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3) sneezing
4) itching of the nose, throat, or palate

- positive "prick" skin test to mountain cedar, defined as 5
mm or greater than diluent

- D

2 hours of outdoor exposure daily, expected

Exclusion criteria:

n
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Asthma reguiring use of steroids or Cromolyn
Pestriction in medications prior to baseline:

-topical corticosterocids (nasal/oral inhaled), orel
corticosteroids, Crcmolyn sodium, for 4 weeks
-systemic corticosteroids and astemizole for 12 weeks
-other antihistamines for 1 week

The following medications were not allowed during baselire

<

or curing treatment phase:

-topical corticosteroids (nasal/cral inhaled), orzl or
systemic corticosteroids, Cromolyn sodium,
antihistamines other than chlorpheniramine

rlan:

On visit 1: Medical history, physical exam, vital signs,
clinical labs(including pregnancy tests for females) and
skin testing (if skin test had been done prior to 11/1/92)
would be obtained.

Baseline period: for a period of 4-21 days after visit 1,
patients will keep a daily diary of symptoms that will be
used as part of the inclusion criteria. Chlorpheniramine is
r.ot allowed during the baseline period. The time of the day
when symptoms are going to be recorded during the baseline
period is not specified in the protocol. The period of time
that this assessment will evaluate is not specified in the
protocol. ’

After treatment is begun on visit 2, symptoms will be
recorded in the diary before dosing, 7-10AM, to evaluate
symptoms in the preceding 24 hours. Quantity and type of
concomitant medication used, hours and type of outdoor
exposure would be documented as well as any adverse events.

The protocol also notes that rain and pcllen count would be
documented in the diary record.




The five symptoms to be evaluated during the kaseline and
treztment periocs are:

nasal congestion
rhinorrhea

sneezing

itchy nose/throat/palate
itchy/red/watery eyes

The symptom rating scale:

0= not present

1= mild; present, but not annoying

2= moderate; present and annoying

3= severe; interferes with daily activities

4= very severe; unable to participate in daily
activities

The number of hours symptoms were present during the
previous 24-hr period will be recorded in the daily diary.

The use of decongestants would be allowed up to baseline but
restricted during baseline and treatment phase.

oy

phvsician assessment using an identical symptom scoring tco
~he one used by the patients will be used at visit 2, 3, 4,
. The symptoms to be evaluated are the same as

ly described.
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On visit 2 (Day 1, start of treatment) medications will be
dispensed and IM medication administered.

On visits 3, 4, 5 and 6 the weekly IM medication will be
administered. Patient's Trinasal and placebo bottles will
be weighed for compliance and recorded in the case report
form.

On visits 3,4, 5, and 6 in addition to the physician
zssessment, a global evaluation will be obtained by the
patient, comparing the present treatment week to the
baseline phase. The scale to be used:

= symptoms were markedly worse

= symptoms were moderately worse

4= symptoms were slightly worse

= symptoms were the same

= symptoms were slightly better (slight relief)
= symptoms were moderately better (moderate
relief) .

0= symptoms were markedly better (marked relief)

A repeat physical examination, lab studies and pregnancy
test will be done at the final visit.
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The flow charts note a physician glcbal evaluaticn at the
last visit, Visit 6.

medication

This study uses the to be marketed formulaticn: 36-0350-2.
The study uses the : pump. - The to-be
marketed pump 1S the . e ommsscmmmen: s e———
Nasal Actuator. Page 053 in volume 4.1.

FARY A

Nasal TAA and placebo supplied in an amber 15 ml gless
bottle with a manual nasal pump unit; each spray del:ivers
100 wn1.

Tri-nasal treated patients will receive either 50 mcg of
nzsal TRA (using a —— ug/spray) or 400 ug of nasel TERE by
using a 50 ug/spray.

Tc deliver 400 ug of TAA, patients would be i

use 2 srrays in each nostril in the merning from 2 bott
containing 50 mcg TAR per spray. To deliver 50 mcg,
patients would be asked to use - sprays in each ncstril oX
mcg/spray solution, plus 2 sprays of the placebo TRAR,

st}

lso containing 100 wl/spray. Since each sprey delivers 1C°
1, the total volume delivery to each nostril would be 4¢€C
~w1/nostril/morning (0.4 ml). Patient's instructions for the
se cf the nasal pumps are included in the protocol's
Frrendix 2.

T om
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IM Kenalog-40 and placebo. The IM volume to be administered
weekly was of 0.01 ml for a total cf 4 mg/week.

Chlcrpheniramine 4 mg, to be used up to gid, would be
allowed as a rescue medication.

r.ding

The placebo medication will be supplied in units identical
to the active drug. The person administering the
medications will have no role in patient evaluation. All
randomized patients will receive both the nasal spray and an
IM injection during the treatment period.

icacy evaluation

Primary

Primary efficacy variable was defined in the protocol as the
patient’s diary evaluation of symptom severity consisting
of: intensity of symptom scores rated by the patient for
ezch of the symptoms specified in addition to the sum of
symptoms defined as a composite nasal score (nasal
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congestion, rhinorrhea, sneezing).

Secondary

-Physician weekly evaluation of symptom severity, using as a
time frame the period of the week prior to the visit on
which the assessment was made [N(BM)-6/4/°26): mean scores
from physician evaluation of nasal symptoms and nasal
physical examination are to be compared within and between
groups.

-Global (overall) control of symptoms: patient and physician
evaluation will be compared within and among groups.

- Concomitant therary: use of chlorpheniramine will be
ccmpared within and between groups.

SzZfety evaluation
Primary

Analysis of safety: all lab values, physical examinetion
crhanges, and adverse reaction reports are to be compared
within and between groups. -

All adverse reactions will be followed and repcrted

Cultures of fungal infections of the mucous membranes
will be ob%tained if suspected.

C:zscontinuations

Patients will be discontinued from the study if any of the
fcllowing criteria is met:

-clinically significant abnormality during screening
or interim lab testing that is confirmed by a retest
~intolerable adverse events '
-non compliance in study visits or fail to complete
diary cards -

-positive pregnancy test during study

-withdrawn consent

-for the patient's best interest as assessed by the
investigator

-study is terminated by the sponsor

Statistical Plan

Sample size estimation: It was estimated that with a sample
size of 6C patients per treatment group the study would

pro-ide greater than B80% power tc detect a 0.70 difference
in symptom severity for nasal congestion (using a scale of
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0-4 with a two taziled test).

All treatment comparisons will be declared stetistically
significant at the 5% alpha level using two tailed tests.

For the patient diary assessments: individual symptom
severity and duration of symptoms over the preceding 24
hours will be recorded. In addition a2 symptom severity index
(SSI) will be calculated as the sum of the three individual
symptoms severity scores for nasal congestion, rhinorrhes
and sneezing. The SSI1 score has 2 minimum of 0 and a
maximum of 12.

Baseline is defined as the average of all daily diary
recordings prior to first dose of treatment.

Descriptive statistics will be presented for baseline and
each week of active treatment for the severity of individuel
symptoms and SSI. Treatment group comparisons fcor each week
of active treatment will be made on each individual symgtom
gnd the SSI, using an ANCOVA model adjusting for study site,
with bzseline serving for a covariate in each model.

Acditional treatment group comparisons will be made using
trhe DESIEPA model (daily effect scores after the second day,
individually adjusted to the placebo average), proposed by
<he Pilot Drug Division for individual symptom severity &nd
SSI scores.

Descriptive statistics will be done for the weekly physician
assessments of individual symptoms and SSI scores (nasal
congestion, runny nose and sneezing). The SSI score also
has a minimum of 0 and a maximum of 12. Treatment group
comparisons will be done using an ANCOVA model, adjusting
for study site, with baseline assessment (Visit 2) serving
as a covariate in each model.

The frequency and percentages of concomitant medication used
will be calculated within treatment group. The number cf
patients not taking any concomitant medication during the
double blind period will be tabulated. Treatment
comparisons will be made controlling for study site.

”
Comparison of individual symptoms in terms of symptom
duration. Descriptive statistics will be presented for each
week of active treatment. Treatment group comparisons on
each individual symptom will be done using an ANCOVA model,
adjusting for study site, with baseline as a covariate.
Graphical plots will be used to present mean duration of
individual symptoms for each day in the study, by treatment.

Rdverse events will be tabulated by body systems and
treatment route. Percent of patients within body system
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category, number of patients with each individual acverse
event, and the number of patients with at least one adverse
event will be compared among treatments, ccntrolling for
study site. Adverse events will also be tabulated by body
system and maximum symptom severity.

Descriptive statistics will be done for each clinical labs
for baseline (Visit 1), final evaluation, and change from
baseline. Between group comparisons will be made with
respect to change from baseline for each parameter using an
ANOVA model adjusting for study site. Categorical changes
(normal to abnormal, no change, abnormal to normal) will be
tabulated, and percentages calculated for each treatment
group. Compariscns between group will be done, controlling
for study site.

Categorical changes in physical exam from baseline Visit 1
will be tabulated and calculated for each treatment group;
between group comparisons will also be made. For each vital
sign parameter, descriptive statistics will be given for
baseline, final visit and change from baseline. Between
group comparisons for change frcm baseline will be made,
adjusting for study site.

comment to the protocol

ccecunt for the use of rescue medication in the primary
efficacy parameter: although the protocol specifies that the
use of concomitant medication would be accounted for in the
analysis as a secondary endpoint, and the statistical plan
proposes to compare its use within and between treatment
groups, the efficacy analysis plan does not take into
accounit the fact that the reported patient’s symptom scores,
may have been directly affected by the use of concomitant
medication in the preceding 24 hours.

th ()

Bandling of missing data in the statistical analysis: The
staztistical plan does not specify how missing data is going
tc be handled in the analysis.

