigator will complete and report {submission of CRFs)
his/her study in satisfactory compliance with the protocol within the
agreed upon time span. Continuation of this study beyond that
time must be mutually agreed upon in writing by both the
investigator and the sponsor, Advanced Care Products. ltis
agreed that, for reasonable cause, either the investigator or the
sponsor, Advanced Care Products, may terminate this study before
the agreed upon time span, provided a written notice is submitted
at a reasonable time in advance of intended termination.

RECORDS RETENTION

Federal law requires that all case report forms and a copy of all
records (e.g., informed consent forms, laboratory reports, source
documents, study drug dispensing record, etc.) which support case
records of this study must be retained in the files of the responsible -
investigator for a8 minimum of two years after study is complete or
discontinued. lf the responsible investigator retires, relocates or
withdraws from this responsibility, custody may be transferred 4o a
person who will accept the responsibility. Advanced Care Products
must be notified in writing of the name and address of the new
custodian.

21
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2.6 INVESTIGATOR AGREEMENT

| have read the forgoing protocol and agree that it contains all
necessary details for carrying out this study. | will conduct the
study as outlined herein and will complete the study within the time
designated. | will provide copies of the protocol and all pertinent
information to all individuals responsibleto me who assist in the
conduct of this study. | will discuss this material with them+o

ensure they are fully informed regarding the study medication and
the conduct of the study.

I will use only the approved informed consent and will fuffill all
responsibilities for submitting pertinent information to the
Institutional Review Board responsible for the study.

| further agree that ACP shall have access fo any source

documents from which case report form information may have been
generated.

E ‘ : Investigator's Signature . Date

Name of investigator (Type or Print)

F 22
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2.7 ATTACHMENTS
Attachment | Visual Analog Scale (VAS)
Attachment i Pain Severity and Relief Definitions
Attachment lil: Subject Instructions
Attachment IV: Reference
Aftachmemt V: Package Insert Information
23
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VISUAL ANALOG SCALE (VAS) AND PAIN SEVERITY DEFINITIONS

Pain Severity Definitions:

Mild - a kind of pain you can't ignore, bui not something you would normally {iake a
medication for or treat uniess it persisted.

Moderate - a pain level that would interfere with concentration; if you were trying o
read or write, you might have to stop and take medication or treat the pain in some way.

Severe - a pain level that not only interferes with concentration but causes you4o alter

your behavior in some way. You might pace, fidget, go lie down, cry {whatever you do
to cope with it). You would definitively feel that you need to treat the pain in some way.
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RELIEF DEFINITIONS
Relietf Definitions:
No relief - (0% gone) the same as your starting pain-or worse
A little - (25% reduction) less than half gone
Some relief - (50% reduction) about haif gone
Lot of relief - (75% reduction) more than half gone

Complete relief -  (100% reduction) no pain
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SUBJECT INSTRUCTIONS

CONTENT OF STUDY MEDICATION BOX:

o 2 DARK BROWN TABLETS BLISTER-PACKED.

HOW TO TAKE THE STUDY MEDICATION

» REMOVE TABLETS FROM BLISTER PACK. SWALLOW THE 2 TABLETS WITH
8 OUNCES OF WATER
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PACKAGE INSERT INFORMATION

ABOUT URINARY
DISCOMFORT AND:

URISTAT

Phenazopyridine Hydrochloride 85 mg "
THE #1 DOCTOR RECOMMENDED INGREDIENT
FOR URINARY PAIN RELIEF

Nonprescription temporary pain relief —trom the makers of MONISTAT®

URISTAT™ contains phenazopyridine HCH, the #1 doctor recommended medication used to
treat pain or discomiari experienced while urinating.

Product Benefits  « Fast refief of pain, buming, urpency, and frequency of urination
« Eagy-to-swaliow tablet form
. « Brought to you by the makers of MONISTAT® — the #1

recommendation of doctors and the #1 choice of women

for vaginal yeast infections .
NOTE: This product produces a harmiess reddish-orange discoloration of the uring which
may cause staining of ciothing.

How To Use URISTAT™

For rapid relief of the symptoms of winary discomfort:
« Take two tablets after meals, thres times 8 day, as needed
‘ » 2 days {up 1012 tablets) maximum

© NOTE: Do not exceed 12 tablets per course of trestment.

