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PROTOCOL SUMMARY 
Protocol 99-009-P 

1. Objective: 

2. Phase: 

3. Design: 

4. Number of Subjects: 

5, Type of Subjed: 

6. Key IndusionfExdusion Criteria: 

7. 

8. Placebo: 

9. Efficacy Parameters: 

10. Safely Paramelers: Adverse e~ps%en&s. 

11. 

12. 

Tea Drug Dosage: 

Data Analysis: 

RkkfBenefil Summary: 

To determine the afhcacy of phenzophyridine 
hydrochloride as a short term urinary analgesic in 
woman 8s ampmid to placebo. 

IV 

Double blind and pkebo contrdiad. 

80 subjacts randornizad to 2 groups 

Subjarrls with p&due-to a urinary infedion 
as described by the’protacol. 

-Heakhy femele. 12 years or oMar. non-pregnant and 
non-nursing 

-No hiitory of renal or hapatic dysfundion 

One single orat dose ofi%anazapyridina 
hydroqh)onda(oral dobe consists d 2 tablets 
con~ainirag 9Smg dmediitionper tablet). 

Inactive ingradiintstablets. One single oral dase 
consisting of 2 tabfeta. 

Efficacy 8sseSsments will induda relief of symptqrns 
of genarai discomfplt, dysuna. fraquenrcy to void and 
urine voluma~9vamll aasassmani of *he study 
Wdbtit%Witkb8~~t60 66SeSSSd. 

Efkacy assessrr+nts will indude the overall 
assessment ottharapy. time to qompfete relief of 
general discomfprf (using a stopwatch tachnique). 
average vdumepar void, number of voids par subjecl 
and dnr~ efbx.l diiration. 

Minimal risk to’ subjar%. Subja& randomized to 
placebo rnay:not’erperience rafiif of symptoms 
during partiqipatmn in the Study. Possible ban&l 
may be tempdrery ralif~vf urinary syrnptornalology if 
smdomized lo active group. 
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1.0 INTRODUCTION 
Phenaropyridine hydrochloride, an azo dye, is the active ingredient 
in over the counter &edications for symptomatic r&if of urinary 
tract infections (UT#s). 11 has widely been used iti the United States 
as a urinary tract analgesic since 1914. It is still used40r its local 
analgesic action on mucous membranes of the urinary @act. 
Phenazopyridine hydrochloride is excreted in the urine where it 
exerts a topical analgesic action on the urinary @act 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). Phenazopyridine hydrochloride tablets have 
been avaiiable over the counter since the 1960’s. Currently, 
phenazopyridine hydrochloride products with doses of 
approximately 100 or 200 mg per tablet, are availa4Ie on 
prescription for use as a urinary tract analgesic. Doses 3ess than 
100 mg are available OTC. 

Phenazopyridine hydrochloride is a commercially available over the 
counter (OTC) urinary pain relief medication distributed by 
Advanced Care Products, Personal Produds Company as 
URISTATQ (95 mg .per tablet). URISTAV is indicWed for short-term 
use to relieve symptoms such as pain, burning, and urinary 
urgency and/or frequency caused by irritation of the lower urinary 
tract mucosa. The reSx>mmended dosage of UR&TAF, 2 tablet? 
(95 mg per tablet), 3. times per day for a total of 6 Zablets per day, 
not to exceed 12 tablets over a ? day period, is safe to use as a 
urinary tract analgesic. URISTAT should not. be administered qo 
individuals with renal insufficiency and should be kept out of the 
reach of children. 

1.0.1 Preclinkat Data 
Phenazopyridine hydrochloride has a low order of toxicity as shown 
by the following LD, values: 

Sswies 
Rat 
Rat 
Mouse 

Route LD, 
oral 472-i&g 
i.p. 200 mgkg 
i.p. 180 leg&g 

The amount of phenazopyridine hydrochloride delivered to an 
average individual in a 6 tablet daily dose is (I 1.64 mgkg or 3.68 
mg/kg at each 2 tablet- interval. These values are far below the 
reported LID= values. 

1 
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Ten mongrel dogs were given daily oral doses of phenazopyridine 
hydrochtoride at the rate of 60 mg/day for an unspeoified 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 
lachrymai glands were removed and examined for hislopathological 
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 @latter and Davis, 1974). 
Reproduction studies have been performed in rats at doses upa0 
50 mg/kg/day and have revealed no evidence of impaired fertility or 
harm to the fetus. 

Long term administration (2 years) of 225 grams&g of 
phenazopyridine hydrochloride has induced neoplasa in the aarge 
intestine of rats (IARC, 1979). Life time administration of 81 g/kg 
of phenazopyridine hydrochloride has induced neoplasa in the liver 
of mice (IARC, 3979). 

1.0.2 Clinical Data 
The metabolism and urinary excretion of phenatopyridine 
hydrochloride has- been studied in humans. Thebio-transformation 
is hepatic and the elimination is renal. .In six subjects, 90°r6 of a 600 
mg dose was eliminated in the urine in 24 hours as unchanged 
drug and metabolites (6.9Y0 appeared as aniline, 18% as 4- 
acetoaminophend and; 4 1% as phenazopyridine hydrochloride and 
o-aminophenol in trace amounts). More than 5Q percent of the 
adminisiered dose was reductively cleaved to yield aniline and 
triaminopyridine, suggesting that the metabolitesof aniline probably 
contribute to the reputed analgesic effect of phenazopyridine 
hydrochloride on the urinary tract mucosa (Johnson and Chartrand. 
1976). 

Several clinical triak have been conducted. In’ 1943, one trial 
administered 200 mg phenazopyridine hydrochloride,. 3 times ,per 
day for 2 weeks to 118 subjects with urinary i&&ions and in 1970, 
49 subjects with urinary infections were administered 2m mg 
phenazopyridine hydrochloride 3 times in t day. Nq adverse 
effects were observed during the studies. In 1975, clinical tnaSs 
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 (Z&nit&y 
and Khanel, 1998). 
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Phenatopyridine hydrochloride should not be administered to 
individuals with renal insuf%ciency. in these subjects, transient 
acute renal failure may occur. It 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 to normal subjeots was excreted in an 
average of 20 hours with peak excretion occurring in the second 
and third hour after ingestion. In contrast, in 1-O subjeots with 
urologic disorders, 3 of whom were azotemic, excretion was 
delayed to 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 resuks 
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 methemog@binemia. Also, hemolytic anemia, 
hepatotoxicity and nephrotoxicity have been attributed to an 
overdose. The toxic effects of phenazopyridine hydrochbride are 
attributed to its metabolite, 2,3,6-triaminopyriiine, which has been 
shown to auto-oxidize at neutral pH, generating superoxide radical 
and hydrogen peroxide (Munday and Fowke, 1994). The first 
reported instance of methemoglobinemia due to ingestion of 
phenazopyridine hydrochloride was in 1951. *In the 1960’s, several 
cases of acquired methemo9lobinemia and Heinz body hemolytic 
anemia associated with therapeutic dosage of phenaropyridine 
hydrochloride were reported in subjects with renal insufficiency 
(Cohen and Bovasso, 1971). Adverse effects including 
methemoglobinemia, hemolytic anemia, and acute renal 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 @efenitsky 
and Zhanel, 1996). 

_, ,, 

There are reported cases of accidental ingestion of phenazopyrine 
hydrochloride by children, ages 13 to 76 months (Wander et al. 
1965; Bloch and Porter, 1969; Cohen and Eiavasso, 1971). All 
cases resulted in methemoglobineia after ingestion of 700 to 8000 
mg of phenazopyridine hydrochloride at one time. Thechildren 
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. 

3 
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1.1 

1.2 DESCRiPTION OF STUDY 

OBJECTIVE 
This study will evaluate the efficacy and safety of phenazopyridine 
hydrochloride (Formula PDF-0016) as a short term treatment of 
urinary symptoms associated with urinary tract infections in 
women. 

