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~ the United States for the treatment of SAR. This drug, Clarinex-D, is a combination of
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EXECUTIVE SUMMARY

[V

Brief Overview of Clinical Studies )

] | - - A
Clarinex-D 24-hour tablet is proposed to be indicated for the relief of symptoms of
seasonal allergic rhinitis (SAR) in patients 12 years of age and older.

Desloratadine (DL) is an active metabolite of loratadine (Claritin) which is marketed in

DL 5 mg and pseudoephedrine (PSE), administered QD, in two formulations (D-24,D-24 -

. AF). Based on its antihistaminic activity, the DL component-of Clarinex-D can be

expected to reduce mainly sneezing, nasal discharge, nasal itching, and non-nasal
symptoms; and based on its sympathomimetic activity, the PSE component of Clarinex-D
can be expected to reduce nasal stuffiness and congestlon (page 5, section 8.b.,
PO1875.pdf).

The claims of effectiveness and safety are based on Studies PO1875 and P01884. These

- studies were Phase-III, randomized, parallel-group, multi-center, double-blind, and

double-dummy studies. The efficacy claim of Clarinex-D was confirmed by comparing
each of the combination formulations with its components. Specifically, '

o The ant1h1stam1ne effect was confirmed by comparmg DL D-24 or DL D-24 AF.
against PSE.

e The, decongestant effect was confirmed by comparmg DL D-24 or DL D-24 AF
' agamst‘ DL. .

The sponsor s statistical conclusions were primarily based on the analys1s of the pre-
specified primary efficacy variables. Because this drug has two main effects, according to

~the study objectives, two primary efﬁcacy vanables were deﬁned_" follows:

e

_s__The primary efficacy variable for the antihistamine effect was defined as the mean
“AM/PM PRIOR 12 HOURS? total symptom score, excluding nasal congestron, .
expressed as a change from Baseline.

e The primary-efficacy variable for the decongestant effect was the mean AM/PM
PRIOR 12 HOURS’ nasal stuﬂ'mess/congestlon score.

- Here, the mean symptom scores (total or nasal alone), above represent the average score

values over the 15-day treatment period. : v A

Secondary efficacy variables include a variety of sums of symptorn scores distmguished -

~as reflective or instantaneous measurements of symptoms, dependmg on the time the
- symptoms were observed. One o6f'the_ secondary efficacy variables is particularly worth

notmg the mean AM total symptom score excludmg nasal congestlon, representmg the

File name: Statistical Review NDA 2_1‘-605.d‘oc
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drug effect at the end of dosmg period, approximate 24 hours after dosing and before

taking the next dose. Special attention was paid to the effectiveness of this drug basedon "~~~

tlus AM total symptom score.

T B B T T

This reviewer’s evaluation of the drug s effectiveness is focused on whether the
superiority of Clarinex-D 24 to its components (DL and PSE) can be demonstrated, based
on the sponsor’s data, However, the drug safety was not the focus of th;sétlstlcal
review. This reviewer has left safety evaluation to the medical reviewer.
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Statistical Issues and Findings e

This reviewer explored, examined, and reanalyzed the sponsor’s data for Studies P01875
and P01884. After reanalysis of the data, this reviewer conﬁrmed the sponsor’s statistical

findings and draws his own conclusrons -

The outcome measurements were per-specified nasal and non-nasal symptom score
recorded by the participating patients in their diary. The symptom score takes values, 0 to
3, ranging from none to most severe in terms of the symptom. The types of the symptoms
are listed in Table 1, below.

Table 1 Symptom types —

Nasal Symptoms o _ | Non-Nasal Symptoms

Rhinorrhea (nasal discharge/runny nose and/or postnasal drip) (N1) Itching/burning eyes (NN1)

Nasal stuffiness/congestion (N4) - Tearing/watering eyes (NN2)
.| Nasal itching (N2) . ' o Redness of eyes (NN3)
"| Sneezing (N3'). . Itching of ears or palate (NN4)

* For convenience, a symptom type in this report is sometimes written as a simple notation,

"o,
Ty,

say N4 representing nasal stufﬁness/congestlon The total symptom score which consists
notatlonm“TOT7 » represents the, total symptom score excludmg N4, the nasal
stuffiness/congestion. The notations, “TOT7” and “N4” also mean the averages over the”
15- day treatment period in specific context.

Furthermore, this reviewer snnphﬁes the descnptlons of the treatment arms using letters
from A to D: :

IR

" Table 2 Treatments _
A___ ~ . |DL D24
B [DL D24 (AF)
c DL (desloratadine) Smg
- D PSE (pseudoephednne) 240mg

- In‘the reviewer’s analyses (hypothesrs tests), in order to control the Typeil error,
. simultaneous comparisons of A vs. D and B vs. D are ad_)usted using a 0.025 srgmﬁcance '
level. The same method is applied to the simultaneous comparisons of A vs. C and B vs.

C.

File name: Statistical Review NDA 21-605.doc
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Table 3 summaries the statistical findings on efﬁcacy for the two plvotal studies based on

‘the AM/PM PRIOR 12 HOURS’ symptom scores, in other term, the reﬂectlve scores.

- Table3 Efﬁcacy findings based on 15-day mean AM/PM PRIOR 12 HOURS symptom scorées =

(Studies P01875 and P01884 compared)

Type of Comparison P01875 PO1884 Findings
~ consistently
. , —1 - positive
: (D) PSE | Antihistamine component (TOT7) + + Yes
A ' P=0.001 | P=0.015
5:24 ()DL Decongestant component (N4) + + Yes
- o P=0.001 | P=0.00004 : _
.~ " |{D) PSE | Antihistamine component (TOT7) - - _ No (Consistently - '
®) P=0.033 | p=0076 |  NNegative)
D-24 :
AFvs. | (C)DL .| Decongestant component (N4) . + - + : Yes
' ’ ~P=0.022 | P=0.00135

- The comparisons between A and C and that between B and C are based on the nasal

stuffiness/congestion symptom score. The comparisons between A and D and that
between B and D are based on the total symptom score excluding the nasal

stuffiness/congestion symptom score. The p-values in the table link to ANOVA tables in
this report.

D-24 was shown (Table 3) to be statistically superior to placebo in reducing the nasal/non-

~nasal symptoms, based on 15-day mean AM/PM prior 12 hours symptom scores.

However the formulatlon D-24 AF failed to show statistical s1gmﬁcance of the rehef of

the overall nasal/non-nasal symptom, excluding nasal stuffiness/congestion, although

statistical significance was shown in relieving nasal stuffiness/congestion. These findings
were consistent across the studies. The objective to sunultaneouslry-demonstrate the
superlonty of both ant1h1$tamme and decongestant components was not achleved

-
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Table 4 presents the statistical findings on efficacy for the two pivotal studies based on the ™ T

AM NOW symptom scores, in other term, the instantaneous scores, .

[

Table 4 Efficacy findings based on 15-day mean AM NOW (instantaneous) symptom scores -
(Studies P01875 and P01884 compared)

Type of Comparison ' : P01875 | . P01884 _ - ﬁ Findings
: - consistently
" positive
. (D) PSE Antihistamine component (TOT7) + - No
A P=0.001 | P=0.0287 |
D-24 fC)DL Decongestant component (N4) + + i~ Yes
vs. _ |+ - _ B _ T
F P=0,0009 | P=0.0015 |
: (D) PSE - | Antihistamine component (TOT7) + - " No
® | p=00i8 | P=0.1278.
Z;.zj s. | ©DL Decongestant component (N4) - ot . No
P=0.0297 P=0.0127

~.Note that neither formulation has consistently demonstrated significant effect of rehevmg
nasal/non-nasal symptoms (excludmg nasal congestion).

