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. review team. In regard to growth velocity, the same changes in the labeling as were requested for the

- reduction in grewth velocity when administered to pediatric patients (see PRECAUTIONS, Pediatric Use
i section)”. In addition, the Pediatric Use subsection under the PRECAUTIONS section should contain tihe

' not been adequately studied. The growth of pediatric patients receiving intranasal corticosteroids,

Overview of Application/Review: The proposed labeling for Tri-Nasal was reviewed. The labeling appears
acceptable (with the exception of the section dealing with growth velacily} and consistent with the
labeling for Nasacort AQ. The sponsor has also incorporated the recommendations made by the original

sponsor of Nasacort AQ should be required of the sponsor for Tri-Nasal, i.e. that a statement about
growth velocity should be included in the first paragraph under General Precautions and that the
Pediatric Use section under Precautions be revised consistent with the class labeling statement on ~
growth and inhaled corticosteroid use. Specifically, the following sentence should be included in the
first paragraph following the “General” subsection heading, ~~—=— corticosteroids may cause a

foilowing paragraph, “Controlled clinical studies have shown that intranasal corticosteroids may cause a
recuction in growth velocity in pediatric patients. This effect has been observed in the absence of
laberatory evidence of hypothalamic-pituitary-adrenal (HPA) axis suppression, suggesting that growth
velocity is a more sensitive indicator of systemic corticosteroid exposure in pediatric patients than soime
commonly used tests of HPA function. The long-term effects of this reduction in growth ve3locity
associated with intranasal corticosteroids, including the impact on final adult height, are unknown. The
pctential for “catch up” growth following discontinuation of treatment with intranasal corticsteroids has

including should be monitored routinely (e.g. via stadiometry). The potential
growth effects of prolonged treatment should be weighed against clinical benefits obtained and the
availability of safe and effective noncorticosteroid treatment aiternatives. To minimize the systemic
ellects of intranasal corticosteroids, including each patient should be titrated
to the lowest dose that effectively controls his/her symptoms.”

- Recommended Regulatory Action: The labeling is N drive location: n:\trinasal2
" z:xceptable with the changes noted above.

NDAs:

Eesioncy f Lok Clpp.a: _ -+ w+=—.~ s changes Not Approvable
) Signed: Meu:cal Reviewer: /Q / 27 A Date: /2//],/25

Medical Team Leader: /S/ Date: 1/24/00
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MEDICAL OFFICER REVIEW
Division of Pulmonary and Allergy Drug Products (HFD-570)

APPLICATION #:NDA 20,120 APPLICATION TYPE: Supplement

SPONSOR: Muro PRODUCT/PROPRIETARY NAME; Tri-Nasal
USAN Established Name: Triamcinolone
acetonide
CATEGORY OF DRUG: Corticosteroid ROUTE OF ADMINISTRATION: Nasal solution
MEDICAL REVIEWER: Nicklas REVIEW DATE: 9 November 1999
SUBMISSIONS REVIEWED IN THIS DOCUMENT
Document Date: CDER Stamp Date: Submission Type: Comments:
22 July 1999 22 July 1999 Supplement see overview below

RELATED APPLICATIONS (if applicable)
Document Date: APPLICATION Type: Comments:
None None None

. Overview of Application/Review: The sponsor has submitted a proposed modification of the original
. formulation for this drug product, -

———— —— Chemistry requested clinical input
in regard to whether clinical studies were needed with this new formulation. Historically, reformulation of
was associated with increased reporting of AEs~-
. related to bronchospasm or irritation of the lower respiratory tract. This precedent raises questions
| about nasal irritation and even mucosal changes related to
A

|
1
i
|

Clinical studies with the new formulation are not needed because: 1) nasal irritation would most likely be
a function of the pH of the formulation which has not changed; 2) a clinical study would not detect the
type of mucosal changes, e.g. metaplasia, that are of greatest concern; 3) the formulation and particle
size are such that this drug product would not be expected to produce an adverse effect in the lower
respiratory tract; and 4) a review of the literature failed to find any reports of adverse events from
inhlation of citric acid in either the upper or lower respiratory tract.

' Outstanding Issues: none

4 e

: Recommended Regu!atory Actlon formulatron change does N drive location: n:\trinasal .
] not require any cllmcal studies . =

By TS S

- iv2w Clinical Studies: Clinical Hold Study May Proceed

: HDAs: |

; Efficacy / Label Supp.: i Approvable Not Approvable
Signed: Medical Reviewer: / C / Date: ////01/ 79

" Medical Team Leader /S/ ) Date: 11 /j0/aq
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Medical Officer Review
NDA 20120
Medical Officer Review #1
Medical Officer Reviewer: Ana M. Saavedra-Delgado, M.D. )
Date of original Review: June 28, 1996 l ISS/;/9‘ J '
GL comments incorporated: July 25, 1996 Py, 1/z q/J{‘o/I.
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1. General Information / s ,fcfﬁof:
[Shoe
Prug: Triamcinolone acetonide nasal solution, 0.05% q]?‘
Sponscr: Muro Pharmaceutical, Inc.
FProposed trade name: Tri-nasal spray
Cremical name: 9-Fluoro-11f, 16a, 17, 2l1-tetrahydroxy pregne-i,
4-diene-3, 20-dione cyclic 16, 17-acetal with
acetone
rrnarmaccloglc category: glucocorticesteroid
troresed Indication: nasal treatment of seasonal and perennial
allergic rhinitis symptoms
Tocsage form: solution
TR Crug Classification: 58
Irmpcrtant Related drugs: NDA 19,798: Nasacort Nasal Rerocsol
NDA 18,117: Azmacort
Tri-nasal is a new dosage form of the
' approved drug Nasacort, whose
application references the approved
drug Azmacort.
relzted reviews: The statistical, biopharm, chemistry and

pharmacelogy reviews have not been
completed to date.

APPEARS THIS WAY
ON ORIGINAL



.3

{n

(93

m

oy

(]

2. Table of Contents

Zenerzl Information
Tazkble of contents
Material Reviewed

Chemistry/Manufacturing Controls

Animel Pharmacology/Toxicology
Human Pharmacockinetics and Biocavailability

Ziostatistics
Clirnical Bacxground

escripticn of Clinical Data Sources

Integrated Safety Summary -
_zreling review

reccmmended Regulatory Action
ecormendations to Sponsor

Arrendices

oy

40
78
94
123

140

[ §S]



(V%)

3. Material Reviewed

Re-submission of NDA 20,120 dated Cctober 31, 1995 consisting of
155 volumes

N(3Z)- 2/12/56 Response to FDA reguests for indices of tables in
the NDA, case report forms for Study 100-204

N{RZ)-2/15/96 Final report for Study 100-309, consisting cof 36
velumes '

C-2/6/96 Response to FDA requests regarding studies 100-204, 100-
2C5 and 100-30S from the 2/23/96 teleccnference

218U)-3/7/%6 Update of tables for the Integrated Safety Update
ircm study 100-3089.

2132)~-4/1/96 Revised report for Study 100-204, consisting of 14
wolumes; pages 1-3 from volume 1 and Tables 102-D were reviewed.

Z- 4/1€/9€ Response to FDA requests regarding study 100-30% frem
the 4/12/96 teleconference

& Revised evaluable for efficacy subset for study 100-
00

221 4/724/¢ b
:2% censisting of 2 volumes, cover letter and page 01 0000 of
tlume 1 were reviewed.

5/7/56 Response to FDA requests from the May 2, 1896

nfer

WIBM) €/4/96 Response to FDA requests from the May 21, 19%¢

Telephone facsimile dated 6/17/96- Response to guestions 1, 2, 3,
=

and B8 of the 6/4/96 teleconference.

lephone facsimile dated 6/25/96- Response to the laboratory
zlyses requested in the 6/4/96 teleconference.

) 7/1/96- Response to the 6/6/96 and 6/10/96 teleconferences'
:ests and the previously faxed responses to the 6/4/96
ests

erhone facsimile dated 7/18/96 - Response to the questions
m the teleconference dated 7/16/96.

-
-
(&

Telephone facsimiles dated 7/23/96 and 7/24/96- Response to the
guestions from the teleconference dated 7/22/96.



4.

Chemistry/Manufacturing Controls

The chemistry review has not been completed to date. The
formulation that was used in the clinical studies 100-309, 100-
204, 100-305, 0501, 100-307 and 1-0501 was the same as the to be
marketed formulation, 39-050-2. The intended ug/volume to be
delivered by actuation for the 200 and 400 ug doses was 50
~c/spray. Except for Study 100-305, the other studies adjusted
<he dosing by varying the number of actuations used. In Study
230-305, for the 200 ug dose the actuation was -— ug/spray. In
studies 100-305 and 100-204 for the 50 ug dose the actuation wés

«c/spray..
rccording to the sponscr's table in page 053 in volume 4.1, the
to be marketed unit pump, with a ——

— " nasal actuater is not the same pump that was used in any of

the clinical studies. The average pump delivery for this pump is
tisted as 56 mg/mL. This dose would be higher than the averace
romp delivery with the pump used in the clinical studies 1006-30¢8,
:C0-204, 100-305 and 100-307, as well as the Bicpharm studies
230-105 and 100-106. For these clinical studies a -~ pump

s used with an average pump delivery of 51 mg/mL. Study 1-0501
ed & different — pump with an average pump delivery of E£8
‘m A.————*f-——-——wfvpump was used for study 0501 but it had a
£ actuator and has an average pump delivery of 582 mg/mkL.
1s eware of these issues and is in communicétion with
nsor. The characteristics of the to be marketed pump need
upperted by comparative data frem the unit pumps used in
e pivetal clinical studies.

n
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5. Animal Pharmacology/Toxicology

The pharmacology review has been completed (7/16/9€). This NDA
is ccnsidered to be a 505 (b) {2) submission. FDA has agreed that

Muro does not need to conduct carcinogenicity or toxicology
tudies prior to marketing (pre-NDA conference dated 3/9/85).