The minimum number of diary records/study week necessary for
the evaluation of the primary efficacy variable was not
specified.

The protocol does not specify how the individual centers are
going to validate the pollen exposure. The protocol
specifies that rain and pollen count will be documented
daily. However, this statement is included in the paragraph
that discusses the daily diary. No specific part of the CRF
is designed to include this information. The protocol does
not specify that the study centers should collect this
information or how they should do it.
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The protocol specifies that the patients in this study wiil
receive 4 sprays of 100 ul each, in each nostril, in the
mornings. From clinical practice observations, it is very
likely that part of this volume, particularly from the
sprays applied last, would drain out of the nose. This
raises the concern that: patients may on their own omit the
last doses. Particularly, if patients receiving the Trinaszl
400, are not receiving the appropriate dose, then we would
not be evaluating the safety of a 400 wg dose but that of a

smaller dose.

According to the protocol, the study bottles would be
weighted at the clinic visits and compared to the weight of
a bottle that had been used according to the protocol. The
protocol does not define what relative scale would be used
to assess whether the patient had been compliant at each
visit. A graphical representation and analysis of the mean
used weight per individual bottle A or B, per treatment
group, per week, is not planned for the statistical
analysis. )

Although the protocol specifies that the method used for
physician weekly evaluation of symptom severity is identicel
to the one used for the patient's diary it does not specify
what role or input the patient is going to have.

The CRF for the protocol asks the physician to classify
adverse events as definite, possibly or probably related to
study medication. However, the study protocol does not
specify what these terms would be, and whether any relation
to rescue medication will be considered.

Even though the protocol clearly states that all adverse
events will be followed and reported, it appears that the
adverse event recording will only take place at the weekly
clinic visits. According to the submitted CRF, the daily
diary will not include a space or instructions for adverse
event recording. This may underestimate the incidence of
adverse events for this study.

APPEARS THIS WAY
ON ORIGINAL
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ResuLTs

A revised final report for study 100-204 was submitted on 4/1/%¢.
The revised report states: "Both the intent to treat and
evaluable for efficacy diary analysis were rerun. None of the
efficacy conclusions were affected. The p-values for pairwise
comparisons changed minimally (in most instances only the decimal
point was affected).”

The results and discussion that follows are based on the data
inciuded in the original submission dated 10/31/95, except where
indicated. The MO review for this study had been completed pricr
to the 4/1/96 submission, and the intent-to-treat analyses and
ccnclusions did not change.

Efficacy analysis involving patient diary assessments were done
in both intent-to-treat and efficacy evaluable patient groups.
Paztients who were randomized to treatment at visit 3 were
considered part of the intent-to treat population. The analys:is
besed on this group was considered primary.

he patients that were found to be non-compliant by the follcwing
riteria were excluded from the evaluable efficacy subset:

-randomized patients that violated the criteria for
diagnosis of SAR to mountain cedar as described in the
protocol :

In the correspondence dated 3/6/96 the sponsor stated that after revising the data in this
study they found that the investigators had used a criterion based on the outside air
exposure variable instead of the one based on patient symptoms as originally intended.
This criterion for inclusion in the evaluable for efficacy subset was removed from the
revised final report of this study, as is indicated in page 001 of the 4/1/96 submission.

-patient that had: severe deviated septum, structural defect
or nasal polyps:; rhinosinusitis during baseline or develcped
while cn study medication; clinically significant
neuropsychiatric disorders; a history excessive alcohol or
drug abuse

-patients whose daily average weights of delivered study
medication were less than 0.72 grams

Afier reviewing the calculations used for non-compliance in terms of usage of study
medication, as a criteria for inclusion in the evaluable for efficacy subset, the sponsor
realized that they had done a mistake and that a more restrictive criteria than was
intended had been chosen (correspondence dated 3/6/96). A revised final report for this
study was submined 4/1/96. The sponsor's revised comments are included in the MO
reviewer's comments for the population enrolled/analyzed section, that follows.

-use of restricted pre-study or concomitant medication
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Rll descriptive analyses of patient characteristics at baseline
were performed in the intent-to-treat patient group.

Population enrolled/analyzed

Two hundred and ninety seven patients were enrolled in 5 centers,
with the following investigators:

William Howland, III, MD, Austin TX
Bruce Martin, MD, San Antonio, TX
Robert Jacobs, MD, San Antonio, TX
Paul Ratner, MD, San Antonio, TX
Joseph Diaz, MD, San Antonio, TX

Patient were randomized to one of four treatment groups:

50 mcg - 74 patients
400mcg - 75 "
4mgIM- 74"
rlacebo - 74 "

Tf 2%7 patients enrolled, 269 completed the study. All 2%7 -
rzlilents were evaluable for safety and 120 (40.4%) were evaluable
for efficacy.

Patients randomized to treatment - (from Table 1A, vol 17)

rat.ents Placebo Trinasal Trinasal 400 Kenalog 4mg
50

zssizcrned to 74 74 75 74
T
ccmpleted 67 63 72 67
[} d)r
Nt 7 11 - 3 7
comrleting
stucy
eveluable 28 ] 28 30 33
efiicacy
nen 45 46 45 41
evaluable
efficacy

The most frequent reason reported for not been evaluable from the
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efficacy standpoint was non compliance with study medication.

Reported reasons for not been evaluable for efficacy, from Table
1£, volume 17:

118(39.7%) non compliance with respect to study medication

31 - placebo

32 - Trinasal 50
25 - Trinasal 400
30 - Kenalog 4

42 (14.1%) inadequate exposure to mountain cedar at baseline

9 - placebo

12 - Trinasal 50
17 - Trinasal 400
4 - Kenalog 4

16 (5.4%) use of restricted medicaticn

10 (3.4%) had rhinosinusitis at baseline or while on study
3 (1.0%) clinically significant neur:ipsychiatric disorder
2 (0.7%) structural defect in the ncs2

1((0.3%) excessive alcohol or drug intake

. the placebo aroup 7 patient developed rhinosinusitis during
zseline or treatment.

IS ]

Tre follewing listing, in Table 21B, vol 4.7%, correspcnds to
ratients terminated at the time of the final visit, by
investigator, patient nurber, treatment, at the time of final
visit:
Placebo Trinasal 50 Trinasal 400 | Kenalog 4
Zowliend 105, 117, 104, 145 102,113,145
140
artin 218, 230 ) 233 250, 231
Jaczozs 334, 358
rztner 409, 404, 437, 420, 401,415, 406, 421,
416, 436, 447, 4489, 443, 446 441, 455,
445, 452, 454, 458 459
456, 460
Diaz 530, 552 507 522

Reviewer's comments: Although the distribution of non evaluable
efficacy patients does not differ between treatment groups, the
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nurber of efficacy evaluable patients is below the planned sarple
cize calculations for the study to heve adeguate power to detect
si¢gnificant differences among treatments.

The listed number of patients that were considered to be ncn
compliant with study medication was 39.7% cf the patients
enrolled. However, there are no apparent differences in the
rzoportion of these patients between treatment groups.

It 1s also noticeable the number of patients that were not
ccnsidered tc be evalueble for efficacy for the last visirt,

rarticularly in Dr. Ratner's study site. The case report forms
Ior these patients is not included in the submission unless the
pétient had been discontinued due to an adverse event. We asked
the sponsor for the CRFs from patients that are listed under Dr.
Fatner's as not considered evaluable for efficacy in the last
visit. These CRFs were submitted [N(RZ)~-2/12/9¢] and reviewed
for safety. No further safety concerns were elicited.

Tre sponsor had been asked to clarify the criteria for non-

IR )
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cation use, in a telecon‘erence dated February 23, 1
r reviewing the calculations used to determine ccmpl
Trinasal groups, the sponsor concluded that the weigh
uited in a compliance criterion of B83% and not 67% as
repcrted. The use of the 83% value resulted in a more

ingent criterion of compliance that they had originally
irntenced; correspondence dated 3/6/%6. Even thocugh the intent-to-
treat analyses and conclusicns did not change, the spcnsor chose
tz submit a revised report [N(BZ)-4/1/96], to correct the
evziueble for efficacy analyses.
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The following table depicts the percentage of non-compliant

gtients by treatment group (as a percent of the treatment group
tctals), for the B3% and 67% weight criteria for inclusion in
“rte evaluable for efficacy subset, from page 04 in the
correspondence dated 3/6/96.

Comriznce Criteria | Placebo Tri-nasal 50 Tri-nasal 400 Kenalog
67 < usage 20% 11% 11% 11%
S37 usage 31% 28% 23% 23%

Using the less restrictive criteria for noncompliance, patients
in =he Tri-nasal group show greater compliance than placebo
treated groups.

APPEARS THIS WAY
ON ORIGINAL
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Discontinuations:

ratients Placebo Trinasal 50 Trinasel 4C0 | Keralog 4
Not 7 11 3 7
completing

Terminated 0 0 0 1
visit 3

Terminated 7 11 3 6
Jisit 6

reason: AE 1 1 1 0
Melication 1 1 0 2
corriiance

Tirer 5 9 2 5

from patients discontinued due to adverse events (volume 16,
)

?:.-17 (Howland)
32 y/o w,female, burning of the nose and gagging (moderate
severity), lasted for two weeks, resolved after drug weas
d/c. Patient was terminated early from the study on the
final visit.