Clarinex-D in D-24 formulation consistently demonstrated a statistically significant
decongestant effect across the two studies. However, such consistency was not seen in
the D-24 AF formulation.

~ Overall, Clarinex-D in formulation D-24 administered QD was shown to be effective in
“relieving SAR based on prior 12 hours’ nasal and non-nasal symptom scores. However,
the effectiveness of Clarinex-D in formulation D-24 AF administered QD in relieving
the overall nasal/non-nasal symptom (excluding nasal congestion) was not demonstrated
though some effect in reducing nasal congestion alone was consistently shown based on
the AM/BM PRIOR 12 HOUR data. Such consistency disappeared when analyzmg using the
mstantaneous data (the AM NOW score) :

Appears This Way
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T B v e e

Efficacy Conclusions:

.Consistently across Studies P01875 and P01884, Clarinex-D in 'formutaﬁi D-24 was

shown to be statistically superior to placebo in the relief of overall nasal/non-nasal
symptom.

'However, Clarinex-D in formulation D-24 AF failed to demonstrate the statistical
g mgmﬁcauce of antihistamine effect in relieving overall nasal/non-nasal symptom,

excludmgmasal congestion, though statistical significance was shown in rehevmg nasal
congestlon ' . ‘ » -

These ﬁndings Were consistent across Studies P01875 and P01884.

- Note that, in examining the end-of-dosing effect (the drug effect after 24 hours of taking
', the first dose) of relieving overall nasal/non-nasal symptom, excluding nasal congestion,
‘peither formulation demonstrated superiority to placebo consistently across the studies. In

examining the end-of-dosing effect, Clarinex-D in D-24 formulation consistently

. demonstrated a statistically significant decongestant effect across the studies. Such

stat1st1ca11y significant decongestant effect was seen in Study P01834 alone.

Recommendations:

~Clarinex-D 24 QD was shown to be effective in the relief of overall nasal/non-nasal

-syﬁiptom, based on patients’ prior-12-hours symptom scores. However, such an effect
may not last up to 24 hours.

' .Clarmex—D 24 AF QD did not show statlstlcal supenonty to placebo in the rehef of

nasal/non—nasal symptoms, excluding nasal congestion. Note that its decongestant effect
(m rehevmg nasal stufﬁness/congestlon) was shown to be statxstlcally mgmﬂcant

» Overa]I ’Clannex-D 24 formuiatlon adnumstrated QD, is recommended for approval

i
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INTRODUCTlON

' OVERVIEW

Loratadine (Claritin) is marketed in the United States for the treatment of symptoms of
seasonal allergic rhinitis (SAR). Loratadine, as D-12 and D-24 tablets, is also marketed in
the United States and internationally containing immediate-release loratadine and
sustained-release pseudoephedrine (PSE) also for the treatment of SAR. Here,

_pseudoephednne (PSE) is an estabhshed sympathonnmetlc nasal decongestant.

This proposed drug, Clarinex-D 24 isa combmatlon of desloratadine —an active
metabolite of loratadine — 5.0-mg, in an immediate-release coating, and pseudoephedrine
sulfate 240-mg in a sustained-release matrix formulation designed for once daily dosing -
(QD). Based on its antihistaminic activity, the DL component can be expected to réduce

- mainly sneezing, nasal discharge, nasal itching, and non-nasal symptoms. Based on its

sympathomimetic activity, PSE can be expected to reduce nasal-congestion and
stuffiness.

Clarinex-D in two formulatlons DL and DL AF, is proposed to be indicated for the rehef
of symptoms of seasonal allergic rhinitis (SAR) in patients 12 years of age and older. The
purpose of this review is to evaluate the effectiveness of this drug based on evidence

submitted by the sponsor, Schering Corporatxon, in the NDA 21-605 dated April 30,
2004.

Scope of Statistical Review: Piv_ota] Efficacy Studies

To demonstrate the effectlveness of the drug, the sponsor submitted two pivotal studies:
Studies P01875 and P01884 These studies had the same design.____ :

Studles-P01 875 and P01 884 for Patlents Aged 12 and Older

‘Studies P01875 and P01884 were phase I1I double-blmd, placebo—controlled parallel—

group, multi-center studies. The treatment was adm1mstrated QD for 15 days. The time

- line of the studies is shown n Flgure 1.

il 5
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Figure 1 Study Time Line (Studies P01875 and P01884)

Day® . s m.. Day1s

Days -3 1014 Day 1

T
SCH 483 5/240 mg

SCH 483 5240 mg(Anemaﬁve Formulabon)

T

Visit 1 Visit 2

Destoratadme S5mg

Basefine

C =

L _ﬁm 4L

T T
Pseudoephedrine 240 mg QD
Sustained Release

Visit 3 Visit4 1

in Table 5.

Table 5 Treatments (Studles P01875 and P01884)

At Visit-27the patlent was randomly assigned to one of the followmg treatments included

| /Treatment described as.. Treatment denoted using_code by reviewer as... -
DL D24 {A '
DL D24 (AF) B
DL (desloratadine) 5mg C
PSE (psendoephednne) 2401ng D

The statistical conclusxons are primarily based on the analys1s of the pre-specified
primary efficacy vanables Because of the dual major effects of the drug spemﬁed in the

study protocol,

e The primary efﬁcacy varlable for the antihistamine effect was defined as the mean
' AM/PM PRIOR 12 HOURS’ total symptom score, excludlng nasal congestlon

expressed as a change from Baseline.

e The primary efficacy variable for the decongestant effect was the mean AM/PM
- - PRIOR 12 HOURS’ nasal stufﬁness/congestlon score.

The mean scores, above represent the average values over the 15-day treatment penod
The method of LOCF was NOT used to impute missing observations. If individual-
symptom scores were missing, then the total symptom score was calculated only using

. the non-missing observatlons

b
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DATA SOURCES

T e w S e

The sponsor submitted this NDA including the data to the FDA Electronic Document
Room (EDR). The submission is recorded in the EDR as indicated in Table 6, below. All
the data submitted are in SAS v.5 transport format. The number of data-fillés for the
pivotal studies and the number of data files used in the statistical review are shown in
Table 7.

Table 6 Data Source

| Document.. 2385314
Application: N021605 Letter Date: 30-Apr-2004 | Stamp Date: 3-May-2004
Incoming Doc Type: N Sup Modification Type: In Doc Type Seq No: 000

Company: SCHERING
Drug: CLARINEX D24
‘Source: EDR of FDA

‘Table 7 Sponsor’s -Data Submitt_ed

Path/location o No. data files | No. data files used
: C ' ‘submitted in statistical review
VodsesubI\N21605\N_000\2004-04-30\Clinical BEEN 1
‘Data\P01875\DATA

\\cdsesub1\N21605\N_000\2004-04-30\Clinical o 21 i »
Data\PO1884\DATA

The numbers of data files used in the statistical evaluation are shown in the third column,
~Given the large amount of data, this reviewer selected the ﬁle(s)mc.o.ntammg the most
re]?ﬁant ev1dence for the efﬁcacy of the drug.

e
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 STATISTICAL EVALUATION
EVALUATION OF EFFICACY

Study Design'and Endpoints

~ The evaluation of the effectiveness and safety 1s based on Studies P01875 and P01884.
These studies were Phase-IIl, randomized, parallel-group, multi-center, double-blind, and
double-duimmy studies. The efficacy claim of Clarinex-D was tested by comparing each
of the combination formulations with its components:

_ -_f ' ""The»antlhlstanune effect was tested by comparmg DL D—24 or DL D-24 AF
against PSE.

. The decongestaht effect was tested by comparmg DL D—24 orDL D 24 AF
agaigst DL.