6. Human Pharmacokinetics and Biocavailability

he bloorarm review has been completed (7/15/96). In it, the
.:mmission was found to be acceptable provided there is adequate
fery and efficacy data on this product to make this a stand i
cne arplication, since systemic exposure of TAA following Tri-
s

ARG B V)| m.;

2]l administration is higher than the reference product

acort. The biocavailability of TAAR from Trinasal was found to
be &t least 5 times greater than Nasacort. 1In the topical vs
syvstemic effects study, higher plasma concentrations were
achieved after administration of Tri-nasal on each day, compared
to Kenalog. The selected doses for the topical vs. systemic
effect study were not found to be satisfactory and therefore the
zcpical effect claim was not found to be subkstantiated.

Nasacort 440 ug is an approved intranasal suspension of TAA
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indicated for the nasal treatment of seasonal and perennial
allergic rhinitis symptoms. The labeling for Nasacort 440 ug
also references safety deta from the approved drug Azmacort.
kzmacort is indicated for the control of symptoms of bronchial
asthma and the recommended doses in adults are 200 ug three to
four times per day, not to exceed 1600 ug.

The following information was obtained from Dr. C. Kwong's MOR
for Nasacort Nasal Inhaler Pediatric Supplement (N19798).

TAA Product | Srudy # Age . | Dose Cmax AUCo0-» Relative
(xg/day) (ng/ml) (ng-hr/mL) systemic
biovailability
(among
adults)
Nasacort Study 101 18-50 220 0.07 0.65 1
CFC (projected)
440 0.14 1.31 2
Azmacort Study 119 19-50 600 0.95 6.07 93
CFC
800 1.36 9.49 14.6
Thz fcliowing table show the mean PK parameters for TAA obtained
zfzer :intranasal dosing with Tri-nasal or Nasacort - Study 100-
2C5. From Table 2, page 087 in volume 4.1
Tri-nasal 400 ug Nasacor 440 .g
Mean (SD) Mean (SD)
C max (ng/mL) 1.12 (0.38) 0.14 (0.13)
T max (h) 0.47 (0.26) 2.28 (0.68)
AUC ¢+ (ng-h‘'mL) 3.31 (1.59) 0.63 (0.95)

TRA is primarily metabolized by hepatic oxidative pathways
resulting in three major metabolites. These metabolites are 6P
hydroxytriamcinolone acetonide, 21-carboxy-triamcinolone and 21-
carboxy-6B-hydroxytriamcinolone acetonide. Because of increased
water solubility, these metabolites are eliminated more rapidly
<»zn TAA, and they are also substantially less active. Since the
maicr coute of elimination is hepatic metabolism, TAAR is only




m.nimzlly excreted by the kidneys. Page 058, vol 4.1.

7. Biostatisties

Although the completed statistical review is not available at the
date of this review, Dr. Ted Guo's draft review concludes that
adequate statistical methods were used in the intent-to-treat
analyses of the studies that support efficacy, including those
with baseline differences between active drug and placebo.

Dr. Ted Guo's Addendum to the Statistical Review and Evaluation
cated July 22, 1986 is included in this review as Arpendix 3. 1In
this review Dr. Guo answers a list of specific guestions that
were asked on 7/15/96 by the medical reviewer.

8. Clinical Background

iamcinolone acetonide (TAA) is a long acting corticosteroid

t 1is approximately eight times more potent than prednisone and
cne to two times as potent as prednisone in animal models of
inflammation (Nasacort labeling). It has been marketed in the
for systemic intramuscular administration, for intra-

icular injection, topical application to the skin, as & meter
irheler for the treatment of asthma, and a topical nasel
cescl. Topical nasal glucocorticoids are indicated to reduce
inflammation and relieve the symptoms of allergic rhinitis.
irtranasal aerosol suspension, Nasacort, was approved in 1991
the intrenasal aerosol AQ suspension, Nasacort AQ, was

oved in 1986.
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©Da 20120, re-submitted in October 31, 1995, is the application
iﬂ support of Tri-nasal Spray (triamcinolone acetonide nasal
sclution, 0.05%). Tri-nasal is a non-CFC nasal spray intended
fcr the treatments of seascnal and perennial allergic rhinitis in
ccses of — to 400 wg per day.

Trhe original submission dated January 17, 1992 received a non-
eacproval letter. The major clinical deficiencies were: lack of
icng term safety data on Trinasal patients (At least 300 patients
with safsty data up to 6 months will be needed); lack of an
cceptable clinical topical effect study at the appropriate oral
lose (the design and dosing should be discussed with the -

vision); inadequate efficacy analysis; i.e., lack of an
,p*oprlate placebo symptomatic day analysis and lack cf
therapeutic dose response study.

Tri-nasal has no foreign marketing history and no foreign
eapplications are pending.

There are different dosage forms of TAA and of its different
szlts in <he U.S. and in the foreiorn market. To the best of
Muro's knowledge no TAAR nasal product has been withdrawn from the
market related to safety or efficacy, page 043, vol 4.1,



1G6/31/¢6.
9. Clinical Data Sources

The results from a total of 14 clinical U.S. studies were
submitted for review in this NDA, to support the efficacy and
safety of Tri-nasal Spray, for the nasal treatment cf seasonal
and perennial allergic rhinitis symptoms.

The sponsor considered the following three studies pivotal for
the demonstration of efficacy and safety: 100-3039 (SAR -2 weeks),
100-204 (SAR- 4 weeks) and 100-305 (SAR-4 weeks).

The results from three studies that were submitted in the
original application(1/17/92) were also submitted in this
erplication. These studies were 1-0501-adrenal suppression
study, 3-0501- once a day dose study in perennial allergic
rhinitis and 0501 ~seascnal allergic rhinitis.

In this application, the sponsor seeks to demonstrate that Tri-
neszl used as recommended, has a lack of adverse effect in the
EFA axis function (Study 1-501), compares in terms of efficacy to
cther currently marketed comparators in the treatment of allergic
rhinitis (100-309, 100-204, 38-050 and 0485), has & topical i
réther than a systemic mode of action (100-204), and is safe 1in
ng-term use (3-0501 and 100-307).

no fereign studies are included in this application.

APPEARS THIS WAY
ON ORIGINAL



10.a. Study 100-309

Title: Bn_evaluation of the safety and efficacy of Tri-nasel

{Negal
Triamcinolone Ecetconide) 200 wg and 400 wg gd versus placebo
end Nasscort 440ua cd in patients suffering from seascnel
gllercic rhinitis dyuring the grass sesson.
Objective: To compare the efficacy and safety of Tri-nasal naseal

spray at doses of 400 ug qd and 200 ug gd for two
weeks of treatment of SAR due tc grass pollen
sensitivity in adults 18 to 6% years cf age.

Study Protocol: Submission dated February 15, 1296, Vol 6.2, Appendix
A Protoc>l.

t)

m
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This is a double-blind, parallel trial that will compare the
safety and efficacy of Tri-nasal, nasal triamcinolone acetonide
{TEr) solution, 200 g and 400 ug deaily versus Tri-nasal placebc
zrnd Nasacort (Nasacort will not be blinded), TAA-aerosol
suspensicn 440 ug daily, during a two weel period in seascnal
zllergic rhinitis patients 1B-65 years of ace. -
Zrrreximately 416 patients in thirteen sites are expected to

Elhabe pate in the study. Patients will be randomized to

S e~

~rez+rment within a 5 cay window after a 7 day baseline period.
tztients will evaluate treatment keeping a daily diary of symptom
severity. Physicians will evaluate the treatment at weekly clinic
wisits.

TcruZation

Approximately 416 patients at thirteen study sites will be
enrclled in the study.

8-€5 years of age, male and female

-

~ients must meet criteria for diagnosis of seasonal allergic
=initis to grass pollen: have positive skin test to grass, hx of
least moderate SAR symptoms to grass pollen for a minimum of

2 yrs prior to the study season. If there is concomitant hx of
EAR, these symptoms have to be mild and would not be expected to
contribute to a significant change in the patients symptoms
during the study. Prior to randomization to treatment these
patients must have a total score of 6/12 for the three symptoms
of rhinorrhea, nasal congestion and sreezing on at least 4 of 7
days of baseline.

Y]

Yy oty oy
rt

Ixclusion criteria



Disease or conditicn that may interfere with the evaluaticn of
safety or efficacy (pregnancy, infection, active TR, nasal
obstruction, asthma, DM requiring drug therapy, hypertension
>140/20, malignancy, clinically significant abtnormal labs, etc.)
and use of restricted concomitant medication as presented in
section 3.4 of the protocol.

Plan

Visit 1 (screening): obtain medical history, physical exam,
allergy skin testing, clinical labs, and a serum pregnancy test
for females; patients will be given a diary to evaluate symptom
severity.

The start of the baseline period will be timed to coincide as
closely as possible with the start of significant grass pollen
count defined as greater than 20 grains per cubic meter. Rain and
crzss pollen counts will be documented daily by each study site,
the method used will be documented. :

Patients will record the overall symptom severity (on

average for the past 24 hrs) of each allergy symptcm: nasal

congestion, rhinorrhea {(runny nose/post nasal drip),

sneezing, itchy nose/throat/palate and itchy red watery .

eyes, at approximately 07:00 AM during the baseline period,
t prior to dosing, during the treatment phase.