, Q Remembes, URISTAT™ should only be used tor temporary pain relief -
it is not 8 cure. if symptoms are severe or persist, please call your doctor or clinician,
Treatment of & winary tract infaction with phenazopyrigine HG o 3 combination trug product contsining phenazopyriding
HO shouid not exceed 2 Oay: because there i & tack of pvidk et e inistrabon ot p idine HO
ant an anti-bacterist provides preate bonefit than inistrution of the ant-becteris Do s 2 Cays.
Warnings

-» Do not take I you have previously exhitifted hypersensitivity to phenazopyriding HC or - you have
kidney trouble. Rernember that advanced.age is associated with declining Kidney function. Discontinue
the, It you experisnce a yollowish tinge of the ekin or eyes. This may te accumutation due to
impaired Kidney or Biver function.

* As with any drug, It you are pregnani or nusing 8 baby, seek the advice of 8 health professional
betore using this product.

 # yows symptoms persist, are severe, o you experience feves, chis, back pain or bloedy urine see
your doctor promptly. You may have & serious condition that requirss different treatment.

» Phenazopyridine HC! may cause gastrolntestinal upset In some people. Take with or following meals
to reduce gastric upset and discontinup use ¥ sympioms ocowr.

« This product may staln soft contact lenses.

« Keep this and all drugs out of tha reach of children and do ot agminister Yo children under the age of
12 unless directed by 8 physician. )

» In case of accidentat overdose, seek protessional assistance of contact s polson control center immediately.
« Carcinogenesis: Long-term administration of phenazopyridine HC1 has induced neoplasia in rats flarge
intesting] and mice (iver). Although no association between phenazopyridine HCI and human neopiasis

has been reported, adeguate epidemiological studies along these lines have not been conductsd.
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(CONTINUED)
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PACKAGE INSERT INFORMATION

What is urinary discomfort?

Simply put, urinary discomfort is pain during urination. Often described as a buming
sensation, the pain can be severs and may affect the area under the stomach {the
abdomen) or the lower back. Most people also fesl a strong need to urinate more often
or more urgently than usual, even though very littte liquid is finally released.

UTis: a common culprit

The most frequent cause of urinary discomfori is a vrinary tract infection {sometimes
called a bladder infection or cystitis). Urinary tract infections (UTls) are not uncommon,
especially in women. In fact, some women develop several UTls within one year. It is
important that you see your doctor or clinician whenever you have urinary discomforl. He
or she will need to determine what is causing the pain belore deciding how o treat it

Attention to prevention: How to help avoid UTls and urinary discomfort

While you'ds probably prefer to avoid UTis-and urinary discomfort altogether, the good news
is there-are some steps you can take to help reduce your risks of infection and discomfort:
Dietary Factors

* Drinking six to eight glasses of water per day is a healthy practice for everyone, and it can
help flush bacteria out of your bladder.

« Some foods may cause bladder irritation, and you may notice a connection. You may want
to try reducing intake of soms potentially imritating foods such as cofiee, caffeinated/
carbonated beverages, alcoho! and spicy or highly acidic foods such as tomatoes and
citrus products.

Hygiene-Feactors

» Wiping from front to back after urinstingcan help prevant bacteria from entering the
urethra. Also, urinating frequently may help. Don't resist the urge.

. Durivcg;mensmﬁon. change tampons or sanitary pads frequently to minimize bacterial
growth, ‘

e Taking showers instead of baths can wash bacteria away. Also, avoiding bubble bath
products, douches, and scented soaps and toilet paper may reduce irritation.

» Waaring cotton underwear and avoiding tight clothing may help. Choosing unscented
laundry detergents, bleaches, and fabric softeners can also reduce irritation.