The statistical conclusions are primarily based on the analysxs of the pre- spemﬁed
' primary efficacy variables. Because there were two major effects of interest, according to
the study objectives, two primary efficacy variables are deﬁned

e The prnnary eﬁ'lcacy variable for the antihistamine effect was defined as the mean -

AM/PM PRIOR 12 HOURS’ total symptom score, excluding nasal congestlon
expressed as a change from Baseline.

e The primary efficacy variable for the decongestant effect was the mean AM/PM
PRIOR 12 HOURS’ nasal stuffiness/congestion score.

The mean scores, above, represent the average values over the 1541951 treatment penod

R

Patieni Di_spoSition Demegraphic and BaSeIine Characteristies

Th1s sectlonafocuses on descriptions of patients’ dasposmons based on status of
- completion, status of comphance and reasons for early w1thdrawa1

Wl
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 Study P01875

D ————

The ITT patient group comprised all randomized patients. The sponsor stated,. “All

A SOV

16-41

e

analyses and summaries of safety data were based on all randomized subjects (intent-to-
treat principle) (page 64, section 11.1., PO1875.pdf).”

Table 8 Patient accountability by validity and treatment (Study P01875)
' Treatment
‘DLD-24QD| DLD-24AF | DL5mgQD | PSE240mg
Qb . QD
#Patients randomized (ITT) 372 374 372 Co3m
| #Patients valid for analysis 372 368 |~ 369 372
#Patients Invalid for analysis 0 6 3 E

Table 8 shows the number of ITT patients and those determined invalid for analysis. The
“invalid” patients comprise those who did not have baseline values and those whose total
symptom scores could not be computed because of missing individual symptom scores.

Table 9 Patient accountability by completeness and treatment (Study P01875)

Number (%) of Subjects '
DLD24QD [DLD-24AFQD |DL5mgQD. PSE 240 mg QD
Number Randomized - 372| (100)| 374 ao0)|  a72] (100 | (100)
| Number (%) Completed 351| (944)] 34| (92’.0)‘ v346.' ©30)] 350 (92.>8)
‘f'(%)'oisconunued ' 21| (58) _' 30| (8.0) FR ) ” 7_ 27 '(7.2)_
: Reasbn for Discontinuation ‘ » '
Adyérse Event 13] @5 17| ws| 7] wse 1l @l
" Treatment Failure 11 ©3) 2| (05) 1) 3 2| (05
~I_L§st ip FollMp 0 2 ,(0_5) 4| @ 2| (0.5)
Noncompliance 2l o8| 4] a1 1] (03 3| (0.8
" Did Not Meet Protocol | |
Eligibiity 3l 8 2| ©s 2| (05) 3| (08
Did Not Wish fo Continue 2| (©5) 1] ©3) 1 -,(‘e%) 2] (05
 Administrative - of | 2| (08) 0 B (0.3)

Sourcc: page 63, Table 8, Section 10.1, P01875.p§if: ,

File name: Statistical Review NDA 21-605.doc .




Statistical Review of NDA 21-605 Clarinex-D 24 (desloratadine + pseudoephedrine sulfate) - 17-41

.. The percentages of discontinued patients account for no more than 8% of the total in the
same treatment group, and the percentages are quite balanced across the treatment groups.

[UNUT

The foll6Wing tables analyze patients’ demographic characteristics by race, sex, and age.

Table 10 Number of patients by treatment and race (Study P01875)

| T Ree &

CAUCASIAN | BLACK | AMERICAN | ASIAN |HISPANIC | OTHER

. INDIAN ’ Total
A 287 42 1 1 |29 2 372
B |298 34 o 11 22 3 1368
c -.-i26 . {45 1 - 3 24 0 369
D 29 |38 0 4 35 e 372
Toal  f1070  [159 |2 - |29 [ue 11 {1481

Table 11 Number of patients by treatment ahd sex (Study P01875)

_ Sex _ | Total ,
‘ Fe_malé ’ Male » -
A 221 - st | 372
B . |[250 : 118 368
c 243 1126 ' 369
D 243 129 o 32
Total 957 | |524 o ues

Table 12 Patient-age distributions (Study P01875)

#PATIENT | Lower quartile |Median |Mean .Upper quartile |Min |Max |Range |Std
A |20 ;o ss lao [0 {70 |es0 |35
|B 368 |230 330 - 337 [#30  [120 [0 |620 132
fc e fase 360|350 [aa0 120 [760 {640 [133
D |32 250 1360 {355 |as0 . 120 1700 [580 |13.0
Appears This Way =

On Original

File name: Statistical Review NDA 21-605.doc



Statistical Review of NDA 21-605 Clarinex-D 24 (desloratadine + pseudoephedrine sulfate)

Table 13 Baseline mean scores (Study P01875)

18-41

o Baselme total score Baseline total score w/o nasal | Baseline nasal
T T stuffiness/congestion {’sfiiffiness/congestion™™ = -
A |77 151 26
B 17.6 150 2.6 '
C 174 148 2.6
D 1 7.‘7 15.2 26

=

The baseline average scores are considered balanced across the treatment groups.

Study P01884

The ITT patient group comprised all randomized patients. The sponsor stated, “All
analyses and summaries of safety data were based on all randormzed subjects (intent-to-
treat principle) (page 63, section 11.1., P01884. pdt) ”

Table 14 Patient accountability by

validity and treatment (Study P01884)

Treatment
'DLD-24QD| DLD-24AF | DL5mgQD | PSE240mg
| . QD o
#Patients randomized (ITT) - 3361 338 . 340 342
#Patients valid for analysis 333 338 337 337
#Patients Invalid for analysis 3 0 3 5.

 Table 14 shows the number of ITT patients and those determined invalid for analysis. The
“invalid” patients comprise those who did not have baseline values and those whose total
symptom scores could not be computed because of missing indiviitual symptom scores.

Appears This Way
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Table 15 Patient accodntability_ by éompleteness and treatment ,‘(Study P01884) -
‘ Number (%) of Subjeets
- DLD24QD |DLD-24 AF QD DLs_r;g ap PSE 240 mg QD
Number Randomized 336 | (100) 339 { (100) 340 | (100) 342 | (100)
Number(%)Co-mpleted 314 {(93.5) 319 (94.1) - 325 ‘(m 316 | (92.4)
Number (%) Discontinued 22{(6.5) 20] (5.9 15 @4 |- 26 | (7.6)
| Reason for Discontinuation
Adverse Event 11](3.3) 14]@.1) 41(12) 1|62
| Treatment Feiure o of 1] @3y 7 :(2.0)
Lost to Follo_w—up 2](0.6) 11(0.3) B -_5' (1§5) 51{1.5)
Noncompliance 4112 3|09 2| (0.6) | 2 (0:6)
Did No,tvMeei Protoco! Eligibility 41(1.2) 1}©3) 1]03) v. 1] (0.3)
Dfd‘Not\M_sh to Corifinue 1}(0.3) 0 2{(0.6) of
Administrative 0 1/(0:3)a 0 o

Source: page 61, Table 8, Section 10.1, P01884.pdf

The percentages of discontinued patients account for no more than 6.5% of the total in
the same treatment group, and the percentages are quite balanced across the treatment

- groups.

- The following tables analyze patients’ demographic characteristics by-race, sex, and age.