This is a randomized, double-blind, parallel-group, placebo 
controlled, single dose analgesic evaluation of the efhcacy and 
safety of phenazopyridine hydrochloride 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 subjeots 
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. 

Aft 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 
explained to her an&she- is randomized, the investigator or 
authorized designee wilt work closely with the subje@ 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 or adverse 
experience (incidence and severity) during the first six hours post- 
dosing period. 

There wilt be a follow up contact (day 1-3 postdosing) 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 ocmned 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 
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Each subjeot will be randomly assigned to reoeive either one .oral 
dose of 2 tablets (95mg each) of phenazopyridine hydrochloride or 
one oral dose of 2 tablets of placebo. All study medication will be 
administered at the clinical site and monitored for 6 conseoutive 
hours. 

Subjects will only be entered into the study, if on the day of study 
dosing, they meet a baseline pain level on the Wsuat Analog Scak 
o/AS) of at least: 

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

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

After the entire six-hour oost-dosino observation oeriod, is 
comolete. the subject will beain the medical treatment srescribed 
bv the investiaator to 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 wart 
at least four hours postdasing before taking supplemental pain 
medication, if there is no analgesic response to 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 bain medication. A iinaf’ assessment of 
current pain and retief.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 Me of taking 
supplemental analgesic medication whichever occurs frrst, the 
subject will make an overall assessment of the improvement of her 
symptoms by the study medication, selected from the following 
scale: excefient, very good, good, fair, poor (for more d&a% see 
the Time and Events Schedule Flow Sheet, page ii). 

99-001 -CR 
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1.3. SUBJECT SELECTION 

1.3.1 Studv Pooulatioti 
Approximately 80 females exhibiting a symptomatic 
uncomplicated urinary tract infection confirmed by winedip 
stick and pain baseline symptoms with a VAS score on the 
day of study dosing of at least: 

o Three for general discomfort 
o Two for urgency to void and 
0 Two for dysutia (pain at urination) 

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

Prior to any study related procedures, the subjeots 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 
enrollment into the study. Exceptions to these 
inclusion/exclusion criteria may be allowed if pre-approved 
by the medic& monitor. Any exceptionsto the protocol must 
be documented onthe case report form and source 
document(s) as described in Se&on 1.6.2 of this protoool. 

1.3.2 Inclusion Criteria 
Those subjects who meet the following criteria will be eligible 
for participation in this study: 
0 12 years of age or older {Minors require parental or 

guardian consent) 

o 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 chitd-bearing potential, 
including those who have had tubal ligations. 

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

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

99-001 -CR 34 
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Additionally, the combined sum of baseline pain level must 
reach at least 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 
lower abdominal section. Dysuria is defined as pain during 
urination. Urgency $0 void is defined as an urgent need to 
urinate, even when urine flow is minimal. 
o Confirmatory diagnosis of a symptomatic uncomplica&d 

UTI by Urine Rip Stick. 
0 Ability to perform study procedures and supply the 

necessary information to the study personnel as required 
by the protocol. 

0 Qthennrise in general good health, in the opinion of the 
investigator. 

l 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 
hydrochloride and its effects in urine discoloration. 
Use of any systemic anti-infective within seven ,days of 
admission. 
Use of any over the counter or prescription analgesic 
(Tylenol*, ?vtotrin@, etc.) within 24 hours of the day of 
study dosing. 
History of sensitivity to phenazopyridine hydrochloride. 
Current history of renaldysfunction. 
Current history of hepatic dysfunction. 
Current history of diabetes. 
Has had more than two documented Urinary Tract 
Infections withina 12-month period or subjects with UTIs 
that do not clear up with proper treatment . 
At risk in terms of the precautions, warnings, and 
contraindications in the package insert for 
phenazopyridine hydrochloride. 
Employees of Johnson 8 Johnson, its affifiliates, or 
employees of the clinical investigationaf site. 
A history of drug abuse or alcohol abuse within 8 
months. 
Current participation in a clinjcal trial or received an 
experimental drug or used an experimental device in the 
last 30 days prior to admission into this study. 

9940 1 -(CR 
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1.4 PROCEDURES 
Every subject interested in participating witlbe 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. 

Subiect’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: 

l Three for general discomfort 
o Two for urgency to void and 
o Twofor dysuria (pain at urination) 

on the Visual Analog Scale o/AS) 

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

Laboratory Zests 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) 

After determining the subject’s eligibility and interest. in study 
participation, the investigator or designee will explain the study 
and study procedures in detail- Onoe all admission procedures 
are completed, subjects will he assigned drug according to a 

8 
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randomization schedule (provided by Advanced Care f roduets). 
Randomization will be stratified to ensure an equal distribution of 
subjects to each arm of the study. Study medication must be 
dispensed in sequential numerical order, starting with the 4owest 
number first. 

Studv Medication Use and Procedures 
The study medication will be administered during thebaseline 
admission visit by the investigator or authorized designee. 
Qualified subjects will be randomized in equat numbers to: 

l A single dose of 2 tabiets (95mg) of phenazopyridine 
hydrochloride or 

0 A single dose of 2 tablets of ma%ching 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 wiii evaluate her general discomfort relief. Assisted with a 
stop watch or equivalent device the subject will measure time to 
complete relief (no more general discomfort). 

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

The subject should remain at the study facility for thefirst hours 
pest-dosing. The subject wii4,be allowed to eat and drink “ad lib” 
but should remain at the study site. Duiing this observatron 
period, the subject will provide the study personnel with aB the 
required observations, which will be entered in the subject’s 
source documentation chart a&case report forms. At theend of 
the six-hour observation period, the subject will make anoverall 
assessment of therapy, selected from the following scale: 
excellent, very good, good, fair, ,poor {See Time and Events 
Schedule Flow Sheet). 

if supplemental ana4gesic 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 
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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 -to 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 -taking 
supplemental analgesic medication, whichever occurs first, the 
subject will make an overall 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 40 complete all information at the 
required times, as specified by the protoool. The completed 
information will be collected during the postdasing six-hour 
observation period, An authorized designee will review and 
conf,rm the information with theeubject and resolve any 
discrepancies before the subject leaves the study site. easeline 
and subsequent measurements of general discomfort, urgency?0 
void (number of voids and volume) and dysuria will be’ assessed. 

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 chart. 

If any procedures such as dental work, where prophylactic 
antibiotic was used within 7 days prior to day of study dosing, 
subjects should refrain from enrolling as described in Section 
1.3.2. and l-3.3. 

Follow UD - Dav l-3 
The subject must be contacted within 3 days post-dosing -to 
determine if her UT1 condition has resoived. The incidence and 
severity of any adverse experience that may have oocur-ced since 
the completion of the six-hour w&dosing observation period and 
the administration of the medication -to treat her UTI condition will 
also be assessed. 

If a subject can not be reached 4or the follow up contact, a 
registered letter with return receiptwill be sent reques%g the 
follow up information. 

14-I 
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Discontinuation From the Study 
Subjects will be discontinued from the study for the following 
reasons: 
1. Adverse experience(s) 
2. Subject choice 
3. Supplemental medication taken 
4. Nb follow-up contact possible 

Discontinuation 
The following discontinuation procedures are to be performed 
upon completion of the study or study discontinuation: 

1. Collect all efficacy and safety information 
2. Complete discontinuatior&ompletion form 

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

1.5 MATERIALS. SUPPLIES AND LABELS 

1.5.1 Test Articles 
The test product is phenazopyridine hydrochloride (Formula No.: 
PD-F-00?6). a 2,6diamino-&(phenyazo) pyridine 
monohydrochloride. This Azo dye has a moiecujar weightM 
249.70 and it is a light or dark red to dark vioiet, odorless, slightly 
bitter, crystalline powder with an. empirical formula of 
C,,H,,N,.HCI. The single dose of two coated tablets of study 
medication contains approximatety 53% WNV of Phenazopyridine 
Hydrochloride, USP. Other ingredients present in thq formulation 
are Lactose Hydrous, NF; Sodium StarchGlycoiate, Nf; Corn 
Starch, NF; Hydrogenated Vegetable Oil =(Sterotex I@ Colbial 
Silicon Dioxide, NF and magnesium Stearate, WF. The two study 
medication tablets have a dark brown color and will be blister- 
packed inside a white study medication box. 