Reviewer's comments:

CRF (vol 150): This patient complained 2 weeks after starting
treztment that the "medication burned too much and dosage caused
cegging." The patient's global for the first week of treatment
was that symptoms were markedly better. However, for the second
eek the patient's global evaluation was that the symptoms were

week

siightly worse. This patient rated as severe, sinus headache
during two days of the kaseline period. On two separate days
during active treatment this adverse event recurred and was rated
as moderate.

*ose burn, throat burning usually lasting for 5 minutes, nausea
and gagging from quantity of medication delivered per dose.

Review of the study medication weight record reveals that the
tient did not use the expected veclume of study meds for the two
2ks of treatment. The patient did not record using
.lortrimetron. The reviewer, after reading the CRF, concurs with
e investigator that the adverse event is most likely related to
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study medication.

Nasal 400:

Pt.401 (Ratner)
57 y/o, w, female, nosebleed (mod), lasted 1 hour after 2
weeks of treatment, resolved after drug was d/c.

Reviewer's comments:

CRF (vol 150): This patient had a nosebleed after two weeks of
treatment and discontinued study medication. No recurrences were
recorded after medication was d/c. The patient was taking daily
Chlortrimetron tables and complained that these caused thirst
continuously. The symptoms most helped was congestion, the eves
continued to be itchy and watery through out. This patient was cn
Premarin and Provera.

ne contribution to this adverse event by the use of concomitant
scue medication and its common side effect, dryness of the
ccsea, cannot be ruled out.

rz.<24 (Ratner)

€2 y/o, w, female, hives (mod), after one week of treatment.
Resolved with medication. Patient on concomitant ASA,
Relafen and Premarin.

Reviewer’s comments:

CREF (vol 150): One day after starting treatment the patient
developed hives. The patient had continued the previous
meds, Relafen and Premarin. 1Initially, in the first days
that the hives appeared, the patient had taken acetamincphen
for headaches. ASA was started 4 days after hives had
started. Chlortrimetron was started the same day that the
hives were noted. It is not clear whether the hives began
before or after the first dose of chlortrimetron was taken.
The next day the patient received what appears to be an
?oral steroid (CFR photocopy -not clear). This patient had
no previous history of urticaria recorded. The patient had
been on the Relafen and Premarin for more than 1 yr.

Since the CRF records are not clear as to when the patient
started using the rescue medication in relation to the first
appearance of the hives, the role that the study drug may
have had in this adverse event cannot be completely ruled
out.

the discontinued patient listing in Table 21B, volume 79, some

ents that were listed as having discontinued the study early due to
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CTrer reazscns are listed:

Pt 138~ {Visit 3, Ho nd)us more than 4
Chlo t*lnetrcn/days
Pt 102~ {final, Howland),did not use nacsal scrays because
she felt so much better
Pt 145~ {final visit, Eowland) -scab cn anterior nasal
septum coula be due to medicaticn
Fr., 221- (final visit, Martin) early termination due to
intcrelable symptoms
Trirzsal EC
rT. 3ig- {final, Jaccbs), worse symptoms -tock excessive
rescue
Pr. 458- (final, Ratner), increased symrctioms
Ft $1%- (final, Ratner), inadeguate sympicm relief i
FT .4€7 -~ {fingl, Ratner) treziment failure
Trinzsz: 400
FL 4423- {finesl, Ratner), treatment failure
MeZicztion used:
Treztment Lot# Formulation#
rlacebo 30802 39-000-2
EC oLz TR 31701 39-050-2
£CC .z TAA 30702 38-0125-2
< mz 1M TAA 3F68216 N/A
“§ 3Cc68109
3D68142

Fandcmization:

Fzzients were randomized using a random code generated by

: - The randomization was bese on a
:otal sample size of 300, €0 patients per center, using a block
size of four.
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Tudy conduct
According to the study report the original protocol was followed
eand there were no amendments made.

Cermpliance

Patients who failed to meet the weight usage criterion for Tri-
nasal were considered to be non-compliant. According to the
rrctocol the study bottles would be weighted at the clinic visit
énd compared to the weight of a bottle that had been used
accerding to the protocol.

JDetebase management

DOS, version 4.5. The database was audited by generating a
dom 10% sample of the patients and comparing the CRF to

abase listings. An error rate of — % was used for safety and
icacy files; an error rate of —~ % was used for all other
udy files. The error rate was determined by dividing the
nurber of error by the total number of datapoints and multiplying
180. For those files that did not meet the error rate
e’l‘lCat‘Oﬁ, a 100% manual verification of the CRF versus
“abase listing was completed and all updates integrated prior
locking the database.™

he data from the CRFs were double data entered using ———
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Reviewer's comments:

The report does not mention the results of the audited 10%
of CRFs, specifically what listing if any failed. It is not
clear whether after the audit of the 10% sample was dcne,
the 100% manual verification of the CRFs was limited only to
the affected fields in the 10% sample or if it included
these affected fields found to have problems, for all CRF
records.

Although the sponsor was not asked specifically about the
detalls cf the internal audit, a revised final report for

study 100-204 was submitted on 4/1/96, due to the sponsor's
mlstake made in the inclusion criteria for the evaluable for
efficacy subset. As stated in the report when the re-
ganalyses of the efficacy subset was done, some database
errors were discovered. These are included in the 4/1/96
submission and as stated in page 002 of that submission none
of the efficacy conclusions were affected.

EFFICACY RESULTS:

Only the results of the intent to treat population: 297
patients, will be discussed.
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"The data from the 2B patient:s that discontinued the study
after baseline (visit 2) was included in the indiwvidual
patient listings and in all applicable tables."

Demographics and baseline characteristics

The study reports finds no significant d.fferences between
treatment groups with regards to patient age, sex or race.
In the intent to treat group, 43.4% were male. The majcrity
of the patients were Caucasian. The percentage of other
races: Hispanic (26.9%; 80/297), Black (2.4%; 7/297),
Oriental (1%; 3/297), and cother (0.3%; 1/297).

The patient’s medical history data at screening across
treatment groups did not show statistical differences in
terms of abnormalities by body systems, including: EENT,
pulmonary, and use of tobacco (vol 17, Table 3).

There were no significantly differen: abnormalities reported
between treatment groups with respect to the physical
erxamination: body system abnormalit. or vital sign. 2
significant group-by-site interacticn was noted at baseline
for diastolic blood pressure (Table 4A, vol 17, page 013)
but there was no significant treatment interaction (appendix
B, part 2.1 pages 0z2-024, vol 18). The mean values for
diastolic blood pressure by treatment group follow: P
(76.05); T-50 ({75.£2); T-400 (76.35); K-4 (76.88)-Table 4B,
vol 17.

Baseline symptoms

Patient derived diary scores
Baseline Patient Diary Evaluations and SSI scores:

For the intent-to-treat (ITT), the adjusted mean baseline
SSI1 scores in the active treatments, were numerically lower
than in the placebo group. Tri-nasal, (TAR) 400 ug: 7.41,
TARA 50 upg: 7.72 and Kenalog 4 mg:7.81,and placebo 8.30.

Acccrding to Table 531, vol 4.17 (intent-to-treat) the
comparison of the treatment groups at baseline is
statistically significant p=0.006 based on an ANOVA model
with effects for treatment, site and their interaction. The
SSI scores at baseline for the placebo group, were
statistically significantly different from the Tri-nasal 50
ug (p=0.025%), Tri-nasal 400 ug (p=<0.001) and the Kenalog 4
mg (p=0.051) treatment groups (Table 5G1, vol 4.17).

In the ITT group, there is a significant group-by-s%te
interaction for SSI scores (p=0.051). Of the random}zed
treatment groups at baseline, two sites have significant
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differences in the scores. Site 2, Dr.
and site 5, Dr. Diaz (p=0.024)-Eppendix
29, page 230. At site 2, P vs 400
{(p=0.024), 400 vs 4 (p=0.025).

Howland (p=0.00%;,
E, Table E.01, vol
(p=0.001), P vs 50

At site 5, P vs 4 (p=0.092).

Baseline Individual symptom scores

Surmary of symptom severity analysis at baseline from Tebkle

5G1 (Intent to Treat), vol 17.

symptom | overall P vs 50 P vs 400 Pvs4 50vs400 | S0vs4 400 vs 4

p value
sneezing 0.018 * 0.183 0.002 0.047 0.075 0.506 0.263
rhino-rhea | 0.012 (”ub.OZI' 0.001 : 0.032 0.375 0.862 0.289
nasal 0.229 7139 0.130 0.950 0.975 0.155 0.145
conges-
tion g
itchy 0.141* 0.047 0.043 0.288 0.972 0.353 0.334
NTP )
itchy/ 0.042 0.028 0.007 . |0.067 0.625 0.711 0.390
Eves s

= significant treatment-by-site interaction at 0.10 Level

Duration of individual symptoms at baseline
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baseline,

(intent-to-treat),

Rdjusted mean:, (Table 6Al, vol 17)

pP=8.89
T 50=6

T 400=6.35 hrs

hrs
.10 hrs

K 4=6.13 hrs

The recorded duration for rhinorrhea was statistically
significantly longer in the placebo group than in the Tri-nasal
treated groups.

Edjusted mean,

(Table 6B1,

vol 17)

T the mean duration of individual

AR symptoms was consistently numerically greatest in the placebo
r The duration of sneezing was significantly longer in the
o group versus the other three treatment groups.




P 12.63 hrs
T 50 9.65 hrs
T 400 9.54 hrs
k 4 10.87 hrs.