In addition, patients will record in the diary: any and all
medical events, concomitant medications and hours of outdoor
air exposure.

The following scale will be used to score symptom severity:

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

Visit 2 (Day 1, start of treatment phase): determination of
eligibility for enrollment; physician’'s assessment of patient’'s

symrtoms; for females, obtain urine for pregnancy test; past
diery review with patient present; review of adverse events (ask
ratient and review diary); review concomitant medications taken;
weight study drug; dispense study drug (if Nasacort arm, dispense
tcttle #1); instruct patient in correct use of spray bottles; and

dispense new diary.

All patients at a given site will be randomized and will start
medication over a 5 day period.

Cn Visit 3 (Day 8) and on Visit 4 (Day 15) the patient will make
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& glokel evaluation of symptom relief. The patient will ccmparse
the past treatment week to the baseline treaztment week. The
fclilowing scale will be used:

6= symptoms are markedly worse

= symptoms are moderately worse
= symptoms are slightly worse

3= symptoms are the same

= symptoms are slightly better

= symptoms are moderately better
0= symptoms are markedly better

The physician assessment will be done after the patient completes
the globzl patient assessment. It will rate the severity of the
symptoms at that visit. The symptoms to be rated are: nasal
congestion, rhinorrhea (runny nose/post nasal drip), sneezing,
itchy nose/throat/palate and itchy red watery eyes.

The following scale will be used:
0= none; symptoms not present-at this assessment

1= mild; symptom is present but would usually not be
annoying to most patients

2= moderate, symptoms is present and wcoculd be anncying to
most patients .

3= severe, symptcm would interfere with most patients’
- daily activities

4= very severe, symptom would make most patients unzkle

to participate in daily activities

t 2 (Day 8 + 2 days): same as in Visit 2, plus obtain

ent's global evaluation and retrieve study drug, weight
e/canister, record weight in CRF, and return bottle to the
nt. For patients on the Nasacort arm, dispense bottle #2.

Visit 4 (Day 15 % 2 days) same as in Visit 3 except that no new
medication will be dispensed. In addition, repeat physical
exzamination and clinical labs will be done. A serum pregnancy
test will be repeated on women that participated in the study.

medication:

Each patient randomized into the Tri-nasal group will receive two
bottles of study drug. Each dose will reguire patients to take 2
scrays per nostril, daily, from both bottles. For patients
rendomizaed to Nasacort, each dose requires the patient to take
four sprays per nostril.

Tri-nasal, Triamcinolone acetonide 0/05% Nasal Solution.

Celivery system: metered dose nasal spray pump manufacturec by
e~ Each actuation delivers a 1C0 uxl volume

containing 50 ug of triamcinolone acetonide. For patients
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receiving the 400 ug dose, both bottles will contairn active
Tecication. For those patients receiving the 200 ug dose, the
seccnd bottle will contain placebo.

Nasacort Triamcinolone acetonide in a microcrystalline
spension for nasal delivery. Delivery system: CFC-12

pellant aerosol canister manufactured by Rhone-Poulenc Rorer
Each actuation releases approximately 55 ug of
icinolone acetonide.

oy gl
Q) ()l

Mo
4

ot vy n

e

Placebo Nasal Solution. Delivery system: metered dose nasal

screy pump manufactured by =~ «w. Each actuation
cdelivers a 100 xl volume.

Tre patients will be given instructions on hcw to prime the sgray
zstties (pump in upright position S5 times each) and the canister
'sh.eken well and pumped 2 times).

ve medication was not allowed. The protocol was later
ied to allow the use of saline eye drors.

neésal spray bottles and canisters will be weighed prior to

Z.szensing them to the patients and at each return clinic visit.
withcirawal criteria
significant abnormzl labcratory value or one of

a0

lly

n clinical significance
able side effects

3o

1 n rf [

< i
clera
ient non-compliance
ltive pregnancy test
sent withdrawal
westigator's judgement
nscr terminates study
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Statiszticel Methods

i £

amrle size estimation
minimum of 92 patients per treatment arm will be needed to
ect a difference of 1 in the weekly averages of the diary

tom severity index, defined as the sum of the three scores
ee21ng, rhinorrhea and nasal congestion), using a two tailed
test with 80% power, at 0.05 level of significance. This
calculation was done based on previous studies, considering the
pairwise comparison between the 400 ug and placebo for symptom
severity index, assuming a value of 5.81 for the common
cepulation variance.

H,“n [¢]
(/)"i [(H]

Missing values



¥When calculating weekly averages of daily scores, the average
score will be based on the non missing observaticns during a
given week.

Primary efficacy measure

Symptom severity scores based on patient diary evaluatiocn of
the severity of nasal symptoms. Efficacy evaluations will
be made based on the analysis of the weekly averages of the
Symptom Severity Index (SSI). Treatment group comparisons
for each treatment week will be made using an ANCOVA model
adjusting for study site, with the corresponding baseline
serving as the covariate in each model.

Easeline calculation: the average of the corresponding diary
measurements for the seven days pr*or to the first dose of
study medication.

Szcondary efficacy variables:

-for the patient's diary evaluation of individual allergy
*ptows, the weekly scores will be analyzed separately,

ng an ANCOVA model, adjusting for study site, with the
responding baseline serving as the covariate in each

-The patient's global evaluation will be analyzed fcr each
treatment week using an ANOVA model adjusting for study
site.

-For the physician's assessment, treatment group comparisons
for SSI scores and individual symptoms for each treatment
week, will be made using an ANCOVA model, adjusting for
study site, with the corresponding baseline serving as the
covariate in each model.

Sefety
Primary variables:

-Changes in. phy51cal and nasal examination from baseline to
final visit.

Sshift in category (normal to abnormal etc.) will be compared
among treatments, using the Cochran-Mantel-Haenszel test
controlling for study site. For each vital sign parameter,
treatment group comparisons with respect to final evaluation
will be done using an ANCOVA model adjusting for study site,
with baseline as a covariate.

-Changes in clinical laboratory from baseline to final visit
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for hematology, blcod chemistry and urinalysis.

Treatment group comparisons with respect to final evaluaticn
will be done using an ANCOVA model acdjusting for study site
with baseline as a covariate. For ccmparisons among
treatments in category shift the Cochran-lantel-Haenszel
test controlling for study site will be used.

-.Adverse events will be analyzed individually and by body
systems.

Number and % of patients will be displayed by treatment
group. Treatment groups will be compared with respect to
number of patients who experienced the adverse event (by
preferred name and by body system category) using Cochran-
Mantel-Haenszel statistic controlling for study site.

Znelysis of pollen count and rainfall data
Crarhs and descriptive statistics will be use to describe polien
count by study site. For each study week, at each study site,
counts of number of days with and without rain will be presented.

Reviewer's comments to the Protocol

t treatment arm was not blinded. The patient's and

s evaluations of Nasacort's treatment effects (efficacy and
v, cculd be biased.

Tne zTrctoscl does not clearly define what are the medical events that
“re gztlients are asked to capture in their daily diary other than the
zIZizzCy &ssessments.

1\

crcticcel does not specify the percent of drug weight used that will
zz czns.dered adegquate for the assessment of patient's compliance and
ncw -t mey be used in the assessment of efficacy or safety.

zol does not specify a uniform method to be used for pollen
. at the individual study sites.

RzsurTs

RzVIEWER'S-COMMENTS

~re results of this study are reported in Volumes 6.1-6.36 of the NDA
s:zmissicn dated 2/15/96. The study result summary is reported in
vcliume €.1.

m-Zifications to the Protocol as indicated in the Study Report, vol

(25

rage 37. The use of saline nasal spray was not allowed, the use

T e e e e e e v m e ime - e e e ey Nme e e e = . . e
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ci szline eye drocps was acceptable.

Study medication used

This study used the to be marketed formulation: 39-05C-2. The

pump used was the ———————————"——_—pump. The to be marketed
wme 1s the ——with —— — Nasal

cTuator.

e

:N 'r1

The medication was used as described earlier in the study
protocol. The fcllowing batches wzare used:

Flacebo Nasal Solution: Batch 51504 =~
Tri-nasal 0.0.5% Nasal Solution: Batch 51704 ~—
Nasacort Nasal suspension: ~ €50

- 640

Blinding

Tc blind the Tri-nasal treatments, placebc wes supplied in
ccntainers identical to the active drug. All evaluated
medlcations were blind-labeled. The perco dispensing the
medication had no role in <he patient's evaluation. The Nasacor:
czristers were not blindecd. )

Randomization code used

The sponsor used a computer generated code. It was based on a
tctel sample size of 416, 32 patients/site, and it used a block
s.ze of four.

Patient Disposition
Pztient Numbers
e were 377 patients that enrolled in the study. The patients

ner
‘ere s+tudied in 13 sites located in different geographical areas,
able 1A, vol 6.1:

'|> '1

Patients enrolled/site

Site 2: W. Berger (CA) 33
Site 3: E.A. Bronsky (UT) 30
S.xe 4: R.J. Dockhorn (KS) 32
Site 5: P.E. Korenblat {(MO) 18
Site 6: K. Lampl (MD) 32
Site 7: W. Lumry (TX) 27
Site 8: S.J. Pollard (KY) 32
Site S: G. Raphael (MD) 32
Site 10: C.M. Rohr (OR) 24
Site 11: R. Rosenthal (MD) 29
Site 12: M. Valentine {(MD) 29
Site 13 A.A. Wanderer (CO) 28



BEST POSSIBLE COPY

w

ite 14: G. Shapiro (WA) 31

T

study report does not indicate that an additicnal site, site #1,
used. This information is not reported in Table 1A, vol 6.1 or in
text of the report under the section Patients number; Patient
osition. The study report only mentions that the 277 patients that
rnrclied in the study did so in 13 centers and presents the patient
cxzstribution by center as shown above.