The ptacebo control in this clinical study, is a single dose of two 
coated tablets containing no active ingredient (Formuh No.: PO 
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. 

Altstudy medication should be stored. at room temperatureand 
out of the reach of children. 
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1 s.2 SuPnlies 
Advanced Care Products will provide the investigatir with the 
following supplies: 

1. Case Report forms (CRFs) 
2. Drug Inventory She&s 
3. Clinical Test Articles 
4. Subjects instructions 
5. Stopwatch(s) or equivalent device@) 
6. FACT PLUS” Test for Pregnancy or equivafent 

1.5.3 Labelinq 
A two-part tear-off blinded label containing the following 
information will be used: 

l Dosage form and quantity 
e Protocol number 
l Active ingredients 
e Route of admin&ration 
0 Storage instructions 
e Directions for usedsee subject instruotion 

sheet) 
l Caution statement as required 
o Keep out of reach of children 
e Subject number 
0 Space for +t@ct initials 
l Name and address of y>onsor 

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. 

Identity of the drug, quantity and lot numbers will be conoeated in 
a blinded area of the label (the investigator will be blinded 
throughout the study). This maybe unblinded for emeroemx 
purooses. only by rubbing off the silvetcoa$ed area. Any labels 
that -have been unblinded should. be repcvted to AC? and 
recorded appropriately in the case report &rn. 

1.5.4 Packaqing 
All medication boxes wilt be standard white cartons with an 
outside two-part tear-off *label. All packages will be closed with 
tamper evident seals. The Wo treatment groups are indicaaed 
below: 

e Two dark brown coated~abtetsoon&inislg 
phenazopyridine hydrochloride ($5 mg) (Formtia NO.: 
PDF-0096) blister-packed with instruct&n for use. 
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l Two dark brown coated tablets containing no active 
ingredient (piacebo)(Formula No.: PDF-1797) -Mister- 
packed with instructions for use. 

1.6 MANAGEMENT OF tNTERCURRENf EVENTS 

1.6.1 Recardina 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 reoorded. 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 
questioning and/or examining -the subject during the six-hour 
post-dosing period or during the fof@w up contact. 

Study drug relationship for eachsadverse experience should 
be determined by the investigator using the foflowing - 
explanations: 

Not. related 
l The experience is clearly related to other factors such 

as the subject’s clink&state, therapeutic interventions, 
or concomitantly administ&ed drugs. 

-lfnfjkefy 
IL ihe experience was most~ likely produe by other 

#actors such as the subjeotrs clinical state, therapeutic 
interventions, or concomitantly administered drugs. 

‘I and does not follow a known response ;pattem to-the 
test drug. 

Possible 
B The experienoe follows a reasonable temporal 

sequence from -the time of drug administration, 
D andlot follows a known response pattern to the test 

drug, 
D but could have been produced.by other factors such as 

the- subject’s ciinicai- state,~therapeutic inten&ntions, or 
concomitantly administered, drugs. 
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Probable 
1 The experience follows a reasonable ?emporal 

sequence from the time of drug- adminis$ation, 
8 and follows a known response pattern to the test drug, 
n and cannot be reasonably explained by other faders 

such as the subject’s clinical state, therapeutic 
interventions, or concomitantly administered drugs. 

Highly Probable 
8 The experience follows a reasonable temporal 

sequence from the time of drug administration 
m and follows a known response pattern to the test drug, 
8 and cannot be reasonably explained by other fac4ors 

such as the subject’s clinical &ate, therapeutic 
interventions, or concomitantly administered drugs, 

I and either occurs immedM?ly following test drug 
administration, or improves on stopping the drug, or 
reappears on repeat exposure, or there is a positive 
reaction at the applicationsite. 

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

Assessment of Severi+ 
Severity of an adverse experieti is defined as a quaMative 
assessment of the degreeof intensityof an adverse 
experience as delermined by the investigator or repoH& 
him/her by subject. The assessment of severity is made 
irrespective of dtwg relation?%ii or seriousness of the 
experience and should be evaluated according to the 
following scale: 

l-=Mild P*Wloderab 3=si?veie 

A SERtOUS ADVERSE EVENT is any adverse drug 
experience occurring at any dose that results in any of the 
following outcomes: Death, a-life-3h~atenitlgadversedrug 
experience, inpatient hospitalizationor prolongation of 
existing hospitaliiation,or a congenital anomaly/birthdefect. 
Important medical events that may not result in death, be 
life-threatening, or require hosPit%zation may be 

-considered a serious adverse drug experience when,based 
upon appropriate medical judgment, they may jeopardize 
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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 moreserious form, 
might have caused death. It also includes one which 
requires intervention to prevent it from becoming life- 
threatening. 

“Hospitalization-lnitialor Prolonged” is defined as a hospital 
admission or extension of hospitalirationdue to an adverse 
event. 

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

I .6.2 Deaarture from the Protocol 
A departu,re from this protocol will occur for an individual subject 
only in the event of an emergencywhich warrants such a 
departure. This departure is only for that subject. The 
investigator in attendance in suchan,emergency willcontact 
immed,iately by telephoneone of the ADVANCED CARE 
PRODUCTS personnel listed in th&ectionof this protocol. ‘iie 
comments section of the case record form for that subject must 
describe the departure from the protocol and state the justification. 

All serious adverse experiences, the ADVANCED CAFE 
fWXWC7S medical monitor will be notified immediately by 
telephone (see page 16) and subsequently in writing within@&@) 
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 repor4ed on &e 
appropriate case report form and source document. 

Unexpected adverse experiences which are assocbatad with the 
use of the test article(s) must be immed,iately 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: 

99-001 -CR 
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Frederick L. Cone 
Manager, CiinicaI Research 
Advanced Care Prod&s 
Personal Produds Company 
691 us #I - P.O.Box,6024 
North Brunswick. New Jersey Q8QO2-0724 
Office: (732) 524-1436 
E mail: Fcone~cocus.inLcom 

David H. Upmatis, M.D. 
ExecutiveDirector, Clinical Af?airs 
Advanced Care Produots 
Personal Produots Company 
691 US #l - P.Q.Box 6024 
North Brunswick, New JerseyQ8902-0724 
OffCe: (732) 524-1426 
E mail: Dupmafic~cus.ini.oom 

If none of the above are availabie,calt-(908) 524-6400 
(Johnson & Johnson operator after hours). 

1.6.3 Concurrent Medication ^’ 
Other medications may be used during the duration of the study. 
The use of any medication other than study medication will be 
reported, on the source document. Use of any type of analgesic or 
pain reliever during the first six-hour post dosing will discontinue 
the patient for continuing her partiiipa&n. The investigator 
should notify the ACP monitor, when-any deviation or protoool 
violation of this nature should oocur. 

1.6.4 Modikatfons of the Protocol 
Neither the investigators nor the Advanced Care Produots 
monitor will modify this protocol withoutfrrst obtaining the 
concurrence of the other. The party initiating a rnpdifkation will 
confirm it in ,writing. 

1.7 REPORTING REQUlREMENTS 
All reports and communications relating to subjects in the study will 
identify eachsubject with the subject’s initials andsbyjhe subject’s study 
number only. 
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1.7.1 Reaulatow Documentation 

Documents that must be submitted to Advanced Care Produc& 
(Items 1-7 Prior to initiation of the Studvk 

1. 
2. 