« Urinating before and after sexual intercourse may also help in efiminating any bacteria.
Washing the genital area before intercourss can also help. ©OPC 199

QUESTIONS?
URISTAT™offers the only nurse-staffed answer line. CALL 1-800-582-6097

99-001-CR 57



Phenazopyridine Hydrochloride Study Study 99-001-CR
. December, 2000

Appendix 2

k Sample Case Report Form
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ADVANCED CARE PRODUCTS:
Protoco! No. 99-001-P

Phens2opyridine Hydrochioride

we [T 1] wae [TT 1T e 1T TT]
F Mt Page 1
ADMISSION visit
- DateofVisn/DYY: ____ )/
DEMOGRAPHICS
Date of Bith MDY _____ /. /. ..
| Rece: [D:Coucasian  [DsBlack  Daasisn DoHispanic DOt
PHRYSICAL EXAM
Significant Abnormality: [J1No 3 2 Yes, specity below
1.
2.
3.
PERTINENT MEDICAL HISTORY .
N°‘fl'"" Abngmnl Describe Abnormality [Disgnosis Where Possible)

1. Recurring or Present
fliness or Conditions
ot Baseline

2. Genito-Urinary including
G.U. Surgery
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ADVANCED CARE PRODUCTS: Phenazopyridine Hydrochioride
Protocol No. 99.001-P
we (TT] % [T
T oMt Pape 2

SUBJECT SYMPTOMS AT BASELINE
VISUAL ANALOG SCORE

General Discomion (f < 3 do not earoll}

Urgency to Void (it « 2 do not envoll]

Dysuria (¥ < 2 do not encoll).
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List of Signiticant Study Personnel

Investigator
Number Swdyv Personnel Site
1160-1 Principal Investigator: University Clinical Research Associates, Inc.
Larry Gilderman, DO 1150 North University Drive
Coordinator: Pembroke Pines, FL. 33024
Brian Gilderman
1090-1 Principal Investigator: Clinical Research Advamage. Inc.
Dan Henry, MD Foothill Family Clinic
Coordinators: 2295 Foothill Drive
Janet Lewis Sali Lake Ciry, UT 84109
Michaela Himmelberger
1119-1 Principal Investigator: San Diego Staie University
Kevin Patrick. MD Student Health Services
Coordinator: 5500 Campanile Drive
Chery] Pickern San Diepo. CA 92182-470]
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Objective

The objective of this study was to evaluate the efficacy and safety of
Phenazopyridine hydrochloride (Formula PD-F-0016) as a short term treatment of
urinary symptoms associated with urinary tract infections in women.

Study Design

This was a randomized, double-blind, parallel-group, placebo-controlied, single dose
analgesic study. The study was conducted-at three study centers with a total of 76
subjects randomized, 35 1o the Phenazopyridine Hcl treatment group and 41 to the
placebo treatment group. All subjects were seen and evaluated by the investigator
during the baseline admission visit. Subjects were 10 be entered into the study if they
met a baseline pain level of the Visual Analog Scale of at least: 3 for general
discomfort, 2 for urgency 1o void, and 2 for dysuria. Additionally, the combined sum
of baseline pain level must reach at Jeast seven of the VAS. Once the eligibility
criteria were met, the investigator or authorized designee worked closely with the
subject to collect all efficacy parameters, including the collection of urine samples
during the first six hours post-dosing. The subject was asked {0 void her bladder
before taking the study medication.  ‘Subsequent voids and volume collecied were
assessed during the entire first six-hour-post-dosing observation period. Thesefore,
the subject was required to remain at the study facility during the first six houss post-
dosing. There was a follow-up contact (1-3 days post-dosing) in which the
investigator or authorized designee reviewed with the subject whetherher UT]
condition resolved.