Table 16 Number of patients by treatment and race (Study P01884)

On Original
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_ Race e
CAUCASIAN | BLACK | AMERICAN | ASIAN | HISPANIC | OTHER Total
ZAEAS S Yhoan | , .
AT 2 33 - 0] 8| 28 3] 333
1B o 26| 0 9 27 4 338
c 251 40 1 13 30| 2 1337
D 287 20 1 7] 20 2 337
Total | 1,071 119 2 37 105 | 1345
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Table 17 Number of patients by treatment and sex (Study P01884)
’ Sex
- — Total__ _
e T Female ‘Male h T
A 211 122 333
B 202 136 338
C 202 135 337
D 218 119 337
Total 833 512 1,345
:i‘able 18 i‘nﬁent—a_ge distributions (Study P01884)
| #PATIENT |Lower quartile | Median |Mean | Upper quartile |Min |Max |Range |Std
{A 333 230|350 [341  [440 120 {690 |570 137
B [338 123.0 330 [330  [420 120 {78.0 |66.0 [13.7
C [337 24.0 35.0 34.7 440 11.0 |740 |630 |13.7
D 337 200|330 343 44.0 120 |76.0 [640 |13.8

Table }19-Baseline mean scoi'es Stlidy P01884)

Baseline total score Baseline total score w/o nasal Baseline nasal _
stuffiness/congestion stufﬁness/k;ongestion
A (175 149 | 2.6
B [17.6 15.1 2.6
{c |77 {151 26
D |17.7 15.1 2.6

The baseline average scores are considered balanced across the treatment groups.

Appears This Way
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Statlstlcal Methodologles

r——— - T T ow 3 [

Studies P01875 and P01884
- The sponsor applied ANOVA on the primary efficacy variables: —'—53

e The primary efficacy variable for the antihistamine effect was defined as the mean
AM/PM PRIOR 12 HOURS?’ total symptom score, excludmg nasal congestlon
expressed as a change from Baseline.

-« The primary efficacy variable for the decongestant effect was the mean AM/PM -
- .PRIOR 12 HOURS?’ nasal stuffiness/congestion score.

The statistical method was described in the following quotes from the application:

“The primary efficacy variable for the antihistamine effect was defined as
the mean AM/PM PRIOR 12 HOURS total symptom score, excludmg
nasal congestion, expressed as a change from Baseline. The primary

 efficacy variable for the decongestant effect was the mean AM/PM
PRIOR 12 HOURS nasal stuffiness/congestion score. The total symptom
score (minus nasal congestion) was the sum of 7 individual symptom
scores: 3 nasal and 4 non-nasals. The 3 nasal symptoms were thinorrhea,
nasal itching, and sneezmg The 4 non-nasal symptoms were
1tchmg/bummg eyes; teanng/watenng eyes, redness of eyes, and itching of
ears or palate. The primary efficacy time point was the average ‘over the
entire 15-day treatment period,

The primary variables at the above time point were to be analyzed using a
two-way analysis of variance (ANOVA), which extracted sources of
variation due to treatment and center. For each combmatlon drug, DL D-
24 or DL D-24 AF, comparisons of each effect against its Components
were performed. The primary comparison for the antihistamine component
“was DL D-24 or DL D-24 AF versus PSE. The primary comparison for the
‘decongestant component was DL D-24 or DL D-24 AF versus DL. These
© comparisons were to-be obtained from the two-way ANOVA model
- described above

~ Each cornbmatlon DL D-24 or DL D-24 AF, was to be cons1dered
superior to its” components mdependently if, and only if, the compansons
- on both the antihistamine and decongestant effects showed a mgmﬁcant
‘improvement over the components as descrlbed above (page 51, section
9.7.1.3.2., P01884.pdf).” :
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Statistical Analyses

The main-focus-of-this reviewer’s statistical analysis is to confirmr-the sponsor’s-analyses
specified in the protocol. This reviewer uses the sponsor’s data and analyzes them based
on the 15-day mean AM/PM PRIOR 12 HOURS’ total and md1v1dual nasal and non-
‘nasal symptom scores. ﬁ

Study P01875

This reviewer verified the sponsor’s reported analysis and determined the results to be
valid and accurate. The reviewer’s analysis results are show in the following tables.

Table 20 Number of patients by treatment (Study P01875)

Time Interval #Patients - | #Patients #Pa‘t.i;lts. . #Patients
. in Treatment A in Trea_lmcnt B in TreatmentC in Treatment D
Baseline £77) | 368 | 369 - 372
Day 1 1367 361 | 364 |36
Day 2 3|36 367 1370
Day 3 370 364 365 368
Day 4 370 | 362 o fses 368
Days 1-8 372 B 368 | 369 |3
Days 9-15 - 357 353 355 1 355
Days1-15 - |37 | 368 369 K/
Appears This Way
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Analysis of antihistaminic effect of Clarinex-D 24

REEE PN

Table 21 Unad]usted mean of total symptom score (excludin

T B,

23-41

B S

nasal congestion) (Study P01875)

Time Interval Mean TOT7 in Mean TOT7 in Mean TOT7 in Mean TOT7 in
Treatment A | Treatment B Treatment C | Treatment D
Baseline 15.12 15.00 14.82 1517 -
Day 1 1175 11.81 - 12.23 12.33
Day 2 1039 10.60 1112 11.37
Day 3. : 9.67 10.27.. 1036 11.14
| Day 4 945 9.93 1012 110590
Days 1-8 9.71 10.05 10.39 10.78
Days 9-15 8.59 8.63 9.33 9,52 |
Days 1-15 922 9.43 1 990 1025

Table 22 Mean change from baseline of total symptom score (excludmg nasal congestlon)
Unadjusted*and 1:S'means compared (Study P01875)

On Onglnql
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~ Time Mean Mean ‘Mean Mean LSMean | LSMean | LS Mean | LS Mean
Interval | TOT7 chg | TOT7 chg | TOT7 chg | TOT7 chg | of TOT7C | of TOT7C | of TOTIC | of TOT7C
from from from from for for for - - for
baseline baseline | - bascline baseline | Treatment | Treatment | Treatment |.Treatment
in in in . i A | B C D
Treatment | Treatment | Treatment | Treatment :
A B C D
Baseline i5.01 14.88 471 . | 1508
Day I 335 317 258 | -285 3.32 Y31 | 254 2.86
Day2 - |47 439 37 380 | -4.85 -4.53 382 | -392
I Day3_ | 546 472 445 403 |60 |as4 458 | ar6
Day4 | 506 | -460 | -457 5.87 524 | 488 476
| Days 1-8 -4.94 -4.43 439 -5.57 509 | -4s8 -4.54
Days 9-15 | -6.61 -6.36 -5.52 -5.60 -6.86 656 5.72 -5.80
| Days 115 | -5.90 557 |49 49 |-609 "
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24-41

" Table 2 an-percent change of total symptom score from baselme (excluding nasal congestlon) :
(Study PO 75) ‘
Time Interval | Meanp pct chg Mean pet chg 'Mean pet chg Meanpct chg
of TOT7 from of TOT7 from of TOT7 from of TOT7 from
baseline in . baseline in baseline in - baseline ini
Treatment A Treatment B Treatment C _ 4 Treatment D
Baseline
Day 1 -219 211 -17.6 -18.8
Day 2 311 -29.5 -25.2 | 251
Day3. . 359 316 303 -26.6
Day 4 -373 -33.8 <317 7 1-304 -
Days 1-8 -35.6 1-33.0 -30.1 -29.0
Days 9-15 433 . 425 1-374 2369
Days 1-15 -38.8 372 -335 | -324

Table 24 ANOVA on change of total symptom score (excludmg nasal congestion) from baseline

(Study PO1875) “"=
Time Interval P-Value: P-Value: - P-Value: P-Value: P-Value:-
" | Grope Grope Grope- Grope Grope .
Avs.Grope B | A vs.Grope C | A vs. Grope D | B vs. Grope C- | B vs. Grope D
Baseline 0.525 0.152 0.739 0.428 0333
Day 1 0.585 0.016 0.153 | 0.063 0379
Day 2 | 0.303 0.001 0.003 0.028 0.056
Day 3 0,023 0.002 | 0.000 0.443— 0.045
| Daya-— | 0.066 | 0.004 1 0.001 0.283 0.160
Daysi8 . | 0113 0.001 0.001 . 0.094 0.072
Days9-15 {0386 | 0.001 | 0.002 | 0.016 { 0.031
*Days 1-15 {0250 0.001 |00y | o038 ' .us? ‘%