3. 

4. 

5. 

6. 

7. 

8. 

Signed and Completed FDA Form 1572. 
Assurance that an IRB that complies with the 
requirements set forth in Title 21 Part 36 of the Code of 
Federal Reguiations 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, tifk, sex, 
occupation, and any institutional @Watton of each 
member. If accompaniedby a letter of explanation from 
the IRB, a general assurance number from 4he 
.Depar)tment of Wealth and Human Services may be 
substituted for this list. 
A-copy of the formal written notification approval from the 
tRf3 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 188 member may not 
vote on any research in which he or she is involved. 
An tRB approved specimen-copy of the Informed 
Consent Form and other adjurMive materials used in this 
study40 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 tisted’ort 
the FDA 1572 form. 
Signed and dated Investigator Agreement or protoool 
signature page (Section 2.6). 
Copy of laboratory license;(eg. CLIA lioense) and 
laboratory normal values for any laboratory tests 
performed for the protocol 
IRS Approved Advertising texts used for subject 
recruitment. 
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1.19 ACCEPTABitlTY OF CASE REPORT FORMS 
Case report forms are provided for each subject All forms must be 
filled out neatly in black ink or Med. The investiaator will sion and 
date the appror>riate sionature paoes uDon comoletiin. 
Corrections of data on the case report forms may be made only by 
crossing out (using a siqle line) the incorrect data and writing the 
correct entry next to those crossed oul. All corrections must have 
the initials and date of the person making the data change. No 
Advanced Care Products personnel or their representatives will be 
permitted to write on the original case -report forms. 

Completed case reports will be submitted to Advanced Care 
Products, Personal Products Corporation, pursuani to instruo4ions. 
Case reports will be reviewed by the Advanced Care Produo& 
monitor, who will make a decision as to their acceptability. 

I.9 MONITOR~NGIONSITE AUDITS 
The study will be initiated by the medical monitor (or designee) 
after all required documents have beenbrocessed. The 
investigator and the clinical site will be visited bY; an ACP monitor 
and/or an AC? auditor during the cowse of Zhe study as frequently 
as it deeni? necessary. The fIfst monjtoring visit will usually be 
made as soon as possible after enrofim&t has been initiated. At 
this visff th& monitor will compare th& data entered in the Case 
report forms with the hospital and clinic reoQ&s (source 
documents). A1 a minimum, source documentation must be 
available 40 substantiate proper informed consent procedures, 
adherence to protocol procedures, adequate repor4ing and follow 
up of adverse events, administration of concomitant medication, 
drug receipV@ispensing/return ,reoords+.and s?udy drug 
administration information. Specific Eterhs required as source 
documefis Wilt be reviewed with the, in.\kestigator prior to the study. 
Test articles and, storage facilities will be, inspected and inventoried 
for accuracy. As deemed appropriate, Advanoed Care f%ducts 
Research Quality Assurance personnel may conduct an audit of 
the clinical study site. The auditor may request aocess to all sWdy 
records (including medical records) and any other source 
documents for reviewing purposes. The United States Food and 
Drug Administration (FDA), in the persun of aqrained and properly 
authorized employee of the Agency, may adso FeQuest access to ali 
study records, including source documents, for inspection and 
copying. 
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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 estimqte the sample size. A sample size 
of 35 subjects per treatment group will provide 80% powerl(at 
ax0.05 bvel) to detect a 2.0% d#erence in the mean assessment 
score between phenazopyriiine hydrochloride and placebo, 
assuming a standard deviation 1.3. Assuming 5 subjeots per 
treatment group will drop out of the study, a sample size of 80440 
per group) will “be required. 

2.1 STATlSTlCAL PROCE0URES 

2.1 .l EFFICACY: Primarv and Secondarv Measures 
The objective of the efficacy analysis is to demonstrate 
the analgesic superiority of phenasopyridine 
hydrochloride to placebo. The primary analysis will be 
based on the inient-k)-treat population. All subjeots with 
dysuria, relief and overall assessments afder dosing will tie 
evaluable for efkacy. 

The efficacy evaluations areas f&ows: 
0 Qverall subject assessment ,of-therapy, recorded as I 

?=poor, 2=fair, 3=good, 4--v& good or 5=excelbnt 
l Time to compiete relief of general discomfort 
l I%ysuria relief ss compared W@&ine kvel and 

recorded as: O=none(l=lMe,’ P=some, 3=a lot, or 
4=complete 

o Average volume per void 
a Nuder of voids per subject 
o Drug, effeb duration 

The primary. measure of overafl analgesic efficacy will be 
the overall assessment of therapy. The overall 
assessment of therapy will be cornpar++ be8ween 
phenazopyridine hydrochloride and plaoebo using 4he 
ANOVA procedure. 

The- time to relief of general discomfort will ti analyzed 
using the Kaplan-Me& technique. The *reatments will 
be compared- using the WkoxonSest available in the 
SAS UFETEST procedure. 
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Dysuria relief will be compared between 4he two 
treatment groups. 

2.2 

2.3 

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 t-tests. 

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

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

2.1.2 SAFETY 
Adverse Experiences 
Safety evaluations will be based on the incidence and 
type of adverse experiences repoH& 

USE OF LNFURMATION AND PlJRL1CATION 
All information concerning the study and Advanced Care Produots 
operations are considered confidential .by Advanced Care Pro&~& 
and shall remain the sole property of Advanoed Care Products. 
The investigator agrees to use this information only in 
accomplishing this study and wiii not use -it for other purposes 
without Advanced Care Products’ written consent. 

It is understood. by the investigator that the.infonnation ,developed 
in the clinical study will be used by Advanoed Care Products, and- 
may be disclosed as required to other &iicaf 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 obfigation to 
provide Advanced Care Products complete test results and all data 
developed in this study. 

DISPOSDXXU 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 restricted access. 
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The study monitor wilt arrange to return all used studv medication 
boxes and unused studv medication to: 

Advanced Care Products 
Clinical Packaging 
691 US Highway 1 South 
North Brunswick. NJ 08902 

The investigator agrees not to supply the study material(s) to any 
person except those named as subinvestigator on the fDA Form 
2572 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 listedon the FDA Form 1572. 

2.4 COMPLETION OF STUDY 

2.5 

The investigator will complete and report(submission of Cf3Fs) 
his/her study in satisfactory compliance with the protocol within the 
agreed upon time span. Continuation of this study beyond that 
time must be mutualty agreed upon in writing by both the 
investigator and the sponsor, Advanced Care Products. It is 
agreed that, for reasonabh cause, either the investigator or the 
sponsor, Advanced Care Products, may kiminate this study before 
the agreed upon time span, provided a written notice is submitted 
at a reasonable‘time in advance of intended termination. 

RECORDS BETENTDN 
Federal law requires that all ,case report forms and a copy of all 
records (e,g., informed consent forms, laboratory repor%, source 
documents, study drug dispensing record.. etc.) which support case 
records of this study- must be retained in tM fiis of the responaibfe 
investigator for a minimum of two years after study is compfete or 
discontinued. If the responsible investigator retires, relocates or 
withdraws from this responsibility, custody may be transfered 40 a 
person who wilt accept the responsibility. Advanced Care Products 
must be notified in writing of the name and address of the new 
custodian. 
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2.6 INVESTJGATOR AGREEMENT 

I have read the forgoing protocol and ape that it contains all 
necessary details for carrying out this study. I will conduct the 
study as outlined herein and wiH completethe study within the time 
designated. I will provide copies of the protocol and all pertinent 
information to all individuals responsibkto me who assist in the 
conduct of this study. I will discuss this material with them 20 
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 fulfill all 
responsi&lities for submitting pertinent information to *he 
Institutional Review Board responsible -for the study. 