Statistical Methods

Treatment.groups were comparcd with respect to baseline demographic and medical
history variables to examine the comparability of patients assigned to these two
groups. The treatment groups were compared with respect to quantitative measuses,
such as age, using a 1-test and with respect to qualitative variables, such as race,
using Fisher’s exact test. Baseline symptom scores were analyzed using the analysis
of variance. The model used for this analysis included treatment group and study
center. In addition the treatment by study center interaction was-¢xamined. As it
was found to be not statistically significant, it was excluded from the model used in
the final analysis.
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The primary efficacy variable is the overall assessment of therapy. This outcome
was analyzed in two ways. In one analysis the outcome was scored from 1 to 5
(1=poor 1o 5=excellent). This score was analyzed using an analysis of variance. The
model used for this analysis included treatment group and study-center. In addition
the reatment by study center interaction was examined. As it was found to-be not
statistically significant, it was excluded from the model used in the final analysis.
The second analysis summarized the five categorical outcomes and these data were
analyzed using the Cochran-Mantel-Haenszel test. Secondary efficacy variables
consisted of the following: occurrence of compieie general relief, time to compilete
general relief, recurrence of symptoms during the 6 hour period, dysuria (mean relief
score, first relief score, and last relief score), and voiding data (number of voids and
average urine voiding volume). The treatment groups were compared with respect 10
the occurrence of complete general relief and the recurrence of symptoms during the
6 hour period using Fisher’s exact test. The time 1o complete general relief was
analyzed in two ways. First, for those subjects for whom complete general relief was
achieved, the time to this event was analyzed using an analysis of variance. The
model used for this analysis included treatment group and study center. In addition
the treatment by study center interaction was examined. As it was found to be not
statistically significant, it was excluded from the model used in the final analysis.
The second method of analysis was based on survival methods. For those subjects
for whom complete general relief was not achieved, the value of 6 hours was
included and treated as a censored observation. That is, it was assumed thateach
subject was evaluated for 6 hours and that during this period complete.general selief
was not achieved. The treatment group comparison was based on both the Log-Rank
test and the Wilcoxon test. Treatment group comparison for both dysusia and
voiding data were based on the analysis of variance. The model used for this
analysis included treatment group and study center. In addition the treatment by
study center interaction was examined. - As it was found to be not statistically
significant, it was excluded from the model used in the final analysis.

Adverse events were summarized for each treatment group. However, since only
twelve adverse events were noted, no-statistical analysis was performed.

Statistical significance was declared if the two-sided p-value is <0.05. All
computations were performed using the Statistical Analysis System{SAS).

When the sample size was determined, there was no historical data available for this
type of study. A pain study with a similar primary efficacy parameter, overall
assessment, was used to estimate the sample size. A sample size of 35 subjects per
treatment group provided 80% power (at the a=0.05 level) to detect a 20% difference
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in the mean assessment score between Phenazopyridine hydrochlonide and placebo,
assurning a standard deviation of 1.3. Assuming 5 subjects per treatment.group érop
out of the study, a sample size of 80 (40 per treatiment group) was required.

Results

Disposition of Subjects

A total of 76 subjects were enrolled into the study. Thirty-five were randomized to
Phenazopyridine Hcl and 41 were randomized to placebo. All subjects completed
the study and are included in all analyses. The 76 subjects were recruited from three
investigators. The number of subjects from each investigator for each treatment
group is summarized in intext Table 1 and Appendix Table 1. Individual data are
listed in Data Listings 1 and 11.

Table 1
Subject Disposition
lnvesn‘_gator Phenazopyndine Placebo
(Investigator Hel
Number) n pct n . _.pet
Henry -
(1090-1) 11 3] 16 39
Patrick
(1119-1) 8 23 8 ] 20
Gilderman
(1160-1) 16 46 17 4]
Total 35 4]

Demographic and Medical History Summary

Subject demographic data are summarized in Appendix Table 2. No statistically
significant differences between the treatment groups were found. Intext Table 2
summarizes subject’s age and race. For those subjects randomiged $0
Phenazopyridine Hcl the mean age was 31.8 years, with individual subjects ranging

3
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F in age from 15 to 67. The subjects in the placebo reatment group had a mean age of
32.6, with individual subjects ranging in age from 16 to 79.
Table 2
Demographic Summary
Phenazopyridine
Variable Hel oy
(n=35)
Age (years) 31.8 32,6
Race n pct n pct
Caucasian 24 68.6 30 73.2
| Black 3 8.6 8 19.5
Asian 2 5.7 0 0.0
Hispanic 6 17.1 3 7.3

Physical examination revealed that 5 (14.3%) subjects from the Phenazopyridine Hcl

: group a significant abnormality compared to 11 (26.8) subjects from the placebo

iﬁ group. Regarding medical history 18 (51.4%) of the subjects from the

Phenazopyridine Hcl group had an abnormal illness or condition compared to 23
(56.1T%) of the subjects in the placebo group. Abnormal genito-urinary medical
history was found for 12 (34.3%) subjects in the Phenazopyridine Hcl group and 19
(46.3%) subjects in the placebo group. All.subjects had a positive urine dip stick and
had either a negative pregnancy test or did not require a pregnancy test.

The individual demographic, physical examination, and medical history data are
listed in Data Listings 1 through 3 and Data Listing 5.