* Table 24 indicates that Clannex—D in formulation D-24 (A) has statlstlc ’g mgmﬁcant
effect of relieving the overall nasal/non-nasal symptom, excluding nasal
stuffiness/congestion (compared with D). Such significance was not demonstrated for the
* formulation D-24 AF B) because the p-value 0.033 was greater than the s1gmﬁcance

level of 0. 025
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Analysis of decongestant effect of Clarinex;D 24

S e )

T Ve

2541
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* Table 25 Unadjusted mean of nasal—stufﬁnesslcongestmn symptom score (Study P01875)

Time Interval Mean CSTUF in Mean CSTUF in Mean CSTUF in Mean CSTUF in
Treatment A Treatment B Treatment C . Treatment D
| Baseline 2.58 2.57 2.56 17% '
Day 1 201 2.04 2.16 207
Day 2 1.83 1.88 2.04 1.90
[pays i {186 191 188
Day4. . {172 1.81 1.86 1.89
Days 1-8 176 - 1.83 192 1.88
Days 9-15 1.62 1.64 1176 1.72
Days1-15.  |1.70 174 1.84 1.82
Table ean ehange from baseline of nasal-stuffiness/congestion symptom score: Unad_wsted and

On Original
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LS means compaFed (Study P01875)
Time. Mean Meidn Mean ‘Mean | LS Mean | LS Mean | LS Mean | LS Mean
Interval | CSTUF | CSTUF | CSTUF | CSTUF of of of - of -
chg chg chg - chg | CSTUFC | CSTUFC | CSTUFC | CSTUFC
from from from from for for for for
baseline | baseline | baseline | baseline | Treatment | Treatment | Treatment | Treatment
in in in in A B C D
Treatment | Treatment | Treatment | Treatment
_ A B C D
Baseline U 2s7 2.57 255 256
IDay1 |-0.57 0.54  {-040 -0.50 -0.57 -0.54. 040 |-0.50
Day2 [|-074  |-0.69 0.52 0.67  |-0.76 071 __ |-054 -0.68
Day3 .[-0.84 071|064  |-069 -0.87 073 |-0.67 -0.71
D?y 4 _——:0;86 -0.76  |-0.70 -0.67 -0.88 078 0712 [-070
Days1-8 |-081 “|-074  |-064 [.069 . |08 |076 |-067 071
Days9-15[-0.97  [-094 |-080 |-08¢ |-L01 [-097 |-084 |-087
Days1-15{-087 |-083 {-0m  [075 |09 |08
-
. - o %
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2641

Table 27 Mean percent change of nasal—stufﬁness/congeshon symptom score from baselme (Study.

P01875)
“Tiitie Initérval ~ [~ Mean pet chg © Mean pct chg Mean pet chg Mean pct ¢hg'
- of CSTUF from of CSTUF from of CSTUF from of CSTUF from
baseline in baseline in baseline in baseline in
Treatment A Treatment B Treatment C . Treatment D
Baseline ]
Day 1 =214 -20.3 -15.7 -19.4
Day 2 -28.3 -26.5 -20.5 -25.7
Day3 -32.1 -21.2 -25.2 -26.6
Day4 _- 328 -29.0- 27.1 258
Days 1-8 -31.0 -28.2 2517 [ -26.4
Days 9-15 -372 -35.9 314 319
Days 1-15 1-334 -31.7 -28.0 -28.6

Table 28 AN OVA on change of nasal-stufﬂnesslcongestmn symptom score from baselme (Study

PO1875)
Time Interval | P-Value: P-Value: P—yglue: P-Value: P-Value: P-Value:
- Grope Grope Grope. Grope- Grope Grope
A vs. Grope | A vs.Grope | A vs. Grope | B vs. Grope | B vs. Grope | C vs. Grope |
B . C .D C - D D
Baseline 0.831 0.450 0.607 1 0.589 0.765 0.808
Day 1 0.558 {0.003 0.248 - 0.020 0.571 0.076
Day2- 0.346 0.000 - o154 0.002 0.633 0.009
Day3 0.024 0.001 0.007 0.247 0.675 . 0.459
Day 4 0.097 0.005 0.001 [0.247 0.125 _ 0:706
1Days 1-8 0.133 0.000° 0.009 10.048 oz 0.37_7
|Days9-15- o525 0.015 0074 . |0.551
*D'i)'(mS 0. 353 - $ 10009 = 10.096 0.527

* Table 28 mdlcates that Clannex-D in formulations, D-24 (A) and D-24 AF (B) has
statistically significant effect of relieving nasal stufﬁness/congestlon (compared with C)

‘Appears This Way
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Study P01884

LA

T B

me————

This reviewer verified the sponsor’s reported analysis and determined the results to be
valid and accurate. The reviewer’s analysis results are show in the following tables.

Days 1-15

10.47

Table 29 Number of patients by treatment (Study P01884) ———-—i
Time Interval #Paﬁents #Patients #Patients #Patients
in Treatment A in Treatment B in Treatment C in Treatment D
Baseline 333 338 337 337
Dayl = 326 329 326 324 °
Day2 1333 335 337 — 335
Day 3 332 336 333 1333
Day 4 327 334 332 1333
Days 1-8 333 338 337 337
Days 9-15 317 323 326 321
Days 1-15 1333 338 337 337
Analysis of antihistaminic effect of Clarinex-D 24
Table 30 Unédjli"stédnmﬁe:aﬂm of total symptom score (excluding nasal congestion) Study P01884) -
1 Time Interval Meaxll‘ :I'OT7 in Mean TOT7 in Meéan TOT7 in Meaxi TOT7 in .
: ' Treatment A Treatment B Treatment C Treatment D -
Baseline 14.94 1505 15115 15.15
Day 1 | | 1163 12.00 2n e
Day2 | 1043 1087 1142 1179
| Day 3 987 10.46 10.98 11.29
| Day4 | 9.74 997 1060 11.05
Days 1-8 9.85 10.26 10.87 1101
‘Days 9-15 8.66 891 | 10.00 9'_?5
9.35 9.67 10.30

' Filern.a>me: Statistical Review NDA 21v-605.doc
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Table 31 Mean change from baselme of total symptom score (excludmg nasal congestion):

Unadjusted and LS means (Study P01884)

28-41

“Time ~° Mean ~| Mean Mean Mean LSMean | LEMean | LS Mean |~ LSMéan
Interval TOT7 chg | TOT7 chg | TOT7 chg | TOT7 chg | of TOT7C | of TOT7C | of TOT7C | of TOTIC
‘from from from - from for for "~ for - for
baseline baseline baseline baseline | Treatment | Treatment | Treatment | Treatment
" in in in in A B . i’C D
Treatment | Treatment | Treatment | Treatment T
A B - C D
Baseline 14.84 14.95 15.06 15.03
Day 1 -3.32 -3.03 -2.46 ;2.43 : -3.26 -2.97 -2.42 2.38
- Day2 | 452 -4.16 =3.73 3.38 -4.57 -4.21 3.78 3.42
Day 3 -5.08 4.57 -4.14 -3.87 - -520- T -4.70 425 -3.97
Day 4 =521 -5.07 -4.51 4.13 -5.33 -5.19 -4.62 -4.23
.Days 1-8 . -5.10 -4.79 428 -4.14 -5.21 -4.90 -4.37 423 .
Days 9-15 -6.26 -6.11 -5.15  ‘ -5.71 -6.38 -6.25 -5.28 584
Days 1-15 -5.59 -5.38 -4.68 -4.85

nTableu?oz Mean percent change of total symptom score from baseline (excluding nasal congestmn)