I further agree that ACP shall have aoczess to any source 
documents froni which case report form information may have been 
generated. 

lnvestigalor’s Signature Date 

Name of Investigator (Type or Print) 
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2.7 ATTACHMENTS 

Attachment I: 

Attachment II: 

Attachment HI: 

Attachment IV: 

Attachment V: 

Visual Analog Scale (VAS) 

Pain Severity and Relief Definitions 

Subject instructions 

Reference 

Package Insert Information 
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VISUAL ANALOG SCALE (VAS) AND PAIN SEVER1M ~EFJNITKINS 

@n Severitv Definitions: 

Mild - a kind of pain you can’t ignore, but not something you would normally Cake a 
medication for or treat unless itparsisted. 

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

Severe - a pain level that not only interferes with concentrationbut causes ycWo atier 
your behavior in some way. You might pace, fidget, go lie down, cry Whatever you do 
to cape with it). You would definitiveiy feel that you need to treatthe pain in some way. 
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ATTACHMENT II 
PROTOCOL 991001-f 

RELIEF DEFQW’IO23S 

Relief Definitions: 

No relief - (0% gone) the same as your &afting pain 9r worse 

A little - (25% reduction) less fhan half gone 

Some relief - (50% reduction) about ha4f gone 

Lot of relief - (75% reduction) more than haIf gone 

Complete relief - (100% reduction) no pain 
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PRO7QCOL 99-001-P 

SUBJECT iNSTRUCTlONS 

CONTENT OF STUDY MEDICAJION BOX: 

e 2 DARK BROWN TABLETS BLISTER-PACKED. 

!iOW TO TAKE THE STUDY MEDICATION 

0 REMOVE TABLETS FROM BLISTER PACK. SWALLOW THE.2 -TABLETS WITH 

8 OUNCES OF WATER 
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Gould, Stanley, Mb. Clinical Comparison of Flavoxate and Phenazopyfidine. &Nogy Vol. V, No. 5, 
May 1975 

IARC: (1979). IARC Monographs on the Evaluation of Carcinogenic Risks to Humans. 
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ATTACHMENT V 
PROTOCOL 99-ocJw 

PACKAGE lN§ERT INFORMATK)N 

ABOUT URINARY 
DISCOMFORT ANO: 

U R I STAT” 
Phenaz~imyIdrochloride95mg 

THE 91 DOCTOR RECOMMENDE43 fNGF&DfENT 
FOR URINARY PAIN RELfEF 

Nonmescrbtion ternwan Paln rellef - born the makers oi MON!STA~ 

NOW Thb product pr&i~~ss a harmtcss reddish-wang, dlrrcobrutbn d the urine which 
may cause staintng ol clothfog. 
How. To Usa URiSTAT” 

. . 
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PACKAGE INSERT tNFC4RMAT~DN 

what b urinary discomfort? 

Simply put, urinary discomfort [s paln during urination. Uften desnibed as a bumlng 
sensation, the pain can be severe and may affect the area under the saomech (the 
abdomen) or the lower back Most people also ieel a strung need b urinate more often 
or more wgentty than usual, even though very little Muid is Anally released. 
UTls a common culprit 
The most trequent cause of urinary discomfort is a urinary &act iflfection+omeQlmes 
called a bladder infection or cystftts), Urinary tract infections (uns) are not wcommon, 
especlelty in women. ln tac& some womrE#I develop several UThi Within one-year. tl is 
important that-you see your doctor or ctiihkian whenever you have urir%r+f$ discomforI He 
or she will need to determine what is causing -the pain betWe deciding how to beat K 

Attentbn to -prevention: Hwv to f@p avoid LR’h and urinary d1-M 
While you’d probably prefer to avoid tJTl&w &nary discomtort a@@er, t&good newe 
is Uxrexre some steps you can take to help-reduce your risks 41 infection and.discomfort 
Dietary hctwr 
l Printing six :to eight glasses of water per daj is a healthy lxactkx for everyone, and it can 

hetp flush bacteria out ot your bladder. 
. Sonie-foods may cause bladder krK&ion, and you may notice e connecdon. 8x1 may want 

to try reducing intake of some potentiatty irritating toads Such as co#6%Gafi&natBCU 
c@onated b&erages, alcohol and spicy or highly acidic toads such as forn&es and 
c&us poducta 

tfygl~e4%4chws 
l Wiping fiom tront to back afta? urinating-can help prevent bacteria tmm antertng the 

urethra A@ urinating trf3quenUy may help. Don7 resist the urge. 
l During. menstn@on, change tampons or sanitary pads fR?VWtb to mjnimile bacterIaI 

growth. 

, 

* Taking showers instead at baths can $@I &acteria away. Also. avoiding bubble bath 
products, douches, and scented soaps and Met paper may reduce irritations 

l Wearing cotton underwear and avoiding tight clothing may help. ~ng~unecented 
laundry detergents, bleaches, and fabric softeners can a& reduce irritabion. 

l Urinating before and aRer sexual intequrse may atso help in eliminating any bacteria 
Washing the genital area &efwe lntercoursecan also help. eDPc199e 

* 
QUEgTIUFilS? 

URiSTAV’offers the only nurse--&t&fed answer line. CA41 l-800-582-6097 

99-001 -CR 37 



Phenazopyridine Hydrochloride Study Study 99.001 -CR 
December, 2000 

Appendix 2 

Sample Case Repon Form 

?9-001 -CR 



Phenazopyridhe Hydrochloride Study Study 99401 -CR 
December, 3000 

ADVANCED CARE PRODUCTS: 
Protocol No. WDDl-P 

Pherwagyridirr Hydrachtorii 

ADMISSION VtSK 

I DncdVisitWDM:II~ 

DEMOGRAPHICS I 

Date of Birth WDM: I I __ 

Raw: DrE8uwden D;BlUb Qabiee ~rHispanic Qtomn 

PHYslCAl EXAM 

Signifitm &tmdity~ 0 t ND D I Ya. spe@ bdow 
1. 
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3. 

r 

1. Reaming a Pwsent 
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G.U. Sugwy 

NonnJ 
1 
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SUBJECT EVAlUA?lON 

am / pm limmcdirtrly prior10 rdminis%ration d study mediwtionl 

m/pm 
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List of Significant Study Personnel 

Investigator 
Number Study Personnel Site 

1160-I Principal Investigator: 
Larry Gilderman, DO 

Coordinator: 
Brian Gilderman 

University Clinical Research Associates, Inc. 
I 150 North University Drive 
Pembroke Pines, FL 33024 

1090-I Principal Investigator: 
Dan Henry, MD 

Coordinators: 
Janet Lewis 
Michaela Himmelberger 

Clinical Research Advantage. Inc. 
Foothill Family Clinic 
2295 Foothill Drive 
Salt Lake City, UT 84109 

1119-1 Principal Investigator: 
Kevin Patrick. MD 

Coordinator: 
Cheryl Pickem 

San Diego State Universirj 
Student Htalth Services 
3500 Campanile Drive 
San Diego, CA 92 182-4701 
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Obiective 

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

Stu.dv DesiPn 

This was a randomized, double-blind, parabel-group, placebo-controlkd, single dvse 
analgesic study. The study was conducted-at three study centers with a total of 76 
subjects randomized, 35 to the Phenazopyridine Hcl treatment group. and 4 1 to the 
placebo treatment group. All subjects were seen and evaluate&y the investigator 
during the baseline admission visit. Subjects were to be entered into the study if they 
met a baseline pain level of the Visual Analog Scale of at &east: 3 for general 
discomfort, 2 for urgency to void, and 2 for dysuria. Additionally, the combined sum 
of baseline pain level must reach at least seven of ,&e VAS. Once the eQ&ility 
criteria were met, the investigator or author&d designee workedclose~y’with the 
subject to co?lect all efkacy parameters, including the colkction of urine samples 
during the first six hours post-dosing. The subject was askedto void her Wad&r 
before taking the study medication. Subsequent voids and vohune colkc%ed wee 
assessed’ during the entire first six--hour-postdosing observation period. Thereforee, 
the subject was required to remain at the study facrlity during-the %rst six hours post- 
dosing, There was a follow-ulp;con&kt (1+3 days postdcising) in which the 
investigator or authorized designee reviewed with the subject whetkrker UT1 
condition resolved. 