Physician evaluations

Baseline SSI scores and individual symptom scores

There were no significant treatment differences with respect
to physician evaluations of SSI or individual symptoms at
baseline (Table 7G, vol 17). The adjusted mean scores
ranged from B8.21 in the Tri-nasal 50 group to 8.34 in the
placebo group.

Analysis of efficacy variables
Patient Diary Evaluation of Symptbm Severity

Reviewer's comments: )
The results displayed in the following tables for the SSI
scecres (sneezing, rhinorrhea and nasal congestion)in the
intent to treat population, support the efficacy of the
Tri-nasal 400 pug over placebo at all four weeks of
treatment. The statistical analyses (by week) used to
evaluate the differences across treatments for SSI scores,
took into account baseline as a covariate. However, it is
not clear to the reviewer if these analyses would be the
cnly ones that need to be done when these covariate values
at baseline are statistically significantly different among -
themselves. The statistical reviewers are aware of this
issue and will be looking into it.

All treatment groups, including placebo, had an improvement
in the SSI scores from baseline to the last week scores.
When the adjusted mean SSI scores by treatment groups for
week 4, are subtracted from the baseline score, the
difference appears to be almost the same for all treatment
groups: 3.62 for placebo, 3.57 for Trinasal 50, 3.62 for
Trinasal 400 and 3.78 for Kenalog 4. It is the rate of
improvement over these 4 weeks that appears to be different
among treatment groups.

The Tri-nasal 50 ug and Kenalog 4 treatment groups failed to
show adequate consistent efficacy versus placebo in the by
week analyses. Kenalog 4 treated group had significant
lower adjusted mean SSI scores than placebo, for weeks 2 and
3; Trinasal 50 ug only for week 3. It would be important to
demonstrate a significant difference in the first week of
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treatment for an active treatment versus placebo to receive
the indication to treat seasonal allergic rhinitis.

The consistent decrease in symptoms demonstrated in placebo
treated patients could be the result of low pollen exposure.

?he_following tables show pertinent adjusted mean SSI scores and
individual symptom scores from the patient’s daily diary.

Symptom severity index (adjusted mean SSI scores, Intent-to-
Treat) Adjusted mean Scores for SSI index from Table 5Al, vol 17.
Week Placebo Trinasal 50 Trinasal 400 { Kenaliog 4

0 8.30 7.73 7.41 7.80

1 7.07 6.97 6.24 7.11

2 6.60 5.92 _ 5.05 5.81

3 5.71 4.71 4.30 4.59

4 4.68 4.16 3.79 4.02 .-

Summary of symptom severity analysis (SSI scores), from Table 5G,

vel 17, referring to the above table.
week overall P vs 50 Pvs400 |Pvs4 50vs400 | S0vs4 400 vs 4
p value
0 0.006 * 0.025 <.001 0.051 0.208 0.769 0.121
1 0.017 0.733 0.009 0.915 0.019 0.651 0.006
2 <.001* 0.065 <.001 0.032 0.019 0.769 0.038
3 0.003 0.011 <.001 0.005 0.291 0.763 0.448
4 0.185 0.218 0.034 0.115 0.369 0.737 0.575

Results for Weeks 1, 3, and 4 are based on an ANOVA model with a baseline covariate and effects for

treatment and site. Results for Week 2, are based on an ANCOVA model with a baseline covariate and
effects for treatment, site and their interaction.

* significant treatment-by-site interaction at the 0.10 Level.

Biometrics was asked to comment on the significant treatment-by
site interaction at baseline and at week 2 in the above table.
They referred to their previous response to a similar question in
Study 100-309; Dr. Guo's review, page 6 and 3, Appendix 3.
Biometrics considers the sponsor's approach to be correct. The
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sponsor notes that there is a significant interaction, follows
the protocecl and does a by-site analyses cf trestment effect.

The endpoint mean SSI scores are displayed in Figure 2, wvol 4.17.
Endpoint was considered to be the last available non-missing
post baseline measure. A statistical analysis of this parameter
was not included in the study report. The reported results were:
Tri-nasal 400 upg:3.57; Tri-nasal 50 ug:4.41; Kenalog 4:4.03 and
Placebo: 5.11.

Individual symptom scores (intent-to-treat)

The results of the individual symptom scores in the intent-to-
treat population follow. The results are presented using the
reported adjusted mean scores for the week, followed by the
summary results from the statistical analyses.

There were statistical significant differences at baseline for’
rlacebo versus the active treatments for the following symptoms
sneezing -all except the Trinasal 50; rhinorrhea-all; naseal
cengestion-all; itchy/nose/throat/palate and itchy /red/watery
eves- all except Kenalog 4. The statistical analyses used
tzseline as a covariate. -

Cnly Trinasal 400 ug demonstrated consistent and statistically
significant efficacy over placebo for the 4 weeks of treatment,
for sneezing and rhinorrhea. For nasal congestion, it was
significantly different from placebo in weeks 1, 2, and 3. For
the symptom complex of itchy/nose/throat/palate, it was
significantly better than placebo for weeks 1, 2, and 3 of
treatment and for itchy/red/watery eyes symptom complex, on weeks
2 and 3.

It is important to note that treatment with Kenalog 4, a systemic
steroid, did pot show significant differences on
itchy/red/watery/eyes, over placebo, except for week 2 and 3.
Kenzlog 4's effect versus placebo was demonstrated on sneezing
for weeks 3 and 4, for rhinorrhea on week 3, nasal congestion for
weeks 2, 3, and 4, and for the symptom complex itchy/nose/throat
end palate for week 2 and 3. ~

APPEARS THIS WAY
ON ORIGINAL
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Sneezing (adjustgd mean scores, intent-to-treat) from Table 5Bl

Week O Week 1 Week 2 Week 3 Week 4
Placebo 2.61 2.19 1.93 1.66 1.40
Tri-nasal 50 | 2.44 2.06 1.66 1.32 1.12
“g
Tri~nasal 2.21 1.71 1.43 1.10 0.8%
400 v g
Kenalog 4 mg }2.36 2.13 1.69 1.28 1.09

Summary of symptom severity analysis from Table 5G1

Sneezing
week overall P vs 50 Pvs400 |Pvs4 50vs400 | SOvs4 400 vs 4
p value
0 0.018* 0.183 0.002 0.047 0.075 0.506 0.263
1 0.002 * 0.337 <.001 0.652 0.010 0.610 0.002
2 0.010 0.069 <.001 0.101 0.114 0.853 0.075
3 0002|0019 |<oor |ooos |oa23  |o7as 0223
4 0.007 E‘O’g <.001 0.040 0.117 0.845 0.167

= significant treatment-by-site interaction at the 0.10 Level.

Results for Weeks 0, and 1 are based on an ANOVA model with effects for treatment, site and their
interaction. Results for weeks 2 and 3 are based on an ANCOVA model with a baseline covariate and

treatment and site.

Rhinorrhea (adjusted mean scores, intent-to-treat) from Table 5C1

Treatment Week 0 Week 1 Week 2 Week 3 Week 4
, Placeko 2.83 2.39 2.29 1.93 1.62
Tri-nasal 50 | 2.58 2.39 2.00 1.57 1.45
ug




Tri-nasal 2.48 2.08 1.65 .42 1.20
400 v g
Kenalcg 4 mg | 2.60 2.42 2.03 1.58 1.41

Summary of symptom severity analysis from Table 5G1

Rhinorrhea
week overall P vs 50 Pvs400 |Pvs4 50vs400 | 50vs4 400 vs 4
p value
0 0.012 0.021 0.001 0.032 0.375 0.862 0.289
1 0013 [o09s4 |12\ |o749  [ooos  [o.791 0.004
2 <.001* 0.03§ 1<o001 Yooss |oow0 0.804. - | 0.005
3 0.004 ( 0‘012/ <.001 0.016 1.300 0.912 0.252
s loose vz |oowr  /oasi 0.112 0.817 0.172
—

-

s:ignificant treatment-by-site interaction at the 0.10 Level.

Results for Week 4 are based on an ANOV A model with effects for treatment, site and their
interaction. Results for weeks 1 and 3 are based on an ANCOVA model with a baseline covariate and
effects for treatment and site. Results for week 2 are based on an ANCOVA model with effects for
treatment, site and their interaction. Results for week 0 are based on an ANOVA model with effects for
treatment and site.

Nasal Congestion (adjusted mean scores, Intent-to-treat) from

Table 5D1
Treatment Week O Week 1 ) Week 2 Week 3 Week 4
Placebo 2.87 2.61 2.44 2.14 1.85
Tri-nasal 50 |2.72 2.53 2.20 1.82 1.60
“g :
Tri-nasal 2.72 2.36 1.89 1.75 1.59
400 u g
Renalog 4 ng 2.86 2.52 2.11 1.72 1.48




Summary of symptom severity analysis from Table 5G1

Nasal Congestion

week overall Pvs 50 P vs 400 Pvs4 50vs400 | 50vs 4 400 vs 4
p value

0 0.229 0.139 0.130 0.950 0.975 0.155 0.145

! 0.137 0.485  |0.023". |0.403 0.111 0.892 0.146

> 0.001* | 0.094 <.001 ) |0.020 0.024 0.520 0.103

3 o011 {0021°) Looos/ |0003 Joess  |osis  |osss

3 0.116 0.124 0.097 0.019 0.932 0.423 0.462

= significant treatment-by-site interaction at the 0.10 Level.

Resulis for Week 2 are based on an ANOVA mode] with effects for treatment, site and their
inieraction. Results for week 0 are based on an ANOVA model with a baseline covariate and effects for
treatment and site. Results for week 1, 3 and 4 are based on an ANCOVA model with effects for
trzaiment and site.