M

ASLELIN G I 7 I 4

y ey

LD vy et o

for this drug, IND — was searched for additional
tion. In the sponsor's correspondence dated 5/16/96 N-042 (PC,
crmaticon FDA 1572 wes provided for an additional investigator
;__; ded in the above list: Dr, ———— M.D. In the
~he name precedes that of Dr. William Berger (Site #2). At a later
n the correspondence to the IND dated 6/1/95 N(PI) 044, é&n
nel investigator was added to study 100-303, Dr. Gail Sharirc.

r was asked to clarify whether there were any patients

t Dr., - site, and whether any of the patients receivead
cation in teleconference dated 7/16/96. 1In the telephone
deted 7/18/96 it is explained that Dr. =—= was recruited as
1l site for study 100-308. However, Dr. oo withdrew frem

ot
)
e
ho)

icr to screening patients and no patients received Arug =t
cr:ecpﬂrdeﬂce from Muro's CRO for 100-309, ——— to the
ing the withdrawzl of Dr. - was included. : -

(]
ML
(SN

APPEARS THIS WAY
ON ORIGINAL
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Patient numbers from Table 1A, vol 6.1.
Placebo Tri-nasal Tri-nasal Nasacort Total
200 ug 400 ug 440 ug

Inzent-to 96 94 95 92 377
Ccmrleted 89 89 83 87 355
study
Z:icd not 7 5 5 5 22
ccmplete
szudy
Twzluable 59 (62%) 60(64%) 62 (65%) 79 (86%) 260 (€¢cz)
sfiicacy
Eahd 37 34 33 13 117

Emzrng the patients in the four treatment groups, & larger

~
...... [

red to be evaluable for efficacy.

centage of patients in the Nasacort treated group were
=

There was no difference
in the number of patients that were evaluable for efficacy among

thcse patients treated with placebo or Tri-nasal, Table 1A, vol
£.2.
 Patient numbers and Reasons for Non~Evaluability for efficacy, from
Terzle 1A, vol. 6.1
Placebo Tri-nasal Tri-nasal Nasacort Total
200 ug 400 ug 440 ug
vizlation 6] 2 1 0] 3
Inc. crit/
rzceline
skin-zest
Stedy 32(33%) 27(29%) 2B (29%) 9(10%) 96 (26%)
—edization
Non-
ccmpliance
Festricted | O 2 0 2 4
megiscsztion
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12

;
med. non
cempliance

The criteria used by the sponsor to assess compliance with study
medication was not clearly specified in the protocol for this

study.
dated 2/23/96,

In response to a telephone conversation with the sponsor
referring to this same subject in study 100-204

the sponsor clarified in correspondence dated 3/6/96, that after

review of the calculations for study 100-309,

s

for
we

pé
wel
rex:
eva
hasac
revis
enzly
_:}-
cc

The following Table was provided in the
3/6/9%9%:

tients.

It had been their intention to have a 2/3

ed to B3%.

he correspcndence dated 4/24/%6,
mpliance criterion to 83% of expected

after

2in the £€3% usage weight and thus the results for all the
luzble for efficacy Tri-Nasal groups will not change. The

a usage of 83%
rrazy bottle weight was the criterion used to assess compliance

r Tri-Nasal treated patients and that a usage of 67% canister
ight was the compliance criterion used for the Nasacort treated
T (67%) usage
:ght for the Tri-Nasal treatments. The sponsor decided to

ort patient compliance criterion for this study will be

The sponsor chose to submit an update of the
subset for this study in
correcting the Nasacort
medication use.

correspondence dated

Percentage of Non-Compliant patients by treatment group (as a percent

¢f the treatment group totals:

Cempliance Placebo Tri-Nasal Tri-Nasal Nasacort
criteria 200 - 400

67% Usage 19% 19% 19% 11%

£2% Usage 36% 34% 32% 29%

Therefore, this difference in the compliance criterion used for
the active treatment, could explain why Nasacort treated patients
showed better compliance taking the study medication than
patients in the other treatment groups, as depicted in Table 1A.
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Discontinued patients

There were no differences between treatment groups for the number
cf patients discontinuing the study, Table 1B, vol 6.1. Of the 22
patients that discontinued the study, three patients discontinued
the study due to adverse events, Section V.C.b., vol €.1.

Nasacort (Pt. #231): 2B y/o Caucasian female patient that
discontinued the study due to sore throat before taking any of
the study medication. The patient was treated with amoxicilin and
&cetaminophen and the symptoms resolved.

ri-nasal 200 ug (Pt. #724): 24 y/o Caucasian male patient that
discontinued the study due to sore, irritated, burning throat,
classified as been of mild severity and probably related to study
drug, after approximately 4 days of treatment.

cebo (Pt. #1216): 43 y/o Hispanic male patient that

continued the study due to an asthma exacerbation. The asthma
rated as moderate in severity and lasted for three days

fore the patient discontinued the study. Concomitant

ication were: Robitussin for coughing and prednisone for the
ma exacerkbation.

jore ;_:
t . vn (I) n’

L1}
:I‘ b

Hooros o,
lnﬂ)(Dﬂl

Number of patients that discontinued the study and reason for study
discontinuation, in the intent-to-treat population, from Table 1B, vol

c.1.

Placebo Tri-nasal Tri-nasal Nasacort Total
200 ug 400 ug 440 ug

~Zverse 1 1 0 1 3
event
Teiled to 2 0 1 1 4
return
Restricted | 4 0 3 1 8
medigcetion
retient 0 1 1 2 4
Withdrew
Cther 0 3 0 0 3

Demographics and patients characteristics

The mean age range for the patients that participated in this
study was 34-3€ years of age. Forty eight percent of the

patients were mz2le and the majority were Caucasian (87%). There
were no statistical differences between treatment groups for age,
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gender and race, Table 2, vol 6.1.

Fatient's past medical history. There was a statistically
significant difference among the randomized treatment groups for
the past medical history of skin related conditions. There were
twelve percent of patients randomized to the Tri-Nasal 400,
Flacebo (16%), Tri-Nasal 200 (15%) and Nasacort (26%) that had a

past medical history of integumentary problems. Table 3, vol.
6.1.

Physical exam. Although there were no significant differences
between treatment groups with respect to any vital sign or body
systems evaluated, the abnormalities were most frequently fournd
in the nose{in 93% of patients), eyes (31%) and throat {18%),
Teble 4B, vol 6.1.

EFFIcACY
Reviewer's comments

ewer's comments will discuss the efficacy and safety results of
nt-to-treat-population.

o

by

'

Wl
Te

[N
)

Intent-to-Treat Population

Symptom Severity Index (SSI)- Patient Diary

Baseline

The baseline includes 7 days of diary recording prior to active
treatment. There were no statistically significant differences
between treatments or treatment-by-site interactions at baseline
for SSI scores, Table 5A1 and 5G1l, vol 6.1.

Fatient Diary- Adjusted Mean, Symptom Severity Index (SSI), from Table

Ty vl 6.1.

Placebo Tri-nasal Tri-nasal Nasacort P-Value
200 ug . 1400 ug 440 ug

Zzseline 7.57 7.52 7.41 7.37 0.882*
N=396 N=94 N=95 N=G2 4

week 1 5.98 5.33 5.08 4.90 0.002*~
N=94 N=93 N=94 N=91

g2k 2 5.30 4.14 3.83 3.90 <.001**

N=91 N=90 N=91 N=89

i

t
o $ INTHY Y

sults are based on an ANOVA model with effects for treatment and

+ In

ezults are based on an ANCOVA model with baseline covariate and



efiects for

ording to Dr.

treatment and site.

Guo's review,

. pages 1-2., Appendix 3,
intent to treat population for week 1 and 2 include less patients
Tran the ITT population for each group is because there were missed

the reason why

cbs?:vations on 17 patients that were enrolled in the following grougs:
Q-pla;gbo, 4-Tri-nasal 200 pg, 4-Tri-nasal 400 ug and 3-Nasacort. The
c-s;:;cution of the patients and missed data is shown in Dr. Guo's
review. A crude analysis was done using the nonmissing patients and the
results were similar. Biometrics would not expect a significant impact
c¢n tne efficacy results due to the missed observations on these
czTlents
Patient Diary- Summary of Symptom Severity Analyses for Symptom
Severity Index (SSI), for the values at each week, from Table 5Gl1, vol
c.1
Placebo vs. Placebo vs. Placebo vs. Tri-Nasal Tri-Nasal Tri-Nasal
Tri-Nasal Tri-Nasal Nasacon 200 g 200 g vs. 400 ..g vs.
200 .g 400 .g 440 .g Vvs.. Nasacort Nasacort
Tri-Nasoi 440 g 440 .g
400 .g
Baseline 0.836 0.510 0.399 0.653 0.526 0.851 -
Wezk 1 0.026 0.002 <.001 0.402 0.144 0.525
Week 2 < .001 <.001 <.001 0.344 0.475 0.820

The symptom severity index scores of patients on active treatment

(bcth Tri-Nasal treatments and Nasacort)
versus the scores of placebo treated patients,
e were no statistically significant differences between the

‘‘‘‘‘

improved significantly

for Weeks 1 and 2.

sccres of the active treated patients for the two weeks of

treetment. According to this measure

(primary endpoint),

the

active treatments had comparable efficacy and they all showed
superiority over placebo for the two weeks of treatment.