Statistica:l Methods 

Treatment, groups were compared with respect to baseline demographic and medical 
history variables to examine the ,comparability of patients assigned to these ww 
groups The treatment groups were compared with respect mquantitative mezsues, 
such as age, using a t-test and with respect to quahtative variabsies, such as race, 
using Fisher’s exact test. Baseline symptom scores were analyd using the andysis 
of variance. The model used *for this analysis included treatment group and study 
center. ln addition the treatment by,study center interaction wase~amined. As it 
was found to be not statistically significant, it was excluded 6om the modei used in 
the iFmal analysis. 

1 
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The primary efficacy variable is the overall assessment nf therapy. This outcome 
was analyzed in two ways. In one analysis the outcome was scor& &um I to 5 
(l=yoor to +excellent). This score was analyzed using an analysis of variance. The 
model used for this analysis included treatment ~group and studywnter. In addition 
the treatment by study center interaction wasexamined. As it was found to-be not 
statistically signiftcant, it was excluded from the model used in the dnal analysis. 
The second analysis summarized the five categorical outcomes and these data wee 
analyzed using the Co&ran-Mantel-Hazel test. Secondary etiacy vari$bks 
consisted of the following: occurrence of complete general relief, time to complete 
general relief, recurrence of symptoms during the 6 hour period, dysuria (mean relief 
score, first relief soore, and last relief score), and voiding data [number of voids and 
average urine voiding volume), The treatment groups were compared tith respect to 
the occurrence of complete general relief and the recurrence of symptoms diving the 
6 hour period using Fisher’s exact test. The time to complete general relief was 
analyzed in two ways. First, for those subjects for whom cornpIe%? general relief was 
achieved, the time to this event was analyzed using an analysis of~varisnce. The 
model used for this analysis included treatment group and study cemer. In addinOn 
the treatment by study center interaction was examined. As it was found to be not 
statistically signjficant, it was excluded #om the model used in the fmal analysis. 
The second method of analysis was based.on survival methods. For&ose subjects 
for whom,complete general relief was not achieved, the vabte of 6 hours was 
included and treated as a censored observation. That is, it was assumed thateaeh 
subject was evaluated for 6 hours and that during this period com#ete-general relief 
was not achieved. The treatment group comparison was based ori both tk Log-Rank 
test and. the Wilzoxon test. Treatment group comparison for both -dj%+zja and 
voiding &@were based on the analysisof variance. The mode~used%~%his 
analysis included treatment group and skdy 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 tial analysis. 

Adverse events were summarized for eaqb treatment group. However, since only 
twelveadverse events were noted, nostatistical analysis was w-d. 

Stadstical significance was declared if the two-sided p-value is 50.05. All 
computations were performed using the Statistical Analysis SysremqSAS). 

When the sample size was detetmined, there was no historical data available for this 
type of study. A pain study with a similar primary efiicacy p a3ameer, overall 
assessment, was used to estimate the sample size. A sample size of .35 sub+8 per 
treatment group provided 80% power. (at the ~0.05 level) to de&et a 20% &We 
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in the mean assessment score between Phenazopyridine hydrochloride and placebo, 
assuming a standard deviation of 1.3. Assuming 5 subjects per % reatmer&group drop 
out of the study, a sample size of 80 (40 per treatment group) was requkd. 

Results 

Disnosition of Subiects 

A total of ,76 subjects were enrolled into the study. Thirty-five were randomked to 
Phenazopyridine He1 and 4 I were randomized to placebo. All subjects compked 
the study and are included in all analyses. The 76 subjects were recruited ,%om throb 
investigators. The number of subjects from  each investigator for each weatmenr 
group is summarized inintext Table 1 and Appendix Table I. Individual data are 
listed in Data Listings 1 and I I. 

Table I 
Subject Disposition 

Demomanhic and Medical History Summary 

Subject demographic data are summarized in Appendix Table 2. No statistically 
significant differences between the treatment groups were found. lntext T#e 2 
summarizes subject’s age and race. For those subjects random&ed to 
Phenazopyridine Rci the mean age was 31‘.8 years, with individual subjects ranging 
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in age horn f 5 to 67. The subjects in the placebo treatment group had a mean age of 
32.6, with individual subjects ranging in age jlfrom 16 to 79. 

Variable 

Table 2 
Demographic St3mmar.y 

[ Caucasian 
1 Black 
i Asian 
1 Hispanjc 

31.8 32.6 
, 

n pet R I Pet , 
24 68.6 30 1 73.2 
3 8.6 j 8 ] 19.5 
2 5.7 1 0 f 0.0 
6 3 ] 7.3 

Physical examination revealed that 5 (14.3%) subjects from the Pheqazopyrisdine Hcl 
grog a significant abnormality compared to I I (26.8) subjects from rbe placebo 
group. Reg@ing, medical history 18 (5 1.4%) of the subject &om the 
Phenazopyriditie HeI group bad an abnormal illness OT condition compared to 23 
(56. T%) of the subjects in the placebo group. Abnormal genito-urinary medical 
history was found for 12 (34.3%) subjects in the Phcnazopyridine. Hcl-.group and 19 
(46.3%) subjects in the placebo group.. Allsubjects had a positive urine dip stick and 
had either a negative pregnancy test or didsnot 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 Svmntoms 

Subject baseline symptom data are summarized in Appendix Table 3. No statistically 
significant differences between the treatme‘ntgroups were found. InteXt Table 3 
summarizes the mean score each symptom as well as the totalscore. For those 
subjects randomized to Phenazopyridine Hcl the mean general discomfwt score ~2s 
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6.3, the mean urgency to void was 7.2, the mean dysuria was 7.3, and dx mean mal 
score was 20.8. The subjects in the placebo treatment pup had a mean general 
discomfort score of 6.4, a mean urgency to void of 6.9, a mean dystia of 7.0, and a 
mean total score of 20.2. All subjeGts met the minimum smra required for incltssion 
in the study. 

The individual data are listed in Data Listing 4. 

Table 3 
Mean Baseline Symptom Scores 

EfIkacv Results 

The primary efiicacy variable was the overall assessment of therapy.. Intext Table 4 
and Appendix Table,7 summarize the results of these analyses. Inthis analysis the 
outcome was scored idiom 1 to 5 (I-spoor to 5=excelknt). The analysis shows that 
mean score for the Phenazopyridine Hcl treatment group was 3.6 arid for the placebo 
group the mean was 2.6. The difference between the treatment ~WI&JS ~as 
statisticaHy significant @=O.OMM). When summarizing the individual outcomes, the 
analysis shows that I 1 subjects (3 1.4%) rated-the~Phenazopyridine 31~1 treatment as 
excellent compared to 2 (4.9%) subjects from the placebo @up. At the otherend of 
the scale no subjects razed Phenazopyridine Hcl as poorcompared to 9 (22.0%) 
subjects from the placebo group. Based on the individual ratings the treatment group 
difference was also statistically signilicant (p=O.OOl). 
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The individual data are listed in Data Listing IQ. 

Table 4 
Mean Overall Assessment of Therapy 

One group of secondary efkacy variables was the complete general =rnfort relief 
and the recurrence of symptoms. lntext Table 5 and Appendix Table 4 summarize 
the results of these analyses. The anal.ysis 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 @=O.OOOS). Among the subjcas who experienrred ~ompk~ 
relief: 4 (28:.60/) subjects in the Phenazopyridine group and 0 ,(OO”~) in @re placebo 
group experienced a recurrence of symptoms. The treatment group tifFerence was 
not statistically significant (~~0.54). 

