Wyeth Consumer Healthcare Lauren Quinn JD

Five Giralda Farms Director

Madison, NJ 07340 Regulatory Affairs
973.680.6167
guinnld@wyeth.com

November 17, 2006

Division of Dockets Management

Food and Drug Administration

5630 Fishers Lane, Room 1061 (HFA-305)
Rockville, MDD, 20852

RE: OTC Monograph for Nasal Decongestant Drug Products
Docket 76N-052N

Dear Sir or Madam;

Reference is made to our November 16, 2006 submission to Docket 76N-052N.

This letter is to confirm that all attachments to that submission are releasable.

Sincerely,
*, ."/,' /‘) L

WYETH CONSUMER HEALTHCARE
Lauren Quinn, ID
Director, Regulatory Affairs



9

STYDY? EvALUATION EEPORT

STUDY FO. 7032

Willem S, .Frederik, ¥.D., Ph.D. Referenee to rcd daia
106 Suffolk Road Voi. B
Wellesley, Massachusetils Pages |

Formertly: Phamatzch Ine.

1.

2.

3.

8

233 Crespent Streéet
Valthan, Massachuseits

' Drug, Dosage Form and Phase

Dimetepp Elizir, each component, every coubinaiion, mnd vehicle, Afrin
Hasal spray. Prase II..

Protocol Numbep
No mmber

Dates of Initiation and Completion

Initiated: March 1, 1967
Completed: July 31, 1967

Materials Used in Studu
Lemercial stock botiles ofv

1, Dimetapp Elizir 3. FElizir Propadring 5. Dimetapp veniels
2. Dimetane Elizi» 4. Elixip Neosynephrine 6. Afrin nasdl sprey

Study Objective

To tnvestigate the use of the Respiron® wmnder conirolled eonditions, cs g%
ingtrunent to evaluate and covpare the nasal decongesiant efizeis of
Dimetapp Eliziv and related fermiiztions oé.provide data and oirer
Information vpon whick to basz the desigr of definitive studies in tzis and
related areas” in the fuiure.

a. Qeongral Sinds Dzsian

Sinolz=blind; erossovers wandemizzd STUZE; in which cackh subjeed
vreeeiped che of 8 irsaimenis on 8 separcve 4ays.

b. Daseriviicn pf Subigcts
Adults with sizhlz or chrgnfe neezl conzestion (ediolozy ret of
Erinery popioiee). Frior Zo- 2rny rnasal resisianie 05
dzten ' ¢ : ' 10 5. EoO.

F » -
4 Sez Brsciure ciieches Io protocol

A
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STUDY EYALUATION 2.
STUDY WO. 7032

‘éo _Dﬂsﬁﬂe ,Sche;dz’.z.?.
See RBandemization Schedyle and Drug Code attached to protoeol.

d. Observations

1, Fasal resistamce as measured by Respivon [ in wm. Ho0 at a Flov
rate of 0.5 L/see.) - § veadings at each obServation time,

2. Pulse

3. Blood pressuie

4, Adverse effects

e. Schedule for Observations

Rasal resietance was ‘again measured after Afrin spray .ab 3 minutes and
‘5 minutes the objectives in this procedure were iwo:

1. io obtain a check on the instrument and techniques
2. to obtain an indication of the possible maximum response for a given
subject on q particular day.

7, Finawgs

a. Effeet on Nasal Resistance

Please refer to Mr, Preston's memo. Stattstical Analvsis of Dimetaop
Elizir Study No. 7032, dated September 6, 1967, attached tp this report.

b. Deseripiion of Subjeets

Age Group Sex Total
{Years) Male Pemale
10-18 1 b 3
20-35 3 1 4
40-60 1 2
Totql 5 3 8

417 subjects Rad a diagrosic of pevernial allergic rniniits of 2 0 &
years duration.

¢. Blood Pressurz and Pulse

Therp vas ro elirically significent effect of wny treabaeni on blood
. - A A
presaure or pulse in @iy subfsci. Pay icbulaiions of individusl

bloo? presayme readitasmay be Fouxd in the i AER

e
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STUDY EVALUVATION g
sTUDyY No. 7032

d. Adverse Effects
Nene were reported
8. Conclusions and/or Comments
. Statisti 2 2 Elizir Study
See Mr. Preston's memos Statistical Mnalysis of Dimetapp Elit
ﬁi, 7032, dated Sepizmber 6, 19567, aitached to ‘thig repors.