Baseline Symptoms

Subject baseline symptom data are summarized in Appendix Table 3. No statistically
significant differences between the treatment groups were found. Intext Table 3
summarizes the mean score each symptom as well as the total score. For those
subjects randomized to Phenazopyridine Hcl the mean general discom{ort score was
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6.3, the mean urgency to void was 7.2, the mean dysuria was 7.3, and the mean total
score was 20.8. The subjects in the placebo treatment group had a mean general
discomfort score of 6.4, a mean urgency to void of 6.9, a mean dysuria of 7.0, and a
mean total score of 20.2. All subjects met the minimum scores required for inclusion

in the study.

The individual data are listed in Data Listing 4.

Table 3
Mean Baseline Symptom Scores
Phenazopyridine
Variable Hel ’z;a___‘_“f"l’;’
(n=35)
General
Discomfon 6.3 6.4
Urgency to Void 7.2 6.9
Dysuria 7.3 7.0
Total Score 20.8 20.2

Efficacy Results

The primary efficacy variable was the overall assessment of therapy.. Intext Table 4
and Appendix Table 7 summarize the results of these analyses. In this analysis the
outcome was scored from 1 to 5 (1=poor to 5=excellent). The analysis shows that
mean score for the Phenazopyridine Hcl treatment group was 3.6 and for the placebo
group the mean was 2.6. The difference between the treatment groups was
statistically significant (p=0.0004). When summarizing the individual ouicomes, the
analysis shows that 11 subjects (31.4%) rated the Phenazopyridine Hc) treatment as
excellent compared 1o 2 (4.9%) subjects from the placebo group. At the other-end of
the scale no subjects rated Phenazopyridine Hcl as poor compared 1o 9 (22.0%)
subjects from the placebo group. Based on the individual ratings the treatment group
difference was also statistically significant (p=0.001).
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The individual data are listed in Data Listing 10.

Table 4
Mean Overall Assessment of Therapy
Phenazopyridine
Variable Hel ’:Laf_j‘]’;’
(n=35)
Overall
Assessment 3.6 2.6

One group of secondary efficacy variables was the complete general comfon relief
and the recurrence of symptoms. Intext Table 5 and Appendix Table 4 summanize
the results of these analyses. The analysis shows that 14 (40.0%) of the subjects in
the Phenazopyridine group experienced complete relief compared to 3 (7.3%) of the
subjects in the placebo group. - The difference between the treatment groups was
statistically significant (p=0.0008). Among the subjects who experienced complete
relief, 4 (28.6%) subjects in the Phenazopyridine group and 0 (0.0%) in the placebo
group experienced a recurrence of symptoms. The treatment group difference was
not statistically significant (p=0.54).

The individual data are listed in Data Listing 6.

Table §
Summary of Complete General Comfort Relief and Recurrence of Symptoms
Phenazopyridine
Variable Hel Placebo
wN pet n/N pet
Complete | 1ams | 400 | 3M 73
o’}g‘;"n’gl’;‘]’;s ana | 286 | on 0.0
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Another secondary efficacy variable was the time to complete general-comfortselief.
Intext Table 6 and Appendix Table 4 summarize the results of the analysis of this
variable. Using survival methods the analysis shows the mean time to-complete relief
was 4.9 hours compared to 5.8 hours for the placebo group. The difference between
the treatment groups was statistically significant{p<0.0004). These data are
graphically summarized in Figure 1. Among the subjects who experienced compiete
relief the mean time to complete relief was 3.2 hours compared to 5.2 hours for the
placebo group. The difference between the treatment groups approached statistically
significant (p=0.0662).

The individual data are listed in Data Listing 6.

Table 6
Time to Complete General Comfort Relief (hours)
Variable Phenzzopyridine Placebo
Overall
Assessment
4.9 58
{Based on = >
Survival (n=35) (n=41)
Methods)
Overall
Assessment
3.2 5.2
(Based on - -
Complete Relief (0=14) ' (n=3)
Subjects Only)

A secondary efficacy variable related 1o the effect of the treatment on dysuria. Intext
Table 7 and Appendix Table 5 summarize the results of the analysis of dysunia.
Three measures associated with the dysuria score (1=no relief to S=complete relief)
were analyzed. For each subject the mean score associated with all voids during the
six hour period was determined. In addition, the score given at the first void and the
score given at the last void was also determined. The analysis shows that the mean
for the subjects treated with Phenazopyridine group was higher than that for subjects
treated with placebo. For the mean relief score for all voids, the response for the