(Study P01884)
Time Interval Mean pct chg Mean pct chg' Mean pct chg - Mean pct chg
of TOT7 from of TOT7 from of TOT7 from of TOT7 from
baseline in baseline in baseline in baseline in
~ Treatment A - ‘Treatment B Treatment C Treatment D
Baseline
Day 1 -21.7 -19.9 -16.0 -15.8
Day 2 -300 - 279 57 221
Dy 3 338 304 272 255
‘Day4 - -34.8 337 297 272
Days 1-8 340 318 28.1 213
Days 9-15 422 408 . 339 37.7
' Days 1-15 -374 - v -358 -30.8 & -320 . .
Appears This Way
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- Table 33 ANOVA on change of total symptom score (excludin

12941

g nasal congestion) from baseline

(Study P01884) |
Time Intéival |~ “P-Value: P-Value: P-Value: "P-Value: I;‘-‘\k/all‘;e
Grope Grope Grope - Grope "Grope
A vs.Grope B | Avs.GropeC | Avs.GropeD | Bvs. Grope C | B vs. Grope D
Baseline 0.604 0310 0.370 0.617~3| 0703
Day1 0.389 0.014 0.009 0.107 0.080
Day 2 0.275 0.016 0.000 0.188 0,015
Day 3 0.143 0.006 0.000 0.197 0.036
Day# 0701 0.042 002 | 0097 0.006
Days 1-8 0325 0.007 0.002 0085 0.028
Days 9-15 0.715 0.002 0.130 0.006 0.247
* Days 1-15 0.498 0.003 0.021

* Table 33 indicates that Clarinex-D in formulation D-24 (A) has statistically significant
effect of relieving the overall nasal/non-nasal symptom, excluding nasal -
stuffiness/congestion {compared with D). Such significance was not demonstrated for the
formulation D-24 AF (B) because the p-value 0.076 was greater than the significance
level of 0.025. ' ‘ R

Analysis of décongestant effect pf Clarinex-D 24

Table 34 Unadjusted mean of nasal-stufﬁness/congestion Symptom score (Study P01884)

Time Interval | Mean CSTUF in Mean CSTUFin. | - Mean CSTUF in Mean CSTUF in -
Treatment A Treatment B Treatment C Treatment D
Baseline 257 2.59 2.59 T 2560
Dayl ___. [197 2.05 2.14 2.08
Day 2- -— 1.85 195 12.07 2.02
Day 3 | 181 1.90 2.00 194
Day 4 1.79 181 1.96 194
Days 1-8 1.80 1.87 1.99 1.96
Days 9-15 1.64 . 1.69 1.88 #35
1 = -
Days 1-15 1.73 1.79 1.94 1.86
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Table 35 Mean change from baseline of nasal-stuffiness/congestion symptom score: Unadjustedand __. _
LS means compared (Study P01884) .

30-41

Time Mean~"| Mean Mean | ~Mean | LSMean | LSMean | LS Mean {~ES-Mean
Interval | CSTUF | CSTUF | CSTUF | CSTUF of .of of of
chg .chg chg chg CSTUFC | CSTUFC | CSTUFC | CSTUFC
from from from from for for . for for
baseline | baseline | baseline | baseline | Treatment | Treatment | Treaiment | Treatment
in in in in A B D
Treatment | Treatment | Treatment | Treatment
A B C D
Baseline 2.56 2.58 -12.57 2.54
Day!  $-0.60 -0.55 -0-.44 -0.48 -0.59 -0.53 -0.43 -0.47
-Day 2 072 1-0.64 -0.52 -0.54 0.74 -0.65 -0.53 -0.55
Day 3 -0.77 -0.69 . -0.58 -0.62 -0.79 -0.71 -0.60 -0.63
|Day 4 -0.79 -0.78 -0.62 062 -0.82 -0.81 -O.65v -0.64
Days 1-8 [-0.78 -0.72 -0.59 '-0.60 -0.79 -0.74 -0.61 -0.62
Days 9-151-0.93 -0.90 -0.70 -0.81 -0.94
Days1-15|-084  |080 |-064 |-070  [-0857%

Table 36 Mean percent change of nasal—stufﬁnesslcongeétion symptom score from baseline (Study

P01884) v
Time Interval Mean pet chg Mean pct chg Mean pct chg Mean pct chg

of CSTUF from of CSTUF from of CSTUF from of CSTUF from

" baseline in baseline in baseline in baseline in

~ Treatment A Treatment B Treatment C _ Treatment D
Base]jnc ' » .
Day 1 29 210 -16.6 -18.5
Day 2 211 -25.0 -19.7 209
Day 3 1292 1-26.7 223 244
Dayd -30.0 -30.2 -23.9 243
Days 1-8 1-29.5 27.9 228 235
Days 9-15 -36.0 346 271 313
Days 1-15 -32.3 -30.8 1-24.8 271

f
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31-41

Table 37 ANOVA on change of nasal-stuffiness/congestion symptom score from baseline (Study

P01834)
TimeInterval | P-Value: P-Value: ‘P-Valuc: P-Value: ™ P-Value: "P-Valde:
: Grope Grope Grope Grope Grope Grope
A vs. Grope | Avs. Grope | A vs. Grope | B vs. Grope | B vs. Grope | Cvs. Grope -
' B C : D C D D
Baseline 0.59388 0.67727 0.53140 0.90684 |0.24532° 0.29621
Day 1 0.35381 0.00934 - 0.05153 0.09359 0.30585 0.51531
Day 2 0.11888 0.00018 0.00068 0.02814 0.06387 0.73653
Day 3 . 0.20030 0.00102 0.00726 0.04355 0.15589 0.55242
Ipaya. . | 086245 | 000341 | .000271 | 000552 000442 | 093694
Days 1-8 0.24750 0.00016 0.00025 0.00855" 0.01152 0.92124
Days 9-15 0.54684 000004 0.02977 0.00046 0.11362 0.05543
* Days 1-15 034272 [5.0.00004. | 000202 |..000135:'7 003130 0.29376

* Table 37 indicates that Clarinex-D in formulatlons D-24 (A) and D-24 AF (B) has
statistically significant effect of rehevmg nasal stufﬁness/congestlon (compared with C).
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FINDINGS IN SPECIALISUBGROUP POPULATIONS

Analysis Based On Instantaneous Syrhptom Scores:

In the following analyses, this reviewer uses the sponsor’s data and analyzes them based
on the 15-day mean AM total and individual nasal and non-nasal symptom scores. Using
these data, this reviewer can analyze the drug effect at the end of dosing period, -
apprommate 24 hours after dosing, before taking the next dose.

=

Study P0175

Analysis of antihistaminic effect of Clarinex-D 24

. Table 38 Mean percent change of 15-day mean AM NOW (mstantaneous) total symptom scores from
baselme (excluding nasal congestlon) (Study P01875)

Time |} Mean | Mean Mean Mean | LSMean LS Mean | LS Mean | LS Mean
Interval | TOT7 chg | TOT7 chg | TOT7 chg j TOT7 chg of - of . of of
from from from © from. TOT7C | TOT7C | TOTIC | TOT7C
baseline | baseline | baseline -| baseline for . for for | for
in " in in in Treatment | Treattnent | Treatment | Treatment
Treatment | Treatment | Treatment | Treatment A " B C D
A B C D '
Baseline ‘ 1465 1473 14.61 14.79
Day2 -3.90 -3.80 -2.89 7 2.8 - |-3.98 -3.85 -2.93 -2.97
Day3 |[-490  [-420 -3.68 335 |-5.01 -4.29 378 |-3.44
Day4 |-504  |-438 379|379 -5.16 -4.50 -3.89 -3.93
, Days 2-8 |-4.99 -4.58 -3.94 -3.86 -5.11 4,68 — -4.04 -3.97
Days 9-15]-6.00 -5.83 -5.08 -5.08 -6.20 597 |-5.23 -5.24
Days-2-15 | -5.43 519 449 |-4.43 5570 [