The individual ,data are listed in Data Listing 6. 

Table 5 
Summary of Complete General Comfort Relief and Wocurrence of Symptoms 
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Another secondary efficacy variable was the time to comptete~~~,~omf~4lief. 
lntext Table 6 and Appendix Table 4 summarize the results of the analysis-of&is 
variable. Using survival methods the analysis shows the mean time tocompk%e relief 
was 4..9 hours compared to 5.8 hours for the placebo group. The di%%enee between 
the tre:atrnent groups was statistically signifkant~~0.0004). These data aFe 
graphically summarized in Figure I. Among the subjects who experienced compkte 
relief the mean time to complete relief was 3.2 hours compared to 3.2 hours for the 
placebo group. The difference between the treatment groups approached statisticaNy 
significant (p=O.O662). 

The individual data are listed in Data Listing 6. 

Table 6 
Time to Complete General Comfort Relief (hours) 

A secondary efficacy variable related to the effect of the treatment on dysuria. Intext 
Table: 7 and Appendix Table 5 summarize the results of the analysis of dysuria. 
Three measures associated with the dysuria score ( 1 =no rehef to Slcompkte 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 subjectstreated with Phenazopyridine group was h&her than that for sub*ts 
treateid with placebo. For the mean relief score for ah voids, the response for the 
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Phenazopyridine Hcl group was 3.0 compared to 2.4 for the placebo group. The 
difference between the treatment groups was statistically significant +=O.QOl 1). For 
the subjects in the Phenazopyridine group the mean dysuria score was I .9 for the ,&st 
vojd 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 
@==O.. 18) for the first void but was statistically signi&ant fa the last void m.02). 
Figure 2 summarizes the dysuria (mean 2 standard error) for each void. When 
viewing this graph it should be remembered that the number of subjects&comes 
smaller as the void number increases. 

The individual data are listed in Data Listing 8. 

Table 7 
Mean Dysuria Scores 

For each subject. the number of voids and the average urine volume voided was 
determined. Intext Table 8 and Appendix Table 5 summtize the resuhaof rhe 
analysis of dysuria. The analysis shows thdt the mean number of voids dor the 
subjects treated with Phenazopyridine group was 5.7 compared to 5.J for subjects in 
the placebo group. The difference between-the treatment groups was not statistically 
significant (p=G;33). For the subjects in ,the Phenazopyridine group the mean urine 
volume per void was 108.3 ml while the subjects in the placebo group experkneed a 
mean urine volume of I 19.3 ml per void. The treatment group di$ference was not 
statistically significant Q~0.74). Appendix Table 5 also shows the kquency 
distribution for the number of voids per subject. The most frequently oezurring 
number of voids was 4 and 5 for the Phenazopyridine group, both having a I’kquency 

8 

99rnl-cR a3 



Pbenazopyridine Hpdrc&loride*Study ‘Study 99403 -CR 
December, 2000 

of 8 subjects, while 4 was the most frequently occurring number for the @o&o 
group, with 12 subjects having this number of voids. 

The individual data are listed in Data Listing 8. 

Table 8 
Voiding Summary 

As is shown in Data Listing 7, no subject used suppkmentation medicationduring 
the six hour study period. 

Safety Results 

A summary ofthe adverse events is given in Appendix Table 6. Individual data are 
shown in Data Listings 9A through 9E. Adverse events were recorded% four 
subjects in each treatment group. only one of the adverse events, a Wney..inb;ection 
in a placebo treated subject, was considered severe. This event was Considered to be 
not related to the treatment. The event thar-was reported most fkquently 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. 
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Codusions 

The following conclusions can be reached with regard to, this stiy to evaluate the 
efficacy and safety of Phenazopy-ridine hydrochloride formula PD-IF-00%) as a 
shoti ten-n treatment of urinary symptoms a%ociaxed with urinary tract Sections in 
women: 

1. The treatment groups are well balanced with regard to4emograp%ic, medical 
history, and baseline variables. 

2. The primary efficacy variable, the overall assessment of &erapy, showed that 
Phenazopyridine Hcl was significantly better than plac&o in relieving binary 
symptoms associated with urinary tract infetions. 

3. Among the secondary efficacy variables, Phenazopyridine WI wasgound. to be 
significantly better than placebo with respect,to: occurxnce ofcompkte~neral 
comfort relief, time to complete general comfort reiief; mean 94ief-dystia score 
across all voids, and last void dysuria idief score. 

4. Neither treatment. group demonstrated any safety concerns. The event ihat was 
reported most-frequently was nausea. This event was r-d in four Ejects, 
three in the Phenqopyridine Hcl group and one in tic placebo @oup. The only 
other event. that occurred in more than one subject was a headache; which was 
reported in two placebo treated subjects. 

10 

99-001 -CR 



Phenazopyridine hydrochloride Study Study 99-001 -CR 
December, 2000 

Appendix Tables 

99-003 -CR 



?henazopyridine Hydrochloride Study ‘Szudp 99-001 -CR 
December, NO0 

Advanced &re Products 
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Table I 
Summary of Subject Disposition 

Investigator 
,3+,.&n) 

Henry (1090-I) 
Patrick (1119-I) 
Gilderman (I 160-l) 

TOM 

TreatmtXlt ckOUD,s 

Phenazopedine Hcl Placebo 
n (Dercent) n 4rxrcentl 

11 (31.4) 16 (39.0) 
8 (22.9) 8 (19.5) 

16 (43.7) 17 (41.4) 

35 41 

Treatment 
Group 

Comparison 
p-Value 

0.83’ 

Note: Al1 subjects completed the study. 
One subject (604) in the Phcnazopyridine Hcl group was not available for the 

follow-up contact. 

’ P-value bed on Fish’s eyt test. 
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Variable 

Race 

Physical Exapl 
(SignifiCanl 
Abnormality) 

Medical History 
flJllness or 
Corrdition) 

Medical History 
(Genito-Urinary) 

Uzine Dip Stick 

Pregnancy Test 

Advanced Care Products 
Prolocol No. 99401 -P 

Table 2 
Summary of Baseline Demographics 

Statistic 

Mean 
Sld 
Mill 
MaX 
n 

Treatment Chum 
phenazowridine Hcl PIacebo 

31.8 32.6 
12.8 14.9 

IS 36 
67 39 
35 41 

Outcomq 

Caucasian 
Black 
Asian 
Hispanic 

No 
Yes 

Treatment Grouts 
Phenazopyridine Hcl Placebo 

n (oercent) p 1Dercenl) 

24 (68.6) 30 (73.2) 
3 ( 8.6) 8 (19.5) 
2 ( 5.7) 0 ( 0.0) 
6-(17.1) 3 ( 7.3) 

30 (85.7) .‘30 (73.2) 
s (14.3) 11 126.8) 

Normal 37 (48.6) 3 8 (43.9) 
Abnormal 18 (51.4) 23 (56-l) 

Nod 
Abnormal 

Positive 
Negative 

Negative 
??A 

23 (6S.7) 22 (53.7) 
12 (34.3) 3 9 (46.3) 

3s (SOO) 41 (loo) 
0 ( 0.0) 0 ( 0.0) 

32 (91.4) 34 &!.9) 
3 ( 8.6) 7 (17.1) 

- 
’ P-vahw based on west. 
3 P-value based on Fisbcr ‘a ewcr wt. 