99-001-CR 82
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Phenazopyridine Hcl group was 3.0 compared 10 2.4 for the placebo group. The
difference between the reatment groups was statistically significant {p=0.0011). For
the subjects in the Phenazopyridine group the mean dysuria score was 1.9 for the first
void and 3.5 for the last void. In the placebo group these means were 1.6 and 2.9,
respectively. The treatment group difference was not statistically significant
(p=0.18) for the first void but was statistically significant for the last void (p==0.02).
Figure 2 summarizes the dysuria (mean + standard error) for each void. When
viewing this graph it should be remembered that the number of subjects becomes
smaller as the void number increases.

The individual data are listed in Data Listing 8.

Table 7
Mean Dysuria Scores
Phenazopyridine
Variable Hel :i;“b"])
(n=35)
Mean Across :
All Voids 3.0 2.4
First Void 1.9 1.6
-Last Void 35 29

For each subject the number of voids and the average urine volume voided was

" determined. Intext Table 8 and Appendix Table 5 summarize the results-of the
analysis of dysuria. The analysis shows that the mean number of voids for the
subjects treated with Phenazopyridine group was 5.7 compared 10 5.1 for subjects in
the placebo group. The difference between the eatment groups was not statistically
significant (p=0.33). For the subjects in the Phenazopyridine group the mean urnine
volume per void was 108.3 ml while the subjects in the placebo group experienced a
mean urine volume of 119.3 m! per void. The treatment group difference was not
statistically significant (p=0.74). Appendix Table 5 also shows the frequency
distribution for the number of voids per subject. The most frequently occurring
number of voids was 4 and 5 for the Phenazopyridine group, both having a frequency
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of 8 subjects, while 4 was the most frequently occurring number for the placebo
group, with 12 subjects having this number of voids.

The individual data are listed in Data Listing 8.

Table 8
Voiding Summary
Phenazopyridine |
Variable Hcl ’;;a:?;’
(n=35)
Mean Number
Of Voids 5.7 5.1
In Six Hours
Mean Urine
Volume Per Void 108.3 119.3

As is shown in Data Listing 7, no subject used supplementation medication during
the six hour study period.

Safety Results

A summary of the adverse events is given in Appendix Table 6. Individual data are
shown in Data Listings 9A through 9E. Adverse events were recorded Yor four
subjects in each reatment group. Only one of the adverse events, a kidney.infection
in a placebo treated subject, was considered severe. This event was considered 1o be
not related to the treatment. The event that was reporied most frequently was nausea.
This event was reported in four subjects, three in the Phenazopyridine Hcl group and
one in the placebo group. The only other event that occurred in mose than one
subject was a headache, which was reported-in two placebo treated subjects.
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Conclusions

The following conclusions can be reached with regard 1o this study to evaluate the
efficacy and safety of Phenazopyridine hydrochloride (Formula PD-F-0016) as a

short term treatment of urinary symptoms associated with urinary tract infections in
women:

1. The treatment groups are well balanced with regard to-demographic, medical
history, and baseline variables.

2. The primary efficacy variable, the overall assessment of therapy, showed that
Phenazopyridine Hel was significantly better than placebo in relieving urinary
symptoms associated with urinary tract infections.

3. Among the secondary efficacy variables, Phenazopyridine Hcl was4ound to be
significantly better than placebo with respect to: occurrence of complete general
comfort relief, time to complete general comfort relief, mean relief-dysuria score
across all voids, and last void dysunia relief score.

4. Neither reatment group demonstrated any safety concerns. The event that was
reported most-frequently was nausea. This event was reported in four subjects,
three in the Phenazopyridine Hcl group and one in the placebo group. The only
other event that occurred in more than one subject was a headache, which was
reported in two placebo treated subjects.

10
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Table 1
Summary of Subject Disposition
Treatment
Treatment Groups Group
Investigator Phenazopyridine Hcl Placebo Comparison
_(Number) n (percent) n{percent P-Value
Henry (1090-1) 11(31.4) 16 (39.0) 0.83'
Patrick (1119-1) 8(22.9) 8 (19.5)
Gilderman (1160-1) 16 (45.7) 171(41.4)
Total 35 41
Note: All subjects completed the study.