Table. 39 ANOVA on change of 15—day mean AM NOW (mstantaneous) total symptom score
(exclud_g » asal congestion) from baseline (Study P01875)

Time Interval | P-Value: P-Value: P-Value: P-Value: P-Value:. P-Value:
Grope Grope - Grope Grope Grape:' Grope
A vs. Grope | A vs.Grope | A vs.Grope | B vs. Grope | B vs. Gigpe | C vs. Grope
1 - B - C _ D C D - D
Baseline 0.718 0.871 0.535 0.602 10.796 0435
Day 2 10.684 0.001 0.002 . 10.005 0.007 0.892
Day 3 0.042 0.001 0.000 0.157 0.017 0339
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Time Interval P-Value: P-Value: P-Value: P-Value: P-Value: P-Value:
Grope Grope Grope Grope Grope Grope
Avs. Grope A vs. Grope | A vs. Grope | B.vs. Grope | B vs. Grope | C'vs. Grope
R Rt : R c © D cC "I’ D D
| Day 4 0.069 0.000 0.001 0.091 0.111 0.926
Days 2-8 0.180 0.001 0.000 0.045 0.026 0.823
Days 9-15 0.537 0.007 0.008 0.039 0.041 0.987
*Days2-15 | 0.409 0.003 0001 o029 fo:d% “ii loses

* Table 39 indicates that Clarmex—D in both formulations D-24 (A) and D-24 AF (B) has
statistically significant effect of relieving the overall nasal/non-nasal symptom, excludmg
nasal stuffiness/congestion (compared with D).

Analysis of ﬂecongestant éffect of Clarinex-D 24

Table 40 Mean;percent change of 15-day mean AM NOW (instantaneous) nasal-stuffiness/congestion
symptom score from baseline (Study P01875)

~ Time Mean Mean Mean Mean | LSMean | LS Mean LS Mean LS Mean
Interval | CSTUF | CSTUF | CSTUF | CSTUF of of of of =
chg chg ~chg . chg CSTUFC | CSTUFC | CSTUFC | CSTUFC
from from from from for for for for :
-baseline |- baseline | baseline | baseline | Treatment | Treatment | Treatment | Treatment
in in ©in in A B C D
“Treatment | Treatment | Treatment | Treatment
A B C D
Baseline 2.55 2.57 2.57 2.58
Day 2 -0.61 -0.55 -0.40 -0.50 -0.60 -0.54 -0.39 -0.49
Day 3 -0.71 -0.61 -0.47 -0.57 -0.73 - -0.63 -0.49 -0.59
Day 4 -0.77 -0.58 -0.46 -0.58 -0.79 -061 _ [-0.49 -1-0.60
Days2-8 [-0.73 -0.63 -0.52 -0.59 -0.75 -0.65 -0.54 -0.61 -,
|Days9-15[-084  |-081 * |-0.69 -0.76 -0.88 -0.84 0.72 079
Days2-15{-077 -0 060 |-067 |-086 . -0 69"

Table 41 ANOVA on change of 15-day mean AM NOW (mstantaneous) nasal-stufﬁness/congestxon
symptom score from baseline (Study P01875)

Time Inteiv, P-Value: P-Value: P-Value: P-Value: P-_Va]ﬂT;: P-Value:
Grope ~ Grope Grope Grop& Grope
A vs. Grope | A vs. Grope | B vs. Grope | B vs. Grope | C vs. Grope
~ C D C D D
Baseline 0.5067 0.5225 103271 0.9810 0.7534 0.7354
Day2 0.2959 0.0005 : 0.061_5 : _0.0143 04133 0.1010
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| Day 3 0.1328 0.0002 0.0359 0.0302 05558 0.1130
Dayd |0.0055 0.0000 0.0033 0.0528 0.8821 0.0726
Days2-8  |00578  |0.0001 0.0113 00419  |os264  |0.1598
Days9-15  |0.5218 0.0048 01258 |0.0295 03749 0.1965
*Days2-15  |0.2491 0009 0.0400 00207 T E f 03692 ﬁ [0.1998

~ * Table 41 indicates that Clarinex-D in formulation D-24 (A) has statistically significant
effect of relieving nasal stuffiness/congestion (compared with C). Such significance was
not demonstrated for the formulation D-24 AF (B) because the p-value 0.0297 was '
greater than the significance level of 0.025.

Study P01884

Analysis of antihistamipic effect of Clarinex-D 24

Table 42 Meai-percent change of 15-day mean AM NOW (instantaneous) total symptom scores from

baseline (excluding nasal congestion) (Study P01884)

Time Mean Mean Mean Mean | LSMean | LS Mean | LS Mean | LS Mean_.
Interval | TOT7 chg|TOT7 chg | TOT7 chg | TOT7 chg of of of of
" from from from from TOT7C | TOT7C | TOT7C | TOTIC
baseline | baseline | baseline | baseline for for for for .
“in in S in ~in . | Treatinent | Treatment | Treatment | Treatment
Treatment | Treatment | Treatment | Treatment A B C D
A B C -~ D
Baseline 14.76 14.86 1493 15:14 -
Day 2 -3.52 -3.59 -2.99 -2.96 -3.59 -3.66 -3.03 -3.04
Day 3 -4.60 -3.86 -3.43 346 | 476 -4.05 -3.57 -3.62
Day4 | -4.53 -4.33 —3.74 -3.43 -4.74 456= | -3.92 -3.62,
Days2-8 | " -4.60 -4.30 -3.82 -3.69 - -4.719 -4.51 -3.98 - -3.87
Days9-15 _-5‘.71. -5.53 -4.77 524 | -5.95 -5.81 -5.01 -548
Days2.15| -s11 | 488 | -428 | -444 | 534

Table 43 ANOVA on change of 15-day mean AM NOW (mstantaneous) total symptom score
(excludmg nasal congestion) from baseline (Study P01884)

Time Interval P-Value: P-Value: P-Value: P-Value: P-Vale: P-Value:
Grope ~ Grope Grope Grope Groﬁéi | - Grope
A vs. Grope | A vs. Grope | A vs.Grope | Bvs. Grope | B vs. Grope | C vs. Grope
' B C- D C D D
Baseline 0.6638 0.4758 10.1096 0.7801 0.2416 0.3719
Day 2 0.8352 0.0962 10.1040 0.0614 0.0668 0.9711
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Day3 ~ [00498  [00010  |0.0018 0.1840 02392 0.8854
Day 4 06173 0.0244 0.0022 00776 - |0.0098 :

" |Days2-8 " [03667 10.0107 . 0.0036 0.0974 0.0433

Days 9-15 0.6990 00094 |0.1929 0.0264 0.3566

*Days2-15  |0.5014 0.0076 00287 |00a8  foadmE o

* Table 43 indicates that Clarinex-D in neither formulation has statistically significant
effect of relieving the overall nasal/non-nasal symptom, excluding nasal
stuffiness/congestion (compared with D), because the p-values 0.0287 and 0.1278 were
greater than the significance level of 0.025. : ~ '
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Analysis of decongestant effect of Clarinex-D 24

Asree st mn ———
T B e e e

Table 44 Mean percent change of 15-day mean AM NOW (lnstantaneous) nasal—stuﬂinesslcongestlon
symptom score from baseline (Study P01884)