Itchy/nose /throat/ palate (adjusted mean scores, intent-to-
treat)

n

-y ey
Reetast=Sant
P

of symptom severity analysis from Table SE1

Treatment Week 0 Week 1 Week 2 Week 3 Week 4

Placebo 2.60 2.25 2.05 1.71 1.31

Tri-nasal 50 | 2.34 2.13 1.73 1.34 1.08

~g

Tri-nasal 2.33 1.85 1.48 1.18 1.05

400 v g

Renalog 4 mg | 2.46 2.12 1.68 1.32 1.12

week overall Pvs 50 P vs 400 Pvs4 50 vs 400 S50vs 4 400 vs 4
' £ value

0 0.141* 0.047 0.043 0.288 0.972 0.353 0.334
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! 0.013 0360 6.002 0.307 0.023 0.919 0.030
2 0.003* |0.035 <001 lo.o16 0.108 0.777 0.183
3 0.005 0016  N\<.001, |oon 0.316 0.902 0.380
4 0.357 0153 |oo9E  |o0242 0.849 0.782 0.634

Results for weeks 1, 2. 3 and 4 are based on an ANCOVA model with baseline covariate and effects
for treatment and site. Results for week O are based on an ANOVA model with effects for treatment and

site.

* significant treatment-by-site interaction at the 0.10 Level.

Itchy/red /watery eyes (adjusted mean scores, intent-to-treat)

Treatment Week O Week 1 Week 2 Week 3 Week 4

Placebo 2.64 2.23 2.02 1.69 1.29
Tri-nasal 50 | 2.32 2.30 2.01 1.67 1.37 i
-g

Tri-nasal 2.25 2.01 1.66 1.36 1.09

400 L g

¥enalog 4 mg | 2.37 2.18 1.69 1.38 1.06
Surmary of symptom severity analysis from Table 5G1

week overall Pvs 50 Pvs400 |[Pvs4 50vs400 | 50vs4 400 vs 4

p value

2 0.042 0.028 0.007 \ 0.067 0.625 0.711 0.390

] 0.098 0.576 0.070 0.757 0.016 0.380 0.127

2 0.021 0.045 | o020 | [0032 o023 o036 0.842
3 10.055 0902 \ |0.038 / 0.054 0.048 0.069 0.882

4 0.145 0.621 0.206 0.153 0.074 0.054 0.857

Results for week 1,2, 3 and 4 are based on an ANCOVA model with a baseline covariate and effects
for treatment and site. Results for week O are based on an ANOVA mode! with effects for treatment and

site.
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ctrics was asked why baseline was not used as a covariate fcr the
vidual symptoms of sneezing-week 1; rhinorrhea-week 4; and nasal
esticn-week 2, noting that there had also been a treatment by-size
teraction at these weeks. The sponsor followed the method specified
the protocol when there is a treatment by-site interaction and it is
eble. When there is a treatment by-site interaction one cannoct

be the magnitude of the baseline adjusted mean difference between
ugs or dose levels without considering that it differs depending
$ which center is considered. The measurements of the treatment effect
are not comparable to baseline-adjusted measurements, refer to Dr.
Guc's review, Appendix 3.

Patient evaluation of symptom duration

Reviewer's comments:
The mezn week scores for the duration of individual symptoms as well es
crhznge from baseline within treatment groups are depicted in Tables
6E2. There are only few instances where there are demonstrated
icant differences between placebo and the active treatments in
retion ¢f individual symptoms. Only the statisticelly
srgniiicaent differences will be noted.

t

-
v
<

wing cases the symptoms were reccrded as lasting
nger in the placebo treated group vs the active

o1
I 1]

(t
w

| Rl d
o0

e 6F, vol 17, statistically significant differences of active
s vs placebo p<0.05 were:

Sreecing: Trinasal 50 at baseline
Trinasal 400 at baseline
Kenalog 4 at baseline

rrhinorrhea: Trinasal 50 at baseline
Trinasal 400 at baseline and at weeks 2 and 3

lesal congestion: Trinasal 50 at baseline
Kenalog 4 at week 3
Itchy rcse/throat/palate: Trinasal 400 at baseline and at weeks 2, 3;
and 4
Trinasal 50 at weeks 2 and 3
Itchy/red/watery/eyes: Trinasal 50 at baseline
Trinasal 400 at baseline.
be the above by week comparisons among treatment groups for
in vidual symptoms the most frequent statistically significant

:ficant comparisons ketween treatment grcups are not consistent or

d
fferences ones are the ones at baselire. The other statistically
Eeds!
rsistent during the study duration.

[{ LI

T () e
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Physician weekly assessment for symptom severity
SSI scores

Ko significant differences were detected among treatment groups at
bzselzine.

q =

ty .

Rt tzseline the scores ranged from 8.21 to 8.34 in the different
treatment groups. The Trinasal 400 adjusted mean scores for weeks 1-4
were statistically significantly lower (p< 0.05) than placebo. Trinassal
£l sccres were statistically significant lower than placebo at week 2,
zn Kenalog 4 scores were statistically significantly lower than

[\ VIS |

in m ()}
)

c on weeks 2 and 3; Tebles 7Al1 and 7G in vol 17. At week 2 there
significant group-by-site interaction.

>

Individual symptom scores

c significent differences were detected among treatment groups at
zg2line for each individual symptom score. -

statistically significant results (ps 0.05) vs placebo frecm
in vel 17, for adjusted mean scores in & by week analysis:

Sreezing Trinesal 400 at weeks 1-4
Trinazsal 50 at weeks 2 and 3
Kenalog 4 at weeks 2, 3, and 4
rrhinorrhea: Trinasal 400 at weeks 1-4
Trinasal 50 at week 2
Neszl Cecngestion: Trinasal 400 at weeks 1-4

Trinasal 50 at week 2
Kenalog at weeks 1-4

(]

tchy Nose/threoat/palate: Trinasal 400 at weeks 1-4
Trinasal 50 at weeks 1, 2, and 3
Kenalog 4 at weeks 1, 2, and 3

Iichy/red/ watery eyes: Trinasal 400 at weeks 1-4
Trinasal 50 at week 3
Kenalog 4 at weeks 1, 3, and 4

“hen the post treatment-by week adjusted mean scores for individual
svmotoms were compared to their own group baseline score, all groups
inz_uding placebo, had a statistically significant difference from
maseline (ps<0.05) for sneezing, nasal congestion, rhinorrhea, and itchy
nose/throat/palate. For itchy/red/watery eyes, the Trinasal and Kenalog
=reztment groups the statistically significant differences were found
a~ al: treztment weeks but for the placebo group, statisticzlly

<

2-¢.
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Reviewer's comments:

The results of the physician assessment of symptcms descraibed above 1in
terms of the adjusted mean SSI scores and individual symptoms support
the result that Trinasal 400 is superior to placebo through out the 4
wee eks of treatment. The results for Trinasal 50 and Kenalog 4

trate efficacy vs placebo only for weeks 2 and 3 for SSI scores,
a:i srcradically for individual symptom scores at different weeks.

Tne effect that the use of rescue medication prior to the physician's

7
zssessments at the clinic visit may have had on the symptom sccres is
u:x“ wn since there were no restrictions in its use prior to these

Patient global evaluation of therapy

Pztients (intent-to treat) rated their therapy in a range of 1.61 tc
I.2Z1 fcr the active treatments vs 2.77 for placebe, during the first
wezx cf treatment for all treatments. By week 4, the range was 0.%4 to
.27 for the active treatments and 1.75 for the placebo group. Teble EA

o
.
oy

§
®
—
~J

O

Sczre ! =mcderately better and a Score 2 =slightly better.

ctive treatments were compared versus placebo in & by week
the two Trinasal treatment groups had statistically
T

s:zn:ficant lower scores than placebo for all weeks. Kenalog scores
staztistically significantly lower thaen placebo at weeks 1, 2, and
rle €B in volume 17.

"

hysician global evaluation of therapy

|¢n]

=z rhvsicians rated the three active therapy groups at week 4 for the
-—ent to treat population with lower scores (better) than the placebo
rzvr. The scores ranged from 1.08 to 1.59 in the active groups versus
the placebo treated group: Table 9A, volume 17. The score of
tely better and a score of 2=slightly better. These scores were
szztistically significant (ps 0.05) different for the three active
~rzaziments vs placebo.

P

n (D ()
rt )
RRERV I B

Use of rescue medication

ve statistics were done for the amount of chlcrpheniramine

Tesgevinpel

—_—T e e - yb-s

g taken=# tabs x 4mg) taken during each treatment week.
Tnferential comparison between treatments were made.

ccrted mean (mg) of chlorpheniramine taken during the study period
cm Table 10A, in volume 4.17.

" Placebo Trinasal 50 Trinasal 400 | Kenalog 4

veek 1 3.55 2.81 1.63 3.05
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week 2 3.09 2.14 1.02 2.01
week 3 1.60 1.13 0.92 0.96
Week 4§ 1.26 0.96 0.42 0.79

There is a statistically significant difference repcrted for the use of
rescue rmedication in the Trinasal 400 &nd Kenalog 4 treatments group
versus the placebo group for week 2 and for Trinasal 400 vs placebo for
weex 4. Although there is a statistical difference between Trinasal
4CC and placebo at week 1 there is also a significant treatment group-
by site interaction.