Treatment 
Group 

Comparison 
P-Value 

0.81’ 

Treatmen 
Group 

Comparison 
P-Value 

o.ua2 

0.26’ 

0.82’ 

o:3s2 
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)&iable 

General 
Di.scomfort 

Urgency to 
Void 

Dyswia 

Total Score 

Statistic 

n 

Mt%m 
Std 
Min 
Max 
n 

NW, 
Std 
Min 
Mix 
R 

Mean 
Std 
Min 
Max 
n 

Advanced Care Products 
Rotoooi No. 99-001-P 

Table 3 
Sv of Baseline Symptoms 

Treatment W~UBS 
~henaixmtidine Hcl Plm~ 

6.3 6.4 
1.6 I .8 
3.2 3.5 

10.0 9.9 
35 41 

7.2 6.9 
1.8 2.1 
2.5 2.0 
9.6 10.0 
3s 41 

7.3 7.0 
2.0 I .9 
3.0 2.0 

’ . 9.8 9.9 
3.5 . -41 

20.8 20.2 
4.2 4.5 

10.9 7.5 
28.9 28.0 

35 41 

T#xzatmcnt 
.GFOUP 

ComptiSOD 
.p-Value’ 

0:?9 

0.39 

0.48 

,. ., 

0.57 
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Decbnber, 2000 

Variable Outcome 

Treatment G~O~DS 
Phenazopyridine Hcl Placebo 

n fxxxcenl\ n &wxnt] 

Complete General YeS 14 (40.0) 3 ( 7.3) 
Comfon Relief No 21 (60.0) 28492.7) 

Recurrence of 
Symproms 

YeS 4 (28.6) 0 ( 0.0) 
No 10 (71.4) 3(lfw 

Time to Complete 
General Comfort 
Relief (hours) 

Time to Complerc 
General Comfort 
Relief (hours) 
based on survival 
methsds’ 

Advanced Care Products 
Protocol No. 99-001-P 

Table 4 
Summary of Subject Evaluation 

Statistic 

Mean 
Std 
Min 
MaX 
n 

MlXtIl 4.9 5.8 
D 35 41 

’ P-value based on Fisher’s exact tett 
’ P-value based on analysis of vuiancc . 
’ P-vralue based on Log-Rank test. 
’ P-wluc based on Wilcoxoz~ tea+ 
’ Censored obswwtions set equal to 6 boun 

3.2 5.2 
1.6 1 .o 
1 .o 4.0 
6.0 5.8 
14 3 

Treatment 
-UP 

CQtIlptiSDl3 
p-ValUe 

O.MKb8’ 

0.54’ 

TFeatmua 
Group 

Comparison 
P-Value 

0.0662* 

O.QMM’ 
o.ooo3’ 

99X)01-CR 



fhenazopyrhline Hydrochloride ‘Study Study 99.003 -CR 
December, 2000 

Variable 

Mea> Relief 
Score Across 
All voids’ 

First Void 
Relief Scorr? 

Last Void 
Relief Score’ 

Number of 
Voids in 
Six Hours 

Urine Volume 
Per Void (ml) 

Advanced Care Products 
Protocol No. 994ul -P 

Table 5 
Summary of Voiding Data and Effect of Drsuria 

Sratistic 

Mean 
Std 
Min 
M&% 
n 

Mean 
Std 
Min 
MU 
II 

Mean 
Std 
Mitt 
MZtX 
n: . 

MCaD 
Std 
Min 
Max 
II 

Treatment Grouts 
Phenaxmtidine He1 pkd30 

3.0 2.4 
0.8 0.9 
1.7 1.0 
4.5 4.0 
35 41 

1.9 1.6 
I .o 0.9 
1 .o 1.0 
4.0 4.0 
35 41 

3.5 2.9 
1.1 1.2 
1.0 1.0 
5.0 5.0 
35 41 

5.7 5.1 
2.9 2.2 
2.0 2.0 

17.0 10.0 
35 41 

MCiiD 108.3 119.3 
Std 63.0 88.2 
Mill 31.9 8.5 
MWI 355.0 367s 
n 35 41 

- 

Tr-t 
Group 

Comptison 
P-Value’ 

O.uul I 

0.1773 

0.0218 

0.3303 

0.7386 

’ P-value based on analysis of wuhcc. 
’ Scu~tcs ate coded as follows: ho nelicf, 2-a ljnle reiicf, 3-somt tdicfi 4-a*iot relief. komplac relief. 
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Phenazopyridine Hydrochloride’Stwdg Study 99.001 -CR 
December, 2000 

Variable 

Number of Voids 

Adwuxed Care Products 
PromcoI No. 99-001 -P 

Table 5 
Summary of Voiding Data and Effect ofDyswia (cont.) 

Outcome 

Treatment ,&c3u~s 

Phenazopyridine I-N PIaicebO 
n ~oercent~ n rPerc;ent~ 

2 3 ( 2.9) 3 ( 7.3) 
3 5 (14.3) 6 (14.6) 
4 8 (22.9) 32129.3) 
5 8 (22.9) 5 (12.2) 
6 4 (1 l-.4) 5 112.2) 
7 2 ( 5.7) 3 ( 7.3) 
8 2 ( 5.7) 3 ( 7.3) 
9 3 ( 8.6) 1 ( 2.4) 

IO O( 0.0) 3 ( 7.3) 
12 1 ( 2.9) 0 ( 0.0) 
17 1 ( 2.9) 0 ( 0.0) 
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AWA?lCSD CARE PRODUCTS 
PROTOc!OL MO. 99-001-P 

tRMTXi5?& QROW 

?LACB%O 

Pwcrno 

i3tiJBci 
l lw%M 

101 

202 

PWc?LSO 

PLAdBso 

206 

303 

PIIlk&2OtiIDIlf% lKL 201 

PmfJt&B0PfR101Rk %cb 203 

PmazoPTktDI#% RCL 204 

PH1)3AZoPYbJDrais HCL 1002 1 WAUSliA RolbBRATE PROEABL8 

l&M  
1 

1 
1 
3 

1 

1 
2 

1 

1 

1 
2 

ADvirRSB uxPuRIdacn 

anAoAcivl 

I?AUSUA 

HOART%* 

rmRwcA/VONIfxab 
UN A%- PAIN 

8BwBfTY 

UILD 

WILD POBB38LI 
WILD PossIELu 

W ILD 
lmDLT* 
t ( (sOBMYB 
(000BRA11 

POsSIBLlt 

POSBIBW 
POB8IBLP: 
POSfJIFlL1 

NOT RBIAY#D 

p’ROEABLB 

Pos%l%L% 



Pheaazopgridine Hydrochloride Study Study 99-003~CR 
December, 2000 

Advanced Care Products 
ProtoGo No. 993001 -P 

Table 7 
Summary of Overall kkiessment 

Variable Outcomei 

OveraN Assessment Poor 
Fair 
Good 
very Good 
Excellent 

Treatment Grotms 
Penazopyridine Hcl PkUXSbo 

n Joment~ n hement~ 

0 ( 0.0) 9 $22@ 
IO (28.6) 12 (29.3) 
6 (17.1) JOp4.4) 
8 422.9) 8 (19.5) 

lJ(Sl.4) 2 ( 4.9) 

Tment 
CiroUP 

Comparison 
P-Value 

8.001’ 

Treatment J3rows 
Variables Statistic Phenazouvridine Hcl 43Im&.Q 

Overall Assessment Mean2 3.6 2.6 
Std I .2 1.2 
MiU 2.0 I .o 
M&K 5.0 5.0 
n 35 41 

’ P-value besed on Co&m-Mantel-Haenszel. 
’ ‘Assessxncnr s&cd as: l=pm, 2=&k, 3ypoti, 4=vay 84 5=excellcnt. 
’ P-value based on analysis of variance. 

0.0004’ 
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Figures 
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Phenazopyridine Hydrvchlon’de Study Study 99-003 -CR 
December, 2000 

AiDvANcB)~pRDDucTs 
Plwnxxx No. BB-WI-P 

faJRE2 
DYSURIA SOOFE gY VOID NUMBER 

MEAN + - STANDARD ERROR FOR 45b4cH mm REGtMP3 

1 

1 2 3-4 5 3 7 6 9 lO11 121314951617 

voidNurnm 

Regimen - PIAm -- pHpJ9#)wRIDN KX 
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