Time Mean Mean Mean Mean | LSMean | LS Mean LS Mean } LS Mean
Interval | CSTUF | CSTUF | CSTUF | CSTUF of ~of | ghf of
chg chg chg chg | CSTUFC | CSTUFC | CSTUFC | CSTUFC
from from from from . | for for for for
baseline | baseline | baseline | baseline | Treatment | Treatment | Treatment | Treatment
in -’ in in - in A B C D
Treatment | Treatment | Treatment | Treatment
4 A B C D . _
Baseline = . -] . o 2.56 2.58 257 258 -
Dayz |-056 |055 |037 |-046 |-057 [-056 |-038 |-047
Day3 |-064  }-0.51 -0.43 047 066  |-0.53 045 . |-049
Day4 |-063  |-062  |-0.54 -0.46 -0.67 066 |-0.57 -0.50
Days 2-8 |-0.65 -0.60 -0.50  |-048 -0.67 -0.63 -0.52 -0.51
| Days 9-15|-0.80 0.77 063 |-071  |-0.83 -0.81 -0.66 .74
IDays215|-072  |-068  |-056  |059  [-075 - [

Table 45 ANOVA on change of 15-day mean, AM NOW (mstantaneous) nasal-stufﬁness/congestlon
symptom score from baselme (Study P01884)

Time Interval | P-Value: P-Value: P-Value: P-Value: | P-Value: P-Value:

Grope Grope Grope Grope . Grope "~ Grope .
A vs. Grope | A vs. Grope | A vs.Grope | B vs. Grope | B vs..Grope C vs. Grope
B C D c D - D
Bascline 0.5110 0588 (04321  |09091  |0.8958 0.8066
Day2 0.8553  * |0.0015 0.0955 10.0027 ..-|04375 {0.1297
Day3__ 00366 00007 - |oooes ~ |o1%a0 - {05331 0.5016
Dayd-—  |0.9442 0.1159 00084 - |0.1301 |0.009  |0.2809
Days 28 0.3466 0.0022 00009 - |0.0328 0.0160 0.7782
Days9-15  |0.6260 0.0032 00012  |0.0133 02262 - }0.2080
*Days2-15 |0.4833 .0015. - |0.0075 7.7 Ho.ox 0.6138

* Table 45 indicates that Clarinex-D in both formulations, D-24 (A) and B24 AF (B) has
-y
stanstlcally 31gmﬁcant effect of relxevmg nasal stuffiness/congestion (compared with C)
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Analysis results'.ba.sed'on 15-day mean AM/PM PRIOR 12
HOURS (refiective) symptom scores N -

D-24 was shown (Table 3) to be statistically superior to placebo in reducing the nasal/non-
nasal symptoms, based on 15-day mean AM/PM prior 12 hours symptom scores.

However; the formulation, D-24 AF failed to show statistical significance of the relief of
the overall nasal/non-nasal symptom, excluding nasal stuffiness/congestion, although
statistical significance was shown in relieving nasal stuffiness/congestion. These findings
were consistent across the studies. The objective to simultaneously demonstrate the
superiority of both antihistamine and decongestant components was not achieved.

i i

Analysis results based on 15-day mean AM NOW
(instantaneous) symptom scores

“Note that neither fdnﬁu'létigp has consistently demonstrated significant effect of relieving
the overall nasal/non-nasal symptom (excluding nasal congestion).

Clarinex-D in D-24 formulation consistently demonstrated a statistically significant

decongestant effect across the two studies. However, such consistency was not seen in
the D-24 AF formulation. o
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SUMMARY.AND CONCLUSIONS .

[

Statistical Issues and- Collective Evidence £

-The following table is a summary of the statistical ﬁndmgs of efﬁcacy for the two vaotal
studies based on reflective scores.

Table 46 Efﬁcacy findings based on 15-day mean AM/PM PRIOR 12 HOURS symptom scores
(Studies P01875 and P01884 compared)

Type of Comparison - P01875 POl 884 v Findings
| consistently

_ . o positive

-(D) PSE | Antihistamine component (TOT7) + + Yes
@A) -  P=0001 | P=0.015
D-24 : :

V. (C)DL | Decongestant component (N4) + + " Yes
.| /P=0.001 | P=0.00004 {

(D) PSE | Antihistamine component (TOT7) - - - No (Consistently
® | | | p=0.033 | P=0.076 Negative)
Ri:zjs (C)DL | Decongestant component (N4) o+ + ‘ Yes

P=0.022 | P=0.00135

This table is the same as Table 3.

Clarinex-D formulatlon D-24 was shown to be statistically significant in relieving the
overall nasal/non-nasal symptom (excluding nasal congestion). However, Clarinex-D -
formulation, D-24 AF failed to demonstrate a statistically significant effect of relieving
the overall nasal/non-nasal symptom (excluding nasal congestion), t though statistical
51gmﬁcance was found in relieving nasal congestion. These findings were consistent m
the twovaatal studxes :

“Table 47 summaries the statistical ﬁndmgs on efflcacy for the two p1vota1 studles based on
mstantaneous scores.
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Table 47 Efficacy findings based on 15-day mean AM NOW (instantaneous) symptdm scores - "
{Studies P01875 and P01884 compared)

Type-of Comparison P01875 | P0Is8d Findings
consigt;ntly
7 positive
(D)PSE | Antihistamine component (TOT7) n I = Sa e
@ | N P-0.001 | P=00287
?;24 (C)DL Decongestant component (N4) + + - Yes
| P=0.0009 | P=0.0015
_ (D) PSE Antihistamine component (TOT?7) + - . No
® 13 | S P=0018 | P=01278 |
Ri?zjs. (©)DL Decongestant component (N4) - + 7 No
: P=0.0297 | P=0.0127 |-

This table 1is the same as Table 4.

"'Note that neither formulation has consistently demonstrated significant effect of reli_ev'ing' _
nasal/non-nasal symptoms (excluding nasal congestion). :

Clarinex-D in D-24 formulation consistently demonstrated a statistically significant
decongestant effect across the two studies. However, such consistency was not seen in
the D-24 AF formulation.

Overall, Clarinex-D in formulation D-24 administered QD was shown to be effective in
relieving SAR based on prior 12 hours’ nasal and non-nasal symptom. However, the
effectiveness of Clarinex-D in formulation D-24 AF administered QD in relieving the
overall nasal/non-nasal symptom (excluding nasal congestion) was not demonstrated,
though some effect in reducing nasal congestion alone«-wasq.gglaly_s;i‘stently, shown based on
the AM/PM PRIOR 12 HOUR data. Such consistency disappeared when analyzing using the
instantaneous data (the AM NOW score). T O o

f
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B,

.. Coenclusions-and Recommendations

Efficacy Conclusions:

Consistently across Studies PO1875 and P01884, Clarinex-D informulaﬁéD—% was
shown to be statistically superior to placebo in the relief of the overall nasal/non-nasal

symptom.

However, Clarinéx-D in formulation D-24 AF failed to demonstrate the statistical
significafice of antihistamine effect in relieving overall nasal/non-nasal symptoms,
exchuding nasal congestion, though statistical significance was shown in relieving nasal
congestion. — e '

These findings were consistent across Studies PO1875 and P01884.

Note that, in examining the end-of-dosing effect (the drug effect after 24 hours of taking
the first dose) of relieving the overall nasal/non-nasal symptom, excluding nasal
congestion, neither formulation demonstrated superiority to placebo consistently across
‘the studies. In examining the end-of-dosing effect, Clarinex-D in D-24 formulation
consistently demonstrated a statistically significant decongestant effect 4cross the studies.
Such statistically significant decongestant effect was seen in Study P01884 alone.

Recommendations:

ClarineieD 24 QD was shown to be effective in the relief of the overall nasal/non-nasal
symptom, based on patients’ prior-12-hours symptom scores. However, such an effect
may not last up to 24 hours. : '

Clarinex-D 24 AF QD did not show S_tatistical superiority to placebo in the relief of
nasal/non-nasal symptom, excluding nasal congestion. Note that itsdecongestant effect

-(in relieving nasal stuffiness/congestion) was shown fo be statistically significant.

Ov;r;l—l, Clarinex-D 24 fdrfnulation, administrated QD, is recommended for approvél.
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