Reviewer's comments:

1y g4

[N S S () I { T B

ey

cz_culeted.

nced in the report,

vel 16, page 085,

tneugh the frequency and percentages for concomnitant medication may
e benn celculated within treatment group this information is not
adily accessible from the referenced tables,

€zTIrent comparisons were made,

listing and appendices.
as it is refer=znced in Tables 10A.
er, we do not know how were the chlorpheniramine use means

after a careful look at

re ;“_1\40u=¢ patient listing for use of concomitant medication, Data
it is noted that only a few patients
According to these listings, most of the

~2gTirng 14A and 14B in vol 69,
chlcrpheniramine use.
he rescue medication was done during the screening period and
Diaz', had the majority of
In teleconference with the sponsor dated 7/16/96
clarified that they had incorrectly cited Tables 14A and 14B as
it should had been Data Listing

+

[

SO et Y Y tn
5.
t oot ()

ot b

1]

™
u-(nniwmou

bt bt et
'

‘0
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ja)

=

al two sites,
ed patients.

Ratner's and Dr.

rce bata Listings for Table 10A,
ed "Patient Diary Evaluation and Rescue medication usage". The
g was originally submitted in the 10/31/95 submission and re-
The numbers provided in the

submitted with corrections on 4/1/96.
sukmissicn dated 3/6/96 are correct.

PP ey S Gpana

rn a teleconference dated 2/23/96, the sponsor was asked to provide us
n the proportion of patients whq took chlorpheniramine by treatment
The following table was provided in the correspondence dated

c‘e'a-l: numerator represents patients who took any chlortrimetron
curing the given time period, denominators represent the number of
rztients in the study for the given time period.

Week (P Value) Placebo Tri-nasal 50 Tri-nasal 400 Kenalog
Week 3 (P=0.091) 55.73 48/74 4175 51/74
Week 2 (P<0.001) l 51773 41773 25774 38/73
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Week 3 (P=0.032) | 38/69 25771 24/73 26/70
Week 4 (P=0026) 30/67 19/65 15/72 21/68
OVERALL 63773 58/74 49/75 58/74
(P=0.024)

P- value for Cochran-Mantel-Haenzel analysis contrclling for site

n the revised finazl report table above, the number of patients using
escue medication is in the range of what would be expected in this
e study.

£

0
th

Pollen count and frequency of rain during the study period

Mcuntain cedar pollen counts were recorded daily by site, for each
cseven day period from the first baseline date to the last patient
treatment week 4 date at that site. Descriptive statistics were done
by site. A second analysis was done, using descriptive statistics,
ir which the average daily patient exposure to pollen was calculated
Zuring baseline and each treatment week.

e pcllen count, type of allergen and type of weather was recorded by

sT.2v eite and is reported in Data Listing 13, volume 62.
Tne dzta cn pollen count and frequency of rain overall, by study week,
zr.d by study site is reported in Table 11A.

»zurzz:in cedar pollen counts were reported to be similar across study
sizes when analyzed by individual study week and over the entire study
rericd. They ranged from =—/m’to —— /m’ at week 2.

Tzkle 11 in volume 17, summarizes patient pollen exposure. The mean

rcollen counts recorded were:
Szszliine 6471.5 ¢ 3309/m’

week 1 £886.5 % 2203.7/m’ -
week 2 5091.1 + 286C/m’

cegk 3 1873.2 % 2779.2/m’

week 4 1160.4 * 947.6/m’

Tre large standard deviation observed in the pollen counts are
attributed to wide day-to-day variations.

Reviewer's comment:

The method used to collect this data is not reported in the protocol or
in the study report. In the correspondence dated 3/6/96, the sponsor
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reports that pollen counts were done by 3 of the 5 investigators. Two
investigators used w=———>——— sampler (Howland and Martin) and the
other (Ratner) a ———————— device ——— .

From the mean overall pollen data it appears that for week 3 and 4 the
patients were exposed to less pollen than during the first two weeks.

There are differences by week at different study centers: Week 1, Dr.
Martin’'s center had the lowest recorded pollen count of the 5 study
sites; for weeks 2, 3 and 4 it was Dr. Howland's site that had the
lowest counts. It would be of interest to see what would happen to the
analysis of efficacy if the scores from Dr. Howland's patients are not
included in the analysis.

review of Data Listings 13 in volume 69, also shows that in many
nstances the individual centers did not record the type of weather at
hat center. However, after looking at the recorded pollen counts it
cpears that for the most part if it had rain at the center it was

eccrded, even though not all low counts had recorded the type of
ather for that day. o

IR 3
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Efficacy conclusions

ssed zdeguate to eliminate the residual effect of baseline differences

! alysis, then this study would support the efficacy of Trinasal
sus placebo.

[ ]
~e results of the intent-analysis of the patient's daily diary, using
rezrospective 24 hr assessment, for SSI scores and individual

mptcms (sneezing, rhinorrhea) for all study weeks; nasal congestion,
schy/ncse/throat/palate and itchy/red/watery eyes, for weeks 1-3,
“pport the efficacy of Trinasal 400 ug versus placebo.

m b tn o]

]

- eddition, from the physician's weekly assessment, the SSI scores and
rdividuezl symptoms for all 4 weeks also support this conclusion. It
~2uld be noted that there were no significant differences in symptom
cres at baseline for the physician's assessments. Although, it is not

_ear by the protocol what was the contribution from the patient to
s assessment. .

t 0 tn ot e
0

-

%

esults of the study in the intent-to treat population, patient's
y assessment, support the superiority of the topical Trinasal 400xg
Kenalog 4 mg IM at weeks 1 and 2 for SSI scores, and individual

ms (sneezing (wkl), rhinorrhea (wk 1 and 2),and itchy

.‘V %3 tg
.ose/throat/palate (wk 1).
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m
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results did not show significant differences versus placebo except for
week 3 (SSI scores, sneezing, rhincrrhea, nasal congestion and itchy
r.cse/throat and palate).

A topical effect for Tri-nasal 400 ug vs Kenalog 4 mg IM was not



REST POSSIBLE COPY -

cemonstrated in this study.
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Pztients on Kenalog 4 mg IM demonstrated a statistical significant
irmprovement in SSI scores (primary endpoint) versus placebo only for
weeks 2 and 3. Kenalog 4 mg improved the following individual symptoms
compared to placebo: sneezing (week 3 and 4), rhinorrhea (week 3},
nasal congestion (week 2, 3, and 4), itchy nose/throat/palate (weeks 2
ar.d 3), itchy red/watery eyes (weeks 2 and 3). Tri-nasal 400 ug qd was
surerior to placebo for all weeks of treatment (SSI scores) and
significant improvement versus placebo was demonstrated during all
study weeks for sneezing and rhinorrhea, and during weeks 1-3 for nasal
congestion. Trinasal 440 ug was superior to Kenalog 4 mg IM g week for

the first 2 weeks of treatment in terms of SSI scores. It was also
supe:ior to Kenalog improving sneezing during week 1; rhinorrhea during
week 1 and 2; itchy nose/throat/palate during week 1; and it was not

fcund to be different from Kenalog for nasal congestion or
itchy/red/watery eyes.

Trhe selected dose and route of administration of 4 mg Kenalog IM g week
is not censidered to be an adegquate comparator to assess the topical
effect of the Tri-nasal solution. Blood levels for the drug were not
crztzirned in study 100-204, but the results of the single dose
charmacckinetic study, 100-104, ccmparing Tri-nasal 400 wg to Kenalog 4
Tz IM, sugcest that a weekly dose of Kenalog 4 mg would produce much
lzwer svstemic levels than what would be expected with daily doses of
Tri-rzszl 400 pg in terms of Cmax and AUCs. Therefore, the efficacy of
Tri-nasel could be considered to be secondary to higher systemic
sxzcsure rather than to a local topical effect.

Study 1C3-104, page 067, vol 4.1

Trinasal 400 Kenalog 4 mg IM
C max 1.91 ng/m} 0.40 ng/m}
AUC o-168 33.22 nge-/ml 44.89 ng-h/m!
AUC 012 6.92 ng-h/ml 3.22 ng-h/ml
T max 0.36h 18.67h

r.is study the difference in onset of action for Tri-nasal versus
zlcg, could be related to early exposure to higher systemic

rremcinolone levels with Tri-nasal 400 ug than with Kenalog 4 mg IM
cnce a week.

This study does not support the to-be marketed nasal spray pump. The to
be marketed unit pump, —. ——=— —_ e -~ ~~—————""nasal
actuatcr is not the same pump that was used in this study. The
crharacteristics of the to be marketed pump need to be supported by
comparative data from the unit pump used in this and other pivotal
clinical studies.
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Safety

Extent of exposure

The report states that 297 patients were enrclled in the study. Of
these 74 patients received Trinasal 50, 75 were treated with Trinasal
403G, and 74 patients each receive either 4 mg of Kenalog 40 or placebo.
Eccerding to the tables in this section all were considered evaluzable
frem the safety stand point.

Adverse events:

Overall Cccurrences

These were tabulated by COSTART body system and by individual
CCSTART preferred terms. Total number of patients with at least one
adverse experience were compared across treatments. Inferential
ccmparisens of the number of patients with each individual adverse
event were only presented if this was experienced by 5% or more of
the patient sample.