One subject (604) in the Phenazopyridine Hcl group was not available for the
follow-up contact.

! P-value based on Fisher's exact test.

99-001-CR
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Table 2
Summary of Baseline Demographics
Treatment
Group
Treatment Groups Comparison
Variable Statistic Phenazopyridine Hel Placebo P-Value
Age (years) Mean 318 32.6 0.814
. Sud 12.8 14.9
Min 15 16
Max 67 79
] 35 4)
Treatment
Treatment Groups Group
Phenazopyridine Hcl Placebo Comparison
Variable utcom n {percent) n {percent) P-Value
Race Caucasian 24 (68.6) 30(73.2) 0.142
Black 3( 8.6) 8(19.5)
- Asian 2(57D 0( 0.0)
Hispanic 6(17.1) 3(173)
Physical Exam  No 30 (85.7) ~ 30(73.2) 0.26°
(Significant Yes 5(14.3) 11 (26.8)
Abnormality)
Medical History Normal 17 (48.6) 18 (43.9) 0.82?
(Illness or Abnormal 18 (51.4) 23{56.1)
Condition)
Medical History Normal 23(65.7) 22 (53.7) 0.35°
{Genito-Unnary) Abnormal 12 (34.3) 19 (46.3) :
Urine Dip Stick Positive 35 (100) 41 (100)
Negative 0(0.0) 0{0.0)
Pregnancy Test Negative 32 (91.4) 34 (82.9)
NA 3(8.6) 7071
! P-value based on t-test.

# p.value based op Fisher’s exact st
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Table 3
Summary of Baseline Symptoms
Treatment
Group
Treatment Groups Comparison
Variable Statistic Phenazopyridine Hel Place] P-Value'
General " Mean 6.3 6.4 0.79 -
Discomfort Sud 1.6 1.8
Min 32 3.5
Max 10.0 99
n 35 4]
Urgency to Mean 72 6.9 0.39
Void Sud 1.8 2.1
Min 2.5 20
Max 9.6 10.0
n - 35 4]
Dysuria Mean . 73 - 70 048
Sud 2.0 1.9
Min 3.0 \ 2.0
Max 9.8 ’ 9.9
n - 3& - 41
Total Score Mean 20.8 20.2 0.57
Std 4.2 4.7
Min 109 7.5
Max 28.9 28.0
n 35 4}

*P.value based on analysis of variance.
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December, 2000
E Advanced Care Products
Protocol No. 99-001-P
Table 4
Summary of Subject Evaluation
Treatment
Treatment Groups Group
Phenazopyridine Hcl Placebo Comparison
Variable Outcome n (percent) n{percent) P-Value
Complete General ~ Yes 14 (40.0) 3(17.3) 0.0008"
Comfori Relief No 21 (60.0) 38492.7)
Recurrence of Yes 4 (28.6) 0( 0.0 0.54'
Symptoms No 10(71.4) 3(100)
Treatment
Group
Treatinent Groups Comparison
Varnable Siatistic Phenazopyridine Hcl Placebo P-Value
Time to Complete  Mean 3.2 52 0.0662°
Genera) Comfon Sud 1.6 1.0
Relief (hours) Min 1.0 4.0
Max 6.0 5.8
n 14 3
F Time 10 Complete  Mean 4.9 5.8 0.:0004°
General Comfort o 35 41 0.0003*
Relief (hours)
based on survival
methods®

! P.value based on Fisher's exact test.

? p.value based on analysis of variance.

3 p.vaiue based on Log-Rank test.

* P-value based on Wilcoxon test.

* Censored observations set equal to 6 hours
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Tables -
Summary of Voiding Data and Effect of Dysuria
Treatment
Group
Treatment Groups Comparison

Variable Statistic Phenazopyridine Hel Placebo P-Value'
Mean Relief Mean 3.0 24 0.0011
Score Across Std 0.8 0.9
All Voids* Min 1.7 1.0

Max 45 4.0

n 35 41
First Void Mean 1.9 1.6 0.1773
Relief Score? Std 1.0 0.9

Min 1.0 1.0

Max 4.0 4.0

n 33 41
Last Void Mean 35 2.9 0.0218
Relief Score? Sud 1.1 1.2

Min 1.0 1.0

Max 5.0 5.0

n. - 35 4]
Nurnber of Mean 87 5.1 0.3303
Voids in Sté 2.9 2.2
Six Hours Min 2.0 2.0