Individual symptoms- Patient Diary .

-

C..

Sneezing, Adjusted Mean Scores, Intent-to-Treat, from Table 5B1, vol.

Placebo Tri-Nasal Tri-Nasal Nasacort
200 ug 400 ug 440 ug
zzcseline 2.36 2.35 2.31 2.17
N=9g N=94 N=95 N=02




neex 1 1.79 1.56 1.47 1.41
N=94 N=93 N=94 N=91
eek 2 1.62 1.16 1.04 1.02
N=91 N=90 N=01 N=89
Surmary of symptom severity analyses for Sneezing, from Table 5G1, vol.
.1
Overall P vs T200 | Pvs T400 P vs 440 T200 vs T200 vs T400 vs
P Value Nasacort T400 440 440
Nasacort Nasacort
Beseline 0.247 0.874 0.596 0.066 0.712 0.095 0.190
Week 1 0.004 0.036 0.004 <.001 0.414 0.182 0.595
Week 2 <.001 <.001 <.001 <.001 0.308 0.231 0.850
There were no statistically significant differences at baseline
between treatment groups for the individual symptom severity
sccre ¢f sneezing. On Week 1 and 2, all patients on active
trezztment hed a significant improvement in symptom severity
sccres (p<0.05) for sneezing, compared to those patients treated
with placebo. There were no significant differences among the
gctive treatment groups.

or the other two individual symptoms of the SSI,

nasal congestion, a statistical significant improvement was

rhinorrhea and

demonstrated for all active groups versus placebo for week 1

{except for the Tri-Nasal 200 treatment group)
reztment. No significant differences between the active
eaztment groups were observed for the two weeks of treatment.
the Tri-Nasal 200 group did not show a
tistically significant difference versus placebo for week 1.
the other hand, a significant improvement in nasal congestion

r
a

O et ot
8 Bi's NG BN 5 NN 4

rhinorrhea,

and week 2 of

wes demonstrated in Week 1 for all active treatment group versus
rlacebo. ’

Rhinorrhea- Adjusted Mean Scores, Intent-to-Treat, from Table 5Cl1, vol.
6.2
Placebo Tri-Nasal Tri-Nasal Nasacort
200 ug 400 ug 440 ug
Zaseline 2.€1 2.59 2.47 2.53
N=96 N=94 N=35 N=92
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e 1 2.02 1.84 1.72 1.66
N=94 N=93 N=94 N=91
Week 2 1.78 1.41 1.34 1.36
N=91 N=90 N=91 N=89
Sutmary of symptom severity analyses for Rhinorrhea, from Table 5GI,
wcl., 6.1
Overall P vs T200 Pvs T400 P vs 440 T200 vs T200 vs T400 vs
P Value Nasacort T400 440 440
Nasacorn Nasacort
Baseline 0.412 0.824 0.125 0.386 0.191 0.521 0.511
Week | 0.009 0.100 0.008 0.002 0.314 0.131 0.608
Week 2 <.003** 0.006 0.001 0.002 0.579 0.713 0.850
*» Szznificant treatment-by-site interaction
Zicmetrics was asked to comment on the significant treatment-by-site

imz=rzczicn in the above table. Biometrics considers that the apprcach

zv the sponscr was correct. After finding a treatment by-site

z.cn & by-site analysis of treatment effects was done. The

~scr zlso reported that at two of the sites (Bronsky and Lumry) all
ive treatments demonstrated statistical superiority to placebo.

refer to Dr. Guo's review, page 3 in Appendix 3.

Nasal Congestion- Adjusted Mean Scores, Intent-to-Treat, from Table

2L, well 6.1

Placebo Tri-Nasal Tri-Nasal Nasacort

200 wug 400 ug 440 ug

Zzselline 2.58 2.59 2.64 2.67

N=96 N=34 N=95 N=92
Keew 2.19 1.94 1.88 1.81

. | N=94 N=93 N=94 N=81

nweex 2 1.94 1.56 1.47 1.51

N=91 ) N=90 N=91 N=89
Summary cf symptom severity analyses for Nasal Congestion, from Table

31, veli. 6.1
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Overall P vs T200 Pvs T400 P vs 440 T200 vs T200 vs T400 vs
P Value Nasacort T400 440 440
Nasacort Nasacorn
Baseline 0.766 0.952 0.581 0.398 0.542 0.368 0.766
Week } 0.003 0.019 0.004 <.001 0.566 0.237 0.537
Week 2 <.001 0.003 <.001 < .001 0.466 0.655 0.780

Itchy Nose/Throat/Palate

Trere were no statistically significant differences at baseline or at
weekx 1 among treatment groups. The scores for this symptom complex
impreved during week 1, for all treatments. After one week of
eztment, on Week 2, a statistically significant improvement was
mcnstrated in patients receiving active treatment versus those

ients treated with placebo. During week 2, there were no

ficant differences in the improvement of this symptom complex,
ctive treatment groups. '

Itchy Nose/Throat/Palate, Adjusted Mean Scores, Intent-to-Treat, from

zle TZI, wvecl. 6.1 i

Placebo Tri-Nasal Tri-Nasal Nasacort
200 ug 400 ug 440 ug
Ezseline 2.24 2.30 2.29 2.16
N=95 N=94 N=95 N=92
week 1 1.72 1.48 1.46 1.48
N=94 N=93 N=94 N=981
feex 2 1.44 1.03 0.96 1.05
N=981 N=90 N=091 N=89

of symptom severity analyses for Itchy Nose/Throat/Palate, from
31, vol. 6.1 :

Ovecrall P vs T200 Pvs T400 P vs 440 T200 vs T200 vs T400 vs
P Value Nasacort T400 440 440
Nasacort Nasacort
Baseline 0.704 0.673 0.705 0.529 0.964 0.296 0.315
Week 1 0.088 . 0.042 0.028 0.045 0.868 0.989 0.858
Week 2 < .001 0.002 <.001 0.002 0.570 0.924 0.509
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During the first week of treatment, although no overall statistically
sigrificant difference was demonstrated among treatments for itchy
nose/throat/palate, there were statistically significant differences
between the three active treatments and placebo. Biometrics was asked
tc comment on this discrepancy. At the time of this review Biometrics
considers that it could be related to confounding factors within the
patients; but that they would need more time to conduct additional
research, refer to Dr. Guo's review, page 3, Appendix 3.

Itchy Red/Watery Eyes

"here were no statistically significant differences at baseline among
reatment groups. O©Only for Week 2, the Tri-Nasal 400 group
cdencnstrated a significant improvement over placebo.

Ctherwise, the
tive treatment groups did not show any statistical significant
imy'ovexent versus placebo during the two weeks of treatment. The
rlacebo treated group had a progressive improvement in this symptom
cemrlex and so did the active treated groups.
Itchy Red/Watery Eyes, ARdjusted Mean Scores, Intent~to-Treat, from
Tezle ET1 vol. 6.1 '
Placebo Tri-Nasal Tri-Nasal Nasacort
200 ug 400 ug 440 ug
Zzseline 2.41 2.25 2.38 2.19
N=95 N=94 N=95 N=92
nsex 1 1.80 1.82 1.66 1.62
N=94 N=93 N=94 N=91
weekr 2 1.49 1.34 1.24 1.28
N=91 N=90 N=81 N=89
Summary of symptom severity analyses for Itchy Red/Watery Eyes, from
Tecle 3G1, vol. 6.1
Overall PvsT200 |PvsT400 |Pvs440 |T200vs | T200vs T400 vs
P Value Nasacort T400 440 440
Nasacort Nasacorn
Baseline 0.277 0.214 10.833 0.096 0.302 0.667 0.145
Week 1 0.264 0.869 0.244 0.147 0.185 0.106 0.765
Week 2 0.225 0.226 0.053 0.102 "0.468 0.666 0.770

Patient Diary- Symptom severity index for treatment Days 1 and 2
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treatment.

-Neszl 400 pg and Nasacort 440 ug showed statistical
ant improvement over placebo in the symptom severity index by
The improvement in the SSI sccres for these two
Tri-Nasal 200 ug treated patients, was not different from

9
Iy

even though there was a numerical improvement in the SSI

1 O M & tel (3 ot

1”0([’

es for the Tri-Nasal 200 ug treated group. A statistical
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received 440 ug cf Nasacort and those patients that recclved Trl—
1 260 ug.

o ot

Patient Diary -Symptom Severity Index for Treatment Day 1 and 2

EZ;usted Mean Scores, Intent-to-Treat, from Table S5H1 vol. 6.1
Placebo Tri-Nasal Tri-Nasal Nasacort
200 ug 400 ug 440 wug
Zzseline 7.68 7.43 7.75 7.22
N=95 N=89 =21 N=87
TrezITent 6.69 6.35 6.10 6.18
Day 1 N=94 N=92 N=94 N=91
Treziment 6.54 6.12 5.€60 5.38 N
Zav I N=54 N=93 N=93 N=C0
Surmzry cf symptom severity analyses for Symptom Severity Index for
Treatment Day 1 and 2, from Table 511 vol. 6.1
Overall P vs T200 Pvs T400 P vs 440 T200 vs T200 vs T400 vs
P Value Nasacornt T400 440 440
Nasacort Nasacort
Bazseline 0.300 0.408 0.815 0.137 0.294 0.512 0.089
Trzatment | D.258 0.293 0.064 0.117 0.436 0.606 0.799
Dav 1
Treatmem 0.006 0.235 0.008 0.001 0.150 0.044 0.547
Day 2
zicmetrics was asked why does these analyses have more patients on Day
1 znd Day 2 for the three active treatments than at baseline. Please
refer to Dr. Guo's review page 4, Appendix 3. The data collection and
reccrding process may be responsible. The number of patients for
rzseline, day 1 and day 2 were calculated by merging several data files
zr.d by subsetting based on the value of the variable called "DAY" which
was calculated from the difference between DOD and RDATE. It would
taxe mcre time to carry out additional research to assess the effect of
these missing data on the efficacy analysis.