Tnere were no differences between treatment groups in the overall
frezuency of adverse events. From Table 12A, the individual group
Ireguency of adverse events was:

Trinacal 400 68.0%

Trinasal 50 68.9%

Kenalog 4 mg 71.6%

rlacebo 66.2%

The most commonly reported adverse events at a frequency greater
than placebo were: -

m

Headache: Pharyngitis:
Trinasal 400 49.3% (37/75) 14.7%
Trinasal 50 45.9% (34/74) 16.2%
Kenalog 4 mg 60.8% (45/75) 6.B%

Placebo 52.7% (39/74) 12.2%
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From Table 12A, volume 17, the number of patients reporting other
adverse events recorded at a higher frequency than placebo by
individual treatments are:

Placebo Trinasal 50 Trinasal 400 | Kenalog 4
N=74 N=74 N=75
N=74
eplstaxis 2.7% 8.1% 2.7% 0%
cough 2.7% 1.4% 1.3% 5.4%
increased
ezr pain 2.7% 2.7% 1.3% 6.8%
myaligia 0% 4.1% 6.7% 2.7%
Frcm Table 12B, volume 17, the myalgia was reported as mild or -
—oderate. One episode of epistaxis was reported as severe in the
rinzsal 400 treatment group. The other reports of epistaxis were
ecurcded as mild for Trinasal 50. Ear pain was reported as moderate
n 3, and as severe in 2 patients treated with Kenalog 4 mg. Four

atients on the Kenalog grcup reported cough increase of moderate
everity and in the placebo group one patient reported a severe
couch increase.

m o'y - 14 g

Frcm Table 12C, volume 17, 7 reports of mild epistaxis associated
th the use of Trinasal 50 were considered to be drug related.

e number of adverse experiences was tabulated by individual
CCSTART body system and preferred term for maximum severity.

The incidence of severe pharyngitis was 1.4%in the placebo
group, 0% in the Trinasal 50, 2.7% (2/75) in the Trinasal 400
group and 1.4% in the Kenalog 4 mg group.

The number of occurrences of each individual event was tabulated by
body system.

The total number of adverse event and the ones with the highest
rumb2r of occurrences by treatment were:

Trinasal 400 - 162 events -
most common: headache, 59.3% (96/1€2)
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74

rinasal 5C - 169 events -
most common: headache, £3.8% (31/1€2;

Kenalog 4 - 194 events -
most common: headache, 61.3% (11%/154)

hy

lacepo - 221 events - most common: headache, 45.7% {1(1/221}

Reviewer's comments:
‘zche was an adverse event that was more frequently reported in the
treatment groups than in placebo. This was true for both the

of patients that reported this adverse event as well as for the
of occurrences. The Kenalog 4 treatment group had the highest
cf patients reporting this event, and the largest number of
ences per patient. It is not uncommon to see this adverse event
ed with a high fregquency in allergic rhinitis trials. However,

te of reports per patient is higher than expected compared to the
her active treatments and placebo. The number of occurrences =+

of patients reporting the adverse event was 2.6, 2.5, 2.6 and
rlacebo, Trinasal 50, Trinasal 400 and Xenalog 4 respectively.
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s was reported with & higher freguency in the patients using
sprays than in those patients treated with Kenalog 4. There
tvious differernces in the freguency of this adverse event or
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verity among those patients treated with Trinasal 400 vs those
Trinasal 50.
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Frinitis was rated by a majority of the patients reporting this adverse
evert as been drug related. It was reported with a higher incidence in
rlacebo patients than in the active treatments, placebo: 10/74 (13%),
Trinzsal 50: 2/74 (3%), Trinasal 400: 1/75 (1%) and Kenalog 4: 3/74
{4%) in Table 12A, volume 17. For all the reports it was rated as mild
cr moderate in Table 12B, vol 17. It appears that although the placebo
patients may have interpreted having rhinitis symptoms as been drug
relzted, this symptom could have been the normal expected response in
trhe urntreated rhinitic mucosa. :

Clinical Laboratory -
Hematology
Reviewer's comments: . e

There were statistically significant differences between treatment
¢rcups for WBCs, when the values from the final evaluation were
cempared to baseline values. The WBC increased for Kenalog 4 treated
patients from 6.74 to 7.17/uL (x 10°), Table 13, vol 17. Placebo
patients did not have a statistically significant change from baseline.

For eosinophilia the statistically significant changes noted were: a
decrease in eosinophilia in the Kenalog 4 group [from 2.78 to 2.09/ulL
(x 10%)] and an increase in eosinophil counts in the placebo group
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frzm 3.08 to 3.66 /ul (x 10%)}, Table 132, vol 17.

wc exemples shown above reflect known systemic stercoid effects cf
cg 4 compared to placebo in an allergic rhinitis population
ed to seasonal allergens.

e were other differences frcm baseline in the hematology parameters
d that were also statistically significant. They were
ceozntitatively small and not considered to be of clinical significance
ecific interest.

Blood chemistry
Reviewer's comments:
_rzre were statistically significant differences between treatment
A when the lab values from the final evaluation were compared to

Fazseline. In general the differences in numerical values were
 not considered clinically significant, Table 14, vol 17.

ZUN incrsased In the Kenalog 4 group freom 1 cl,
w.Tncut @ny significant changes in the other tr There
no significant changes amcng treatment gre -
T cregtinine.
Zlizzses increzsed in the Trinaszl 50 group from kot
~nere were rc other significent cherges in the urs

ides decreased in the Kenalog 4 agroup (141 to 125 mg/dl} zand
irasal 400 group (173 tc 150 mg/dl) and there were nc

t changes in the Trinasal 50 or in the placebo groups. There
reatment related differences in chclesterol values.

lzcebo patients had a shift from normal at baseline to abnormal
Z evaluation in total bilirubin. Fer blood chemistry values,
zertion of total bilirubin, shifts in all other parameters were
similzr between treatment groups.

Urinalysis
Reviewer's comments:

In the urinalysis, the only statistically significant difference
rz-ween treatment groups was the presence of blood in the urine at the
final evaluation. Among the four diagnostic categories: "+", "++",
"+++" and "trace", there was a decline in the number of patients in the
12 +++ categories except for the placebo treatment group.

e "+" and "trace" categories, the number of patients increased at
1 evaluation for the Kenalog group(from 5 to 11 patients) and for
zsal 400 (from 6 to 10 patients). The report notes that the
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a was considered to be due to menstrual bleeding and not of

rematuri
cal significance.
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13
Other Safety Assessments
Physical Examination
Reviewer's comments:

There were no clinical significant changes in the parameters studied
gnd reported in Tables 16A and 16B, vol 17.

Concomitant Medications

Reviewer's comments:

(R

nately 75-80% of patients in all treatment groups used a

ant medication during the study, other than rescue medication.
fregquent medications used were the anilides (acetaminophen

vatives for headache), Trinasal 50: 32%, Placebo: 43%, Trinasal

and Kenalog 4: 46%. -
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cid derivatives (i.e. ibuprophen) were also commonly used,
¢, Trinasal 50: 223%, Trinasal 400: 19%, and Kenalog 4: 28%
, volume 17; Data Listing 16A, 16B and 16C in volume 70.

Szfety Conclusions

-or concern in this study in terms of both safety and efficacy is
the randomized patients were fully exposed to the full dose of
- medications, particularly Trinasal 400 pg, on a daily basis, for
=3y duration. There were problems in terms of compliance for all
snt groups; 118 patients (39.5%) were non compliant with respect
-udy medication, however, there was no apparent differences between
nt groups. The study report does not include a distribution of
hts/bottle per week according to treatment. We should ask the
to previde us with this information.

O %
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-z large .number of patients that were considered not evaluable from
fficacy standpoint, particularly during the last study visit, 1s
ncern. The sponsor was asked (via telephone facsimile) to provide
the CFRs from those patients that were enrolled in Dr. Ratner's
ize for review.

O Hw

O ¢t ¢}
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sssuming that the exposure to study medication was adequate, the
zncther safety concern is whether the adverse event frequency was under
rercrted o> underestimated because patients did not record adverse
events in their daily diary. These were recorded at the weekly clinic
visit. Although in general, this practice would not likely affect the
rercrt of a severe event, it would tend to minimize the report of
iccal, mild adverse events. :
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The reported frequency of adverse events is 66-72% for all treatment
grcups. The report of pharyngitis in the Kenalog treated group was 7%,
and all other treatment groups treated with nasal sprays had at least
.

vice that amount, including placebo.

There were no other unexpected clinical significant differences in
clinical laboratory, blood chemistry, u/a, or physical exam between the
active groups and placebo described in the study report. The increase
in WBC count and the decrease in eosinophil counts in the Kenalog
treated group are expected changes due to systemic activity.

Rlthough physical exams were done before and after treatment, it is not
likely that eye tonometry was part of this exam, as it is not stated in
the protocol. Particularly in this clinical study with a systemic
steroid arm, it would have been valuable to obtain this information.

The study protocol states that cultures of suspected fungal infections
would be obtained, however, the study report does not indicated whether
there were any cultures obtained. This could be clarified via te1ephone
ccnversation or fax to the sponsor. -

APPEARS THIS WAY
~ ON ORIGINAL



78
10.c. Study No. 0501

Title: A double blind, randomized, ccrrarative study of
triemcinclone acetonide and plazcebo in subiects ages
18 to 65 vears with seasonal allergic rhinitis ‘spring

!;ay :gvg; ) .

Objective: To compare the efficacy of nasal triamcinolone acetonide at
a dose of 200 ug twice daily versus placebo in the treatment
of spring hay fever in subjects 18-65 years of age and tc
compare the incidence of adverse experience with both.

Study Protocol: Appendix A.l in volume 4.46

Zesign

3 0.+
0y

L

is a six week (2 week baseline, 4 week active treatment),
le ~blind, stratified, randcmized, five center study in

nts 18-65 years with spring hay fever that compares the
cacy and safety of nasal 200 ug triamcinolone bid or placebo.
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patients will start baseline one week prior to the

icipated onset of the grass pollen season. Patients would beé
'wed tO take pre-assigned concomitant medication (Seldane,
n-2, Afrinol and Afrin) and they will keep a daily diary of
mrtcm severity and duration. Physician weekly assessments will
sc be done.
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The study plans to enroll 125 patients in 5 study sites.