Max 17.0 10.0

n 35 41
Urine Volume Mean 108.3 119.3 0.7386
Per Void (m)) Std 63.0 88.2

Min 31.9 8.5

Max 355.0 367.%

n 35 41

' P.value besed on analysis of variance.
2 Scores are coded as follows: 3-no relicf, 2-a little telief, 3-some relief; 4-3-Jot relief, S-compiete relief.
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Advanced Care Products
Protocol No. 99-001.P

Table §
Summary of Voiding Data and Effect of Dysuria (cont.)

Treatment Groups

Phenazopyridine Hel Placebo
Variable Outcome n (percent) n.(percent)
Number of Voids 2 1( 2.9 3(7.3)
3 5(14.3) 6{14.6)
4 8(22.9) 12(29.3)
5 8 (22.9) 5(12.2)
6 4(11.4) 5(12.2)
7 2( 5.7 3( 7.3)
8 2( 57 3(173)
9 3( 8.6) 1( 24)
10 0( 0.0) 3( 7.3)
12 1(2.9) 0( 0.0)
17 1(29) - 0( 0.0)
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TREATMENT QROUP
PLACEBO

PLACEBO

PLACEBO

PLACEBO

PRENAZOPYRIDINE HCL

PRENAZOPYRIDINE KCL

PRENAZOPYRIDINE HCL

PHENAZOPYRIDINE HCL

SUBJRET
101
202
208

303

201
203

204

1002

AR
NUMBER RUMBER

1

1
2

YR

ADVANCED CARE PRODUCTS
PROTOCOL NO. 99-001-P

TABLE 6
LISTING OF ADVERBE KVENTS

ADVERSE EXPERIENCE

HEADACHE

ITCRING-UPPER RXTRERITIRS & CHRST
BUMPS-UPPER BXTREMITIRS & CHRET
REDNESS -UPPER EXTREMITIES & CHEST
KIDNEY INPRCTION

HEADACHE
NAUSEA

NAUSEA
HRARTBURN

NAUSEA/VONITING
LOW ABDONEN PAIN

NAUSEA

SEVERITY
MILD
MODEBRATE
MODRRATE
MODERATE
SXVERE

MILD
MILD

MILD
KODRRATE

HODERATR
MODERATE

HODERATE

CAUSE
POSSIBLE
POSSIBLE
POSBIBLE
POSSIRLE
NOT RELATED

POSBIBLE
POSSIBLE

PROBABLR
POSSIBLE

UNLIKELY
uNLIRELY

PROBABLE

Lpmg apuopoolpdy supuiidozeudy

0007 ‘1aquiad3q
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Phenazopyridine Hydrochloride Study Study 99-001-CR

December, 2000
Advanced Care Products
Protocol No. 99-001-P
Table 7
Summary of Overall Assessment
Treatment
Treatment Groups Group
Penazopyridine Hcl Placebo Comparison
Varjable Qutcome n (percent) n {percent) P-Value
Overall Assessment  Poor 0( 0.0) 9 (22.0) 0.001"
Fair 10 (28.6) 12(29.3)
Good 6(17.1) 10[244)
Very Good 8422.9) 81(19.5)
Excellent 11(31.4) 2( 4.9
Treatment
‘Group
— TreammentGroups Comparison
Variable Siatistic Phenazopyridine Hel Placebo P-Value
Overall Assessment  Mean? 3.6 2.6 0.0004°
Sid 1.2 1.2
Min 2.0 10
Max 5.0 5.0
n 35 4]

! P-value besed on Cochran-Mantel-Haenszel. )
' Assessment scored as: 1=poar, 2=fair, 3=good, 4=very pood, S=excellent.
? P-value based on analysis of variance.
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FIGURE 1
TIME TO SYMPTOM RELIEF
SURVIVAL ANALYSIS USING 6 HOURS IF NO RELIEF 48 FOUND
1.00 4 S st . e e s e e
e ——— !
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ADVANCED CARE PRODUCTS
PROTOCOL NO. 93-001—-P

FIGURE 2
DYSURIA SCORE BY VOID NUMBER
- MEAN + — STANDARD ERROR FOR £ACH TREATMENT REGIMEN
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