Pnysician Weekly Assessment of Symptom Severity



Intent-to Treat
Physician Weekly assessments - Symptom Severity Index -

Tnere were no statistically significant differences detected at
taseline among treatment groups for the physician assessment of
symptom severity index scores.

Tne results of the physician assessments using the symptom
szverity index scores parallel the results of the patient's diary
scores.

The symptom scores of the patients on active treatment show
significant improvement over placebo for weeks 1 and 2. No
significant differences are demonstrated among active treatments
for these two weeks. There were significant treatment-by-site
interactions for Week 2 for the individual sites of Bronsky
‘r<.001), Lampl (p=0.007) and Lumry (p=0.016), Appendix B, Table
E.05, vol 6.3.

Physician weekly assessment of the Symptom Severity Index, Adjusted

Mezn Sccres, Intent-to-Treat, from Table 6Al
Placebo Tri-Nasal Tri-Nasal Nasacort
203 ug 400 ug 440 ug
Zzsellne 7.01 7.02 6.92 6.67
N=86 N=94 N=95 N=82
neek 1 5.32 5.09 4.13 3.70
N=94 N=92 N=94 N=91
week 2 4.42 3.69 3.18 3.36
N=89 N=89 N=380 N=87

Sutmery of symptom severity analyses for the Symptom Severity Index
from the Physician Weekly Symptom Assessment, from Table 6G, vol. 6.1

Overall PvsT200 |} PvsT400 | Pvs440 T200 vs T200 vs T400 vs
P Value Nasacort T400 440 440
Nasacort Nasacort ~

Baseline 0.596 0.957 0.775 0.244 0.735 0.226 0.379
Treatment <.001 <.001 < .001 <.001 0.890 0.244 0.190
Day 1
Treatment 0.002** 0.032 <.001 0.002 0.142 0.332 0.622
Day 2

** Significant treatment-by-site interaction.

lazrpl eand Lumry sites.

e w— e — e a

These were the Bronsky,

At each of these sites both Tri-Nasal
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treztiments showed significant improvement over placebo. iometrics was
asred to comment about the significant treatment-by-site interaction.
They referenced their comments to a similar question from Table 5G1
{Fatient's assessment of rhinorrhea), Dr. Guo's review, page 5 in
fppendix 3.

Individual Symptom Scores from the Physician Weekly Assessments

Trere were no statistical significant differences at baseline between
Trestment groups.

Tre results of this assessment parallel that of the patients' scores
Z-ring Week 1. However, during Week 2 this assessment was not able to
deminstrate significant improvement of patients receiving the Tri-Nasal
:CC 43 treatment versus those on placebo for nasal congestion, Itchy
A/D or Itchy R/Watery eyes. The same can be said for the Nasacort

447 .35 treatment versus placebo for these same symptoms.
~s can be seen in the following Table, even though no statistical

significant differences were demonstrated over placebo for Week 2 for
Trese ;nd;v*dual symptom scores, these scores were numerically lower

ste

Physician weekly assessment of individual symptom severity,
from Table 6B1,

een, ECCres,

6Cl, 6Dl1l, €E1l,

6F1 and 6G in volume 6.

Baseline Week | Week 2
Sneezing
T 200 2.02 1.05* 1.02
T 400 2.03 1.10* 0.71*(200 vs 400)#
N 410 1.81 0.80*(400vs440) 0.81*
Placebo 2.06 1.53 1.25
Rhinorrhea
T 200 2.44 1.34* 1.23
T 400 2.26 1.35* 1.02*
N 440 2.30 1.23* 1.13*
Placebo 2.32 1.79 1.49
Nasal Congestion
T 200 2.56 1.70* 1.47
T 400 2.63 1.69* 1.36*
N 440 2.56 1.65* 1.43
Placebo 2.63 2.02 1.68
Iichy N/T/P
T 200 2.18 1.05* 0.94
T 400 2.25 1.20* 0.88*
N 440 2.10 1.18* 1.02
| Pracebo 2.14 1.63 1.14




BEST POSSIBLE COPY

28
fichy R'W eyes
T 200 2.13 1.39+ 1.05
T 400 2.22 1.44* 1.01*
N 440 2.17 1.24* 1.16
Placebo 2.25 1.75 1.31

4

"
Yyt

.C5 between active treatment and placebo
.05 between active treatments

- (LY

<y oD

Patient Global Assessment
tient's global assessment rated all the active treatments better
lacebo for the two weeks of the study:; Tzkle 7A and Table 7B in

iz cne active treatment was found to be significantly better than the

Trere were treatment by site 1nteractlons‘ELr¢ng Week 1 (Bronsky,
I.27%; &nd Lumry p=0.053), Appendix B, Teble B.10 and during Week 2
rernsky, p=0.005 and Rosenthal, p=0.045), Appendix B, Table B.11l, vol

tn ol

Fcllen count and Frequency of Rain during the study period

h the highest mean pollen count durlng the study periocd was
ard, KY) with means of 133 and 114 pclilen counts/cubic
ng Week 1 and Week 2 respectively.

'v)
H O s
[ S
0ot

Z (2erger, CA), 7 {(Lumry, TX) and 13 (Wanderer, Co) had the
collen counts with daily averages of less than 20 counts/cubic
Figure 5 (1 figure/site) in volume 6.3. The comparison of
= scores in the placebo treated patients at the individual sites
w.zm rclien counts is made in Figure 6, volume 6.3. Even though,
_umry's site (TX,) had low pollen counts, the placebo patient's symptom

c-cres were higher at this center than at other centers that had higher
rz.len ccunts, suggesting that Lumry's pat;ents were exposed to their
rzlevant ellergerms. - 5

£ :2ellard, KY) and Site 3 (Bronsky, UT) had the highest number of
: c:xs darlng the study (9, 38%); nine days, page 01 0072, vol 6.

1y In
f o
b
1
L}

eline perlod For Pollard's site (KY) even though there was rain
rz=-crded during the treatment period, the grass counts recorded during

~n:-se days were in general above 20 counts/cubic meter, Data Listing
2., vel 6.25.




SAFETY
Reviewer's comments:
Extent of exposure
& tctal of 377 patients were enrolled in the study. ©Of these:
G4 received Tri-Nasal 400 wug
@5 received Tri-Nasal 200 ug
%¢ received Placebo
52 received Nasacort 440 ug
czily for two weeks. .

Adverse events

he number cf patients with adverse events by treatment (intent-
c-trest}, was very similar, Table S5A, vol 6.1

ct ]

Placebo 79.2% (7€/%9¢
Tri-lasal 200 wug 87.2% (82/94)
Tri-Naszl 400 ug 78.9% (75/85) -
Nesacort 440 g 81.5% (75/82)

_rere were no stetistically significant differences among
Treztiment groups in the overall freguency of adverse events.

The totel number of occurrences of adverse-events by treatment
zrm was (Table 9C, vol 6.1):

Placebo 294

Tri-Nasal 200 ug 376

Tri-Nasal 400 ug 320

Nasacort 440 ug 302
Trhe treatrment group with the highest freguency of adverse events
cer patient and larcest number- of occurrences was the Tri-Nasal
227 ug group.

majcrity of adverse events were classified to be of mild or
erate severity.
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list of the most common adverse events by treatment in
reased order of frequency is presented in Table 9E, vol 6.1.
most common adverse events listed were: headache, application
reaction, rhinitis, pharyngitis, taste perversion,
nenorrhea, back pain and asthma.
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The study report does not list any statistical significant
difference in the frequency of individual adverse events by
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ztment, for the most common adverse events listed in page C1l
3, veol 6.1.

The fcllowing Table, from Table SE in vol 6.1, depicts the
adverse events that were reported at a higher frequency in any
the active groups compared to the placebo treated group and the
were alsc reported by more than 2% of the patients.

Hh

@]
T

Percent of patients with adverse experiences by preferred term,
i_ntent-tc-Treat) from Table 9E in vol 6.1.

Lcoverse Placebo Tri-nasal Tri-Nasal Nasacort
=rent 200 400 440
“ezdzche 49 56 60 50
FRinitis 15 17 6 i1

Tzin 14 15 6 10
Trzryngoitis 6 9 11 13

Tzsze 9 13 13 3
Fsrversion .
T=zn Tain 2 9 6 8

~sthmsa 4 7 5 5
Zontunc- 3 5 1 S
Jomiting 3 2 6 3
Mpzlgia 2 3 5 3

zusea 1 2 4 2
fZzZomirnel 1 C 4 2

sersiti |1 3 ) 0 0

Ive cirscrder |2 1 1 3
~fter reviewing the adverse event Table QE, vol 6.1, the following
ziver:zs cvents were noted. These were reported in patients treated
with Tri-lasal 400 and were classified to be of moderate severity

EB, vol 6.1): parotid gland enlargement, herpes simplex,
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~rese adverse events,

z 2 kely that the use of study drug for two weeks would be rela:

cl.nzzl history of these cases or with the CRF.