2sicn criteria

[

18-€5 years of age, male or female

criteria for diagnosis of allergic rhinitis secondary to
c s and/or tree pollen allergy (hx of typical recurring sx
during the season, 2/3 sx: snéezing, nasal congestion, or
rhinorrhea, and positive skin tests).

20 ct

ient must be significantly symptomatic during the baseline

"

¥xzlusicn criteria

Disease hx or condition that may interfere with the evaluation of
safety or efficacy (infections, nasal obstructions, asthma,
ancontrolled DM, HBP >140/90, thromborhlebitis)

¥edications that may interfere with the evaluation of efficacy o<
safety (systemic steroids-past 3 mo, topical steroids within one
month of enrollment)
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Plan

Visit 1: medical hx, physical exam, clinical labs and skin
testing.

Visit 2 and weekly visits (Visit 3, 4, 5, 6, and 7): physical
exam of the nasal cavity, record spontaneous recount of adverse
events.

Visit 3: Treatment started, patients will be given a diary to
record daily symptoms severity and duration as well as the use of
all concurrent medication for the past 24 hr period. Patients
will record their symptoms once/day at 7PM.

The patient will evaluate the severity of the following
individual symptoms for the preceding 24 hours: sneezing,
stuffy nose, nasal secretions, itchy nose, throat, pale:e.
itch and eye symptoms (sample CRF, Appendix A.2, vol 46;.

The following scale will be used:

0= not present

1= mild; present but not annoying to self or others -
2= moderate; present and annoying to self and others

3= severe; interferes with daily activities

4= very severe; unable to participate with daily activities

The duration of symptoms will be scored using the following
rating scale:

0= no symptoms present between treatments
1= symptoms present 1-2 hours

2= symptoms present 2-6 hours

3= symptoms present 6-12 hours

4= symptoms present after > 12 hrs

In addition, the rhysician will make an assessment of
physical signs of the nose using a scale 0-3 for color,
secretions and swelling.during Visit 3 and at the following
weekly clinic visits. '

Visit 4 and at the following weekly visits to the physician (5,

6, and 7): the physician will evaluate the severity of symptoms
by asking the patient to describe the individual symptoms
{previously discussed, with the addition of eye itch instead of
eye symptoms) and making use of the same scale. Both the patient
and the physician will give an overall assessment of the ability
cf the medication to control symptoms, using the following scale:

0= symptoms worse (worse)

1= no control over symptoms (no relief)

2= minor control of symptoms (slight relief)

3= moderate control over symptoms (moderate relief)



r

[#3]

-y
~aoay

80

4= substantial control over symptoms (marked relief)
5= total control over symptoms (complete relief)

In addition, the patient will be ask to recount any unusual
events that may have affected symptoms:

A=exposed to unusually large amounts of grass pollen
B=any acute infections

C= exposed to unusual environmental conditions

D= out of the area for a protracted period of time
E=changes in lifestyle that might affect symptoms

F= use of any other medication

At every clinic visit, clinical evidence suggestive of monilia
will be looked for and if present it will be cultured.

Visit 7: Clinical labs will be repeated.
medication

Drug canisters will contain: Triamcinolone acetonide ——
mga/ml (50 ug/spray) or placebo.

Patients will also be given 60 tablets of Seldane, 60
tablets of Afrinol Repetabs, 2 (15 ml ) ARfrin Nasal Spray,
and 2 (15 ml) Opcon-A.

-~

R1: drugs will be coded. To assure blinding, the test and
control drug will appear identical, except for the randomized
patient code.

F<ficacy evaluation

In the protocol the following efficacy measurements are discussed
(see above):

"1. Patient's evaluation of severity of symptoms by diary

2. Patient's evaluation of symptom duration by diary
3. Physician's evaluation of symptom severity at physician visits

4. Patient's overall assessment of the ability of the medication
to control symptoms at physician visits

5. Physician's overall assessment of the ability of the
medication to control symptoms.

6. At the physician's visit the patient will recount any unusual
events that may have had an effect on the usual pattern of
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symptoms.

Safety evaluation
Medical hx and physical exam and clinical labs at screening and
at Visit 7. Weekly physical exam of the nasal cavity. Weekly
review of adverse events and patient evaluation of nasal stinging
and irritation at the clinic visits. Cultures for monilia will be
chbtained if suspected.

or the patient evaluation of nasal stinging or irritation the
patient will be asked to assess the severity of nasal stinging or
irritation according to the following scale:

O=absent, 1=mild present but not annoying, 2=moderate:;
present and annoying but not sufficient to stop spray,
3=severe; present and severe enough to stop spray.

Ziscontinuations

The protocol indirectly refers to conditions that could have an
eZfect on the usual pattern of symptoms and in reference to
serious adverse events.

The patient's diary of mean intensity of symptoms and concomitant
medication from the two weeks of baseline will be compared to
those on treatment. Between group comparisons will be made for
each time period. ‘

Investigator's weekly evaluation of symptoms and results from
nasal cavity examination from the two weeks of baseline will be
cormpared to the weeks on treatment. Between and within group
cemparisons will be made.

Fatient's and physician's overall global scores on Day 28 will be
compared within and between groups.

211 laboratory data will be compared within and between groups.
Reviewer's comments on the protocol:

2 primary endpoint for efficacy is not clearly defined.

The protocol does not define what is meant by significant

symptoms during the baseline period, one of the inclusion

criteria into the treatment phase of the study.

In the protocol’'s Section IX. Data analysis, it describes the
comparison of patient diary data from weeks -2 and -1 to weeks +1
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©o +4. By looking at the Data Listings in volume 93 and the
telecon with the sponsor dated 3/13/96, it was clarified that the
petients began recording their daily symptoms in their diaries
zfter the screening visit even though the protocol does not
clearly specify this.

he protocol. is not clear as to how many individual symptoms are
oing to be evaluated by patients in their diaries, 5 or 7. The
tudy sample case report form in Appendix A.2, and the study
report list 5 symptoms, it reports itchy nose, throat and pslate
S one symptom complex.

he p*otocol does not clearly specify how the baseline scores for
ient and physician assessments are going to be calculated. In
econ with sponsor dated 3/13/96 this was clarified. "Baseline
erity scores were calculated for each patient first by
culating an average for each of the two weeks of the baseline
iod end then calculating the average of the weekly averages tc
ive at a kaseline average score."”
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sample case report form for the patient diary specifies an
where the patient will keep reccrd of the Chlortrimetron
ts used. The protocol does not include the use of this

rescue medication. No protocol amendments are included

48. The use of Seldane as a concurrent medication 1is
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ibed in the submitted study protocol. The statistical

Tma ry enalysis (Appendix B, vol 49) also includes the analysis
cf the results of the use of Chlortrimetron as a ccncurrent
tnherapy. The sponsor clarified this issue in telecon dated
/13/26. Seldane was the antihistamine used in this study.

here is an error in the sample draft CRF submitted (Appendix
.2, vol 46) and in the statistical report (Rppendix B, vol 46),
where it states Chlortrimetron, it should state Seldane.

0 0. -
{

2 study protocol does not clearly specify the criteria that
will be used for study discontinuation.

The study protocol does not include a sample size calculatlon fer
cower estimation.

Tre sge cific analyses that will be used to compare efficacy and
szfzty measurements are not specified.

In the study protocol, under the sections Study Design and
Treatment Definition, it states that the study will be
straztified. The protocol does not specify what stratification
will be cdone or when.

Tre protocol does not define what type of randomization will be
usec or when it will be used.

The protocol does not define how missing data is going to be



harndled. In telecon with the sponsor cdated 3/13/%% it was
clarified that missing values were not replaced and averages were
calculated using the non missing symptom sccres.

The protocol does not describe how compliance will be monitcred.

Patients are not going to record adverse events in the;r daily
diary.

The protocol does not specify what will be done with the adverse
event data collected to compare the incidence of adverse events
between treatments. "

The protocol does not define what method will be used by the
individual centers to determine the day of anticipsted cnset of
the grass pollen season needed to determine the start of
baseline. The protocol does not specify whether this day will be
the same or different for different study sites. The protoeocol
does not define whether patients sensitive only tc tree pcllen
will be entered at different dates from these sensitive to
grasses. It was clarified in telecon with the sponscr dated
3/12/%6 that the individual centers made the decisicn on their
cwn on when to start the study according to the predicted pollen
cnset Et least two centers were measuring pollen counts. It 2

tn

not clear to the sponsor how the other centers made their
cecision. Accerding to the sponscr a big effort was made tc enter
czzients in the study in the individual centers on the same
celerdar date.
The protocol does not specify whether the individual study
centers will collect data on pollen exposure during the study
Gurztion. It was clarified in telecon with sponsor dated 2/13/%¢
thzt at the time that the study was conducted, FDA did not
reguire to have information about pollen exposure during the
study duration by the individual centers.

Resvits

Reviewer's comments

e spensor used a computer-generated randomization list to
ssign patients to treatment. The randomization ccde appears in
4

Population znrolled/analyzed

23

hundred and eighteen patients were randomized into two

tment groups. Fifty-nine patients were assigned to receive

mcinolone acetonide (TAA) and 59 were assigned to receive

o. The following are the participating investigators, with
rresgonding number of randomized patients rer study site:
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Elliot Ellis, M.D., Jacksonville, FL - 15