11-22-67
EJP:pcy
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AHROBINS e SoPISTOOT B, 1967

) br. Ellen J. Preston
memo to

SUBJECT: Statistical Analysis of Dimetapp Elixir Study. No. 7032
{Dr, M. Frederik's Resplron Nasal Resistance Study)

A, Basis for Statistical Analysis

1, ‘The design was a "Randonized Block® one In whigh each of the 8
subjects received, on s randanized schedule, esch of the 8 drug
treatments. )

2. The 8 drug trestments were selected $o form a "x2x2 factorisl"
experiment 25 followss

Phenylp‘-ropanolemi-né (P) -
0 mg. 10 mg.
Phenylephrine (i) ‘Phenylephrine ()
0 mg. i0 mg, 0 AmgA,. 10 ]'ng.'
o mg. | "Placebo" e ] owen |
Dimetane ~ e - - . ——
[6)) 1 8 mg. wpys D npyph IPADH

{Fhese "ireatment codes™ are used throughout this -memo, )

3, A}l analyses are bosed on the arithmetic means of the 5 replicate

determinations of nasal resistance thal were msde at esch obsejva~
tion period.

L, Separate shalyses have been made for each time period (i.e. ¥, 1
ang 2 hours) for Minspi ralion™ and, .similarly, for Yexpiration.”

5. In order to be more nearly consonant with statistical requlirements
for the analysis of variance {i.e. hpmoscedasticity and normality),
the data have been transformad as follows:

in {observationlj

n (pre-drug)

B, Interpretation of the Statistical Ahalysis
The following points are laroely impl.ici&_, or should 'be; in the intar-
pretation of eny-statistical snalysis, but It is most importang, 1 feel,
that due consiceration angd meight be given to them in the interpretation
of these findings and any decisions prediczted on them.
1. The restricticns pegessarily placad on the selection of subjects fer

the study, the mixtures of drugs wsed, conditions of tests, etc.,
may or may not limit uaduly the population 1o.which_you might wish
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page 2.
1o project the findings.

2, A finding of “statisticzl significance’ says, in effect, that the
di fferences observed in the experiment (L.e. sample) are of such
magnitude, a5 compered with the “inherent wvarigbility of the data,
that you can ressonzbly ascribe these differences to 'real® popu-
Jation differences rather than to chance. Furthermore, it is
clearly desirzble to be gble to demonstrate 'si gnficiant! Findings
in replicates of the experimgnt, but econopic and other. factors

must also be considered.

3, MStatisticelly significant” {i.e. "r.e-a]") differences of ebjective
fata may or may not bz of ''clinical significence’; '

a. The objective paremeter may or may.not be relsvant (or totally
reJevant) to the basic clinical effect desired

b. Even if relevant, the megnitude of the "real” difference may
or may not be Vclinigally significant.”

L. Astatistical finding of Maot significent” implies only that the
jnformation avallable from the data Is inadequate 1o suppori =
finding of a "'repl® difference, A more sensitive experiment (i.e.
more fnformation) might well result in a-given "ot significant®
difference betowing Msignificant,”

Parenthetically, 1t should bz recalled that this experiment was
set up a5 a "pilot! trial with the understanding that additienal
irials might well be required for more nearly definitive conclusions.

5, 1t Is 2ltogether necessary and proper to consider simultaneously the
six separate analyses {viz. “inspiration” and vexpiration® 2t %, 3
ond 2 hours). -Cognizance, hovever, should be taken of the high ge~
gree of correlation smbng the data, While Mtrends," ''clues,” etc.,
aré on essential and appealing tngredient of the srt of experimen-
tations, the state of statistical theory and methodology largely
dictates that sny simulisneous consideration be on an intditive
rather than an analytic level,

€. Results and Statistical Analysis

1. The results for the B treatments (i .e. non-factorial) are summarized
in Teble 3 for which the data have been tonverted to the "% of the
pre-grug observaiion for eoch subjert—sni=—tho—g i m =
culated for the B subjects invélved. In none of the 6 sets of data
is there » statistically significent difference among the B treat-
ments {enalysis of varignte wes par:fbmed). _The data appear to be
highly consistent and are sorely of heyristic velue end will be re-~
ferred to'jn conpection with other enalyses, [see page 3 for table.]