“crresrcondence dated 4/12/96.
zsm. was the Cestart term used for a nasal pelyp.
had @ past history of severe urinary tract infections.
‘me of the study initiation and at the final visit her

is was normal. The onset of signs and symptoms of

hritis was two days after the final visit. The patient with
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ritis,

.5 mg/dlL at screering.
five days later,
st zikely due to Gilbert's syndrome.

1
me

ccmmen adverse evernts,
Z name of "application site reaction",
f patients using the Tri-Nasal preparations,

event was less,

1.4 mg/dl.

in teleccnference with the sponsor dated
::2/%€, we asked the sponsor to provide us with either a brief

summary of these cases was provided in the sponsor's
According to this summaries:
The patient with

The

However,

rrior to starting the study medication she was started on
» Zcr genital herpes. The screening history did not capture & hx
rct:1d gland enlargement for a patient that was found to have
e2d perotid glands at final exam.
rned that he had a 5 yr hx.

Upon guestioning the patient T
of intermittent parotid gland

The patient with hyperbilirubinemia was found te have a
By the end of treatment it was

It was attributed by the -

the local reaction listed with the

Fcr the Nasacort formulation,

was reported by a large
23-26%, including
the reported frequency cf this
15%. The sponsor suggests that this difference

. ths zdverse event rate for this local reaction may be due to the

P Y

~—— -Dzsed-vehicle employed in the formulation for Tri-Nasal.

i of most common adverse events,
h a reported with a reported frequency >2%,
‘n Teble SF,

vol 6.1,

the following adverse
were also

to be at least possibly related to study

ercent of patients that experienced at least one adverse event that

F
was considered to be at least possibly related to study drug, (Intent-.
“c-Trezt), Teble 9F, vol 6.1.

Livarse Placebo Tri-Nasal Tri-Nasal Nasacort 440

200 400

HzzzZzche 27 33 36 29
Zrcolicatien 25 26 23 15

site

rezgtion

Fninizis 12 10 4 8
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ra&in 1 2 1 5
Fraryngitis 5 5 6 8
Tzste 9 13 13 3
EsTrversion

Back pain 0 3 1 2
Ccnjunc- 2 1 0 4
TIlvitis

Veomiting 3 2 3 0

ion to the adverse events listed above &s pcssibly related tc
the following two adverse events were also reported as

zozsizly related to study drug in patients using Tri-Nasal 400 ug:

rvzlcnershritis and neoplasm.

The study report cces not include a

secticn that describes these two cases, nor does it gives the patient's

-zrlz showing the percent of adverse event occurrences that were
szns:Zered to be at least possibly related to study medicaticen for the

ccmmon adverse events, based on the sponsor's reported table cn
I3 0075 of vol 6.1, fcllows.

Wy oin

Percent of the most commonly reported adverse event occurrences that
were considered to be at least possibly related to study drug by
reatment group.

Adverse event Placebo Tri-Nasal 200 Tri-Nasal 400 Nasacort 440
peadache 45 4 40 44
application site 100 100 100 100
reaction

rhinitis 80 52 - 50 73
pain 6 8 13 50
pharyngitis 86 63 69 64
taste perversion 100 100 100 100
dvsmenorrhea 0 0 0 0
back pain 0 19 14 25
asthma 38 20 21 20

In teleconference with the sponsor dated 4/12/95 we asked the sponsor




th

rt W<

v

~c clar:
rezcTIcn
rercrtec
Dropouts
Tre sum
petient ¢

Deaths an

m

te

a

C

m M in

¢t (Y 3 In

IR

BEST POSSIBLE COPY

)

(¥P)

what terms were grouped under the term erplication site
nd to list by treatment the freguency of the patient's
erm.

due to adverse events

mary of these 3 cases was included under the results section for

isposition.
d serious adverse events

€ no deaths reported during the course of the study. &
nect related adverse event was reported. A patient (#618,
C2 0288 to 02 0344 in vol 6.2) that had received placebo for
developed what was described by the investigator as an
nephylactic reaction occurring 30 minutes after eating
corn chips with cool ranch flavor™ and 5 hrs after using the
The reaction involved symptoms of angicedema of the throat
involvement with decreased peak flow measurements. Patient's
rcnded to an epinephrine injection. Ninety minutes later
totally resolved and the patient went back to work. The
record the patient's previous history of allergy to this
fcods. After this episode the patient continued to receive
drug for the fecllowing two days without proklems.

S

Clinical lLaboratory Evaluations

Eematclogy

-

PN

I1a,

g eioma
stiza

were no statistically significant changes when the between-

groups comparisons were made,
vol 6.1).

taking baseline as a covaria

‘ly significant when the within-group comparisons were made
evaluation to baseline. These were not considered to be
significant. From these parameters, the results for %

ecsinc chils follow.
Change in mean % eosinophils from baseline to final evaluation, from
Tazle 11A in vol 6.1.
Placebo Tri-Nasal Tri-Nasal Nasacort
200 400 440 -
Zzseline 2.85 2.88 2.78 2.57
N=96 N=92 N=95 N=S1
Tinal value 2.65 2.50 2.02 2.30
L N=9% N=9Z N=93 n=89%
within group | 0.492 0.038 0.000 0.124
p velue N=95 N=90 N=93 N=88




BEST POSSIBLE COPY -

Zven though the within group decrease in % eosincghil count for the
T:;“‘szl treated groups are statistically significant they are nct
ciirically significant. In this study, for this parameter, a grezter
effect is shown with an increase in dose in the Tri-Nasal treated
petients. The Nasacort treated group does not show a statistically
sicrnificant decrease (within-group) on this parameter.

L]
$a

Chemistry
Wnen the changes in mean values from baseline were evaluated there were
& few statistically significant changes that are depicted in page 01
€383 cf volume 6.1, but they are not clinically significant (Table 12A,
vol 6.1). These are decreases total protein («<0.2 g/dl), ALT/SGPT
(<ZU/L), AST/SGOT (<2 U/L), and cholesterol (<4 mg/dl).
Tre study report does not discuss any individual abnormal blood
cremlistry lab report.
The fcllowing abnormal lab reports from patients on active treatment
were cbtained from the review of the Data Listing 16B in volumes 6.31
zans €.32:
Test screening final-retest Treatment Pt # sex DOB
SGOT(LU'L) | 36 96 (6/22/95) Nasacort 440 | 207 M

36 (6/28/95)
SGPTIU'L) |73 82 (6/22/95) " i "
=T bilirubin 76 (6/28/95)
normal
s. glucose 84 147 (6/27/95) Nasacort 440 | 1307. M
‘mg db 93 (6/30/95)
s. glucose 94 148 (7/11/95)* Tri-Nasal 1414 M
rme/dl) 400
s. glucose 141 198(6/23/95)* Tri-Nasal 326 F
{mg’dh . 400
s elucose | 122 271 (6-06-95) | Tri-Nasal 811 Mo
(mg'dl) 153 (6-10-95) 200 ‘g
T. bilirubin | 1.5 2.5(6/13/95* | Tri-Nasal 1202 |M
(mg/dl) 400 j

= thz last lab vvas obtained on the final study day, no repeat labs found

Ft. #8111 was on Furosemide, K-dur and Zaroxolyn prior to treatment §nd
continued on them during the study. He took Exedrin for 5 days during
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nt. This patient also had abnormal high triglyceride and uric
screening and at the final visit.
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ents #207, 1202, 1307, and 1202 are not listed as taking any

mitant meds in Data Listing 14 A, volume 6.26. Patient 1414 is
d as having used Tylenol for only one day. patient 326 is listed
aving used Tagamet for two days and Advil for one day.
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nsient elevations in serum glucose were observed during treatment in
w petients with normal and elevated values at screening. Upon

t these values came back to screening levels when a retest was

ne. Transient changes in glucose levels could also be attributed to
hese labs were done in relation to meals, since this was not

ed in the protocol.
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£207 had an elevated SGPT at screening and a transient elevation
ng treatment of both the SGOT and SGPT. These went back down to
..... g levels after 6 days post d/c of treatment.
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£1202 had an elevated level of T. bilirubin at screening. At firnal
vzluation this lab was further elevated with no abnormal changes in
ter chemistry lab including liver functicn tests. No retest was done
no clinical summary for this patient was included in the study
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Urinalysis
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ere were no statistically significant differences in ph or specific
&vity at baseline or final evaluation within groups or among groups.
r caztegorical parameters there were no statistically significant
£ £

ratient (#623) was noted to have hematuria that was confirmed on
st. The patient was referred to a urologist for follow up. The
ow up report is not included in the submission. According to Data
:ng 1€B in vol 6.31 this 30 y/o male patient on Tri-Nasal 200 did
have any abnormal blood chemistry labs at final visit (Data Listing
vol 6. 31)) nor was he on any concomitant medications (Data Listing
vol 6.26). A decrease in WBC count from 4,320 (screening) to
0/uL at final visit was the only abnormal hematology lab result
r-ed(Data Listing 16A, vol 6.29).
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Physical examination

There were no statistical differences in weight at baseline or at final
evazluation within groups or among groups (Table 14A, vol 6.2). In the
svstolic and diastolic blood pressure measurements there was a decrease
ct 3 rmmHg from baseline for the Nasacort 440 treated group that was
ticailv sigrificant. These mean changes are not clinically
ficant.
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e no statistically significant differences between treatments
from the categorical physical examination results (Table 14B
)

.
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Concomitant medication

"o rescue medication was allowed in this study. The percent of patients
teking concomitant medications is presented in Table 15, vol 6.2.

ne percent of patients taking the most common concomitant medication
T a >:10% frequency from those listed in Table 15, vol 6.2, follows.
niy cne medication of each type is counted for each patient.

O M ]

Placebo Tri-Nasal 200 Tri-Nasal 400 Nasacort 440
N=96 N=94 N=95 =92
Concurrent meds. { 73 (76 %) 69 (73%) 66 (70%) 7 (77%)
Propionic acid 30 31%) 135037%) 28 (29%) 32 (35%)
derivatives
Anilides 27 (28%) 32 (34%) 34 36%) 23(25%) .
Progesterones and | 16 (17%) 16 (17%) 10(11%) 14 (15%)
estrogens
Salicilic Acid and | 11 (12%) 15 (16%) 10 (11%) 10 (11%)
derivatives :

The study report does not include the necessary linking tables or
figures fer the reviewer to make the assessment as to whether the use

£ the most commonly used concurrent medications had any clinical
n-eractions with the study drugs, particularly as it refers to adverse
vents. In the review of specific abnormal labs there were no

0

Cverall conclusions

nis was a double-blind, parallel study that compared the efficacy and
zfety of Tri-nasal, nasal triamcinolone acetonide (TAA) solution, 200
«g and 400 wug daily versus Tri-nasal placebo and Nasacort (not
rlinded), TAR-aerosol suspension 440 ug daily, during a two week
sriod in seasonal allergic rhinitis patients, 18-65 years of age.

tel of 377 patients were enrolled in the study. Patients had a
lire period of at least seven days and during 4/7 days the patients
‘ed to have moderate symptoms that were defined as a score 26 of a
ible total of 12 for the sum of the scores of the individual
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symptems ¢f sneezing, rhinorrhea and nesal congestion. This symptcm
czmrlex was designated as the symptom severity score (S5I) and this
szcre recorded daily by the patient averaged by treztment week weas
ccrnsidered to be the primary efficacy endpoint. No rescue medicaticn
wzs ailowed in this study.

study results, using the intent to treat population, support the
cacy of both doses of Tri-nasal 200 and 400 ug over placebo.
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Tptom severity index score (SSI) in patients on both Tri-Neasal
ments and Nasacort improved significantly versus the scores in

bo treated patients, for Weeks 1 and 2. There were no

Tically significant differences at baseline between treatment
There were no statistically significant differences between the
cf the active treated patients for the two weeks of treatment.
ding to this measure (primary endpoint), all the active treatments
ccmparable efficacy and they all showed supericrity over placebo
the two weeks of treatment.
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vere no statistically significant differences at baseline between
nt groups for the individual symptom. sever*ty score of s“eOZ"g
Yea or nasal congestion. On Week 1 and 2, all patients on

gzt treatment had a significant improvement in sneezing(p<0.05),
ccrmrzred to those patients treated with placebo. There were no
signifilzznt cdifferences ameng the active treatment groups.

1
12

~e cther two individual symptoms of the SSI, rhinorrhea and nasal
n, a statistical significant improvement was demonstrat ed for
tive grcups versus placebo for both symptoms, for week 1 (excert
e Tri-Nasal 200 treatment group) and week 2 of treatment. There

c sigrnificant differences between the active treatment groups for
two weeks cf treatment.
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bz-ween the three active treatments and placebo. Biometrics was asked

tc comment on this discrepancy. At the time of this review they
ccrnsicer that it could be related to confounding factors within the

; but that they would need more time to conduct additional

. For the symptom complex of itchy/red/watery eyes there were

stlca1ly significant differences between treatments or between
ific active treatments and placebo.
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he second week of treztment the three active treatments improved
wificantly versus placebo for the symptom complex of itchy
‘&

1oy
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rhroat/palate. However, for the symptom complex of itchy
tery eyes, only Trinasal 400 ug treated patients had significant
vemernt versus those patients treated with placebo.

bty
m
L

i
71 ()

Tri-Nasal 400 ug and Nasacort 440 ug showed statistical
ficant improvement over placebo in the symptom severity index by
cf treztment. The improvement in the SSI scores for these two

(2 m
ke Q)



dzys for Tri-Nasal 200 ug treated patients, was not different from
placebo, even though there was a numerical imgrovement in the SSI
sceres for the Tri-Nasal 200 ug treated grcup. A statistical
significant difference was also demonstrated between the patient group
thet received 440 ug of Nasacort and tlose patients that received Tri-
%azszl 200 wg. Therefore, it may take patients treated with Tri-Nasal
200 ug longer than 2 days to achieve demonstrable significant efficacy.

4

In general, the secondary efficacy endpoints also support the efficacy

cf the active treatments versus placebo for the two weeks of treatment.
results of the physician's weekly assessments parallel the results

rea using the patient's daily diary for the symptom severity index
two weeks of treatment. However, in terms of the individual

the results support the efficacy of all the active treatments
1 but not for week 2, with the exceptiocn of the Tri-Nasal 400

The patient's global assessment

the active treatments better than placebo for the two weeks
udy .
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:_dy>*e°ults support the safety of the two doses of Trl Nasal used
dzy for two weeks of treatment.

<ctz)l of 377 patients were considered to be evaluable for safety. Cf
trecse, 94 patients received Tri-Nasal 400 ug ard 95 were treated with
Tri-Xasel 200 ug. -
The percent of patients reporting adverse events in all treatment
zrcurs ranged from 79-87%. Patients treated with Tri-Nasal 200 repocrted
the highest freguency of adverse events per patient and the largest
num cf occurrences. The majority of patients experienced adverse
that were mild or moderate in severity. The most common adverse
considered to be at least possibly related to study medication
.2t at the same time were reported in a higher frequency in active
¢ groups than in placebo were: headache, application site
n, taste perversion and pharyngitis.
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Two adverse events were also reported as possibly related to study drug
i cne patient each, using Tri-Nasal 400 ug: pyelonephritis and
recgpliaesm. The study report does not include a section that describes
these two cases, nor does it gives the patient's identifier. The
o"caing adverse events, classified to be of moderate severity:

id gland enlargement and herpes simplex, were reported in one
ient each, treated with Tri-Nasal 400. A case of bilirubinemia was.
crted in a Tri-Nasal 200 treated patient. The study report does not
_u=de a short clinical summary of these cases. Although it is
tniikely that the use of this nasal steroid inhaler for two weeks,
would be related to these adverse events, we would want to see a brief

linical history of these cases or the CRFs. The sponsor was asked to
prcvide this information in a teleconference dated 4/12/96.
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En unrelated serious adverse event, anaphylactic/adverse reaction to
food, was reported cduring the study. Placebo patient (#618) was
trezted for this reaction and recovered. Treatment with the study dru3
weés continued. There were no reported deaths.
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e were no clinical significant differences in the meen changes frcm
Iine to final evaluation for the hematology or chemistry
rztories obtained in this study.

nsient elevations in serum glucose were observed during treatment in
ew patients with normal and elevated values at screening. Upon

est these values came back to screening levels when a retest was

e in the cases noted.

One male patient (#623) was noted to have hematuria that was confirmed
on retest. The patient was referred to an urclogist for follow up. The
fcllcw up repert is not included in the submission.

Dx. #1202 had an elevated level of T. bilirubin at screening. At final
vzluztion this lab was further elevated with no abnormal changes in
chemistry lab including liver function tests. No retest was dcne

o clinical summary for this patient was included in the study

end n

reccrt

Tre study report does not include the necessary linking tables or
f‘;::es for the reviewer to make the assessment as to whether the use
cf <=e most commonly used concurrent medications had any clinical
intsracticns {particularly in terms of adverse events) with the study
arazss.

Thie szudy does not support the to-be marketed nasal spray pump. The to
zs mzrxzeted unit pump, nasal
zztuztor is not the same pump that was used in this study. The
crnarazcteristics of the to be marketed pump need to be supported by
ccrrerative data from the unit pump used in this and other pivotal
cl:znical studies.

APPEARS THIS WAY
ON ORIGINAL
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10.b. Study 100-204

Title: Fvalustion of the tepical vs systemic efficacy of nasal angd
. IM Triemcinclcne acetcnide in petients with seascnal
gllergic rhinitis.

Study Protocol: (Appendix A.1l, vol 4.17)
Objective

Compare the topical efficacy of Triamcinolone Acetonide
(TAA) nasal spray solution (Trinasal) at doses of 50 and 4C0
#ad gd against a systemic form of TAA (4 mg IM Kenalog-40)
and placebo in the treatment of seasonal allergic rhinitis.
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Multicenter(5), four week, double-blind, placebo ccntrelled,
randemized study that compares the efficacy of nasal TRA, IX
TEA, and placebo in patients 18-65 with seasonal. zllergic
rhinitis secondary to mountain cedar sensitivity.

Eiter a one week baseline period, patients will be
randomized to receive nasal TAA 50 and 400 mcg qd, TAR 4 mg
IM/wk, or plaeacebo. Patients will keep a daily diary of
zllergy symptoms, medications taken, and adverse events. The
use of up to 4 mg cf chlorpheniramine gid will be allowed
during the treatment phase.

"y

crulation:

The study plans to enroll approx. 300 patients in 5 study
sites.

Inclusicn criteria:

-Symptoms of SAR for at least 2 years prior to study seascn,
cf moderate severity reguiring antihistamine therapy for
control. )

-BAR if present must be of minor severity, fully
characterized pricr to study baseline, and not expected to
contribute significant change for the patient during the
study period

- Symptom score of at least 8 of a possible of 16 for the
following 4 symptoms, on a minimum of 4/7 days during the
baseline period:

1) nasal congestion,
2) rhinorrhea,