H-—tho-—nasomet et Mmoo %

2, Teble 2 shous the direction, magnituds and leve] of stgtist’ical
significance for the "main effects" and wnteractions' for $2x2x2
factorizl® expariment. [sec page & for table.]
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peg= 2

3. Tebie 3 shows the direction, magnitude ¥nd Jevel of sfatistjcal
s¥gni flcance for the nain effects® and the "interaction® foy the
42 foctorisl® experiment in which only those treatments in which
;}he@yjy,ﬁgpgndamine was at the "zero" leve] were considersd in the

pnalysis.
TABLE 3
TABLE OF EFFECTS

{2x2 Factorial - Phenylpropanolaming at “zere" Jevel)
Epatas In (observation)/1s (pre-drug)]

Main Effects ¥ hour ! hour 2 hours
§  Diretane (D) -0.2422%  -0.2219¢  -0.3280%%
'—3
£  Phenylephrine (1)) ~0.,19457 -0,2085v -0.0422
f‘;’ .
= Interact]on 7
=D -D.0125 +0.0337 -0 ,0580
Hein Effects % hour 1 hour 2 houts
Z  pimetane (D) ~0.0431 ~0,.004% -0.1181
= A .
£ Phenylephrine {N) -0.11637 ~0.1083 -0.0451
=
# Interection
HixD -0.1119/ ~0,0241 -0.0313
2% indicates p < 0.01 Negative (-) = dzcreesed
#* jndicates p £ 0.05 nasal resistahce
J Indicates p £ 0.10 Positive (+) = increased

nasal resistance

D. Conclusions and/or. Comments

1.

The replicated determinations, the consistancy of the mean resulis
and the magnitode - rriby—of=th = meaasguares!® ig
the analysis .of variance are indicative of the relatively hi
degree of pracision of the duta and lend consigerable support to
their credibility,

2. Perheps the wost definitive fand Tntﬁ_'gu'lng) finding is the stetis-
tically significant adverse Interaction between Dimetane 2nd phenyl-
propanolaaine (Table 2). 1n 5 of the 6 sets of data, the "'PxD"
interaction is significant and in 211 cases the direction i3 towsrd

increased nasal resistan ce.

As pn illustration of the 'epning' of 2 Hpxp" interaction, consicar
Table 4.
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. age 6,
TABLE & pege

JLLUSTRATION OF THE "'DxP'* IMTERACTION

{inspiration: ¥ hour)

Phenylpropanolaming
) Pifference
D mg. 10 mg.
Dimetane at D mg. 6.57 §.51 0.06 (becrease)
pimetane at 8 mg. 6.5 §.51 (.39) 0.06 lincrease)
Difference (effect) 0.12 0.00
{becrease) {none)

upxd!* Interaction = 0,12

Note that vhen phenylproppnolamine {P) is not present (i.e. at Jts
zero level), 8 mg, of Dimetane (B) has the effect of reducing masal
resistance by 0.12 units, However, when phenylpropanolsmine s
present at its 10 mg. level, 8 mg. of Dimetane hes no effect on the
nasal resistance, The interaction is 0.12 units {i.e. 0.12 + 0,00},

of course, the Interaction Js symmetric. When Dimetane s absent,
10 mg. of phenylpropanolamine has the effect of decressing nasal
resistance by 0.06 units, - With B mg. of Dimetane present, 10 mg.
of phenylpropanolemine has the effect of increasing nasal resis-
tonce by D.06 units. Agaln the interaction is 0.12 units (i.e.
0.06 + 0.06).

Perhaps @ move togent way to look at these data 15 In terms of the
Minteraction® as a fallure of the two treatment effects to be Veddi-
tive," Wheh given separately.the drugs decrease naspl resistance
by 0.06 wnits and 0.12 bnits for phenylpropanolanine snd Dimatanhe,
respectively, The combined effect of the drugs is only 8.06 units
(0.57 ~ 0.51) instead of 0,18 wnits (0.12 + 0,08). In the absence
of Interaction, the "anticipated” resvits for the combinatioh would
have been 0,39 units instead of .0.51 units.

This adverse "PxD" jnteraction is reflected In Table 1 in which the
MpspH combination ranks seventh in Yinspiration' and eighth in "Ex-
pifation.”

5. Because of the MPxD" interaction, conclusions about the effects of
Dimetane are based on the supplementary 2x2 analysis swrarized in
Table 3. It ceon be seen that Dimatans is effective in decreasing
pasal resistence during inspiration, The effect is not significant
during expirstion, but Mtends” to be in the "right" direction.

ft "appears™ also that the Dimstene effect persists, if not Increeses,
during the first 2 treatment hours.
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page 7.

6. Phenylephrine has the statistically significant effect of reducing
pasal resistance for both inspiration and expiration.

There s some evidence, heowever, that the gffect of phenylephrine
does not persist for two hours.

7. There is one statistically significant (p $ 0,10) "NxD" interaction,
but a1l of these interactions Ytend” to be "favorable." A "favor-
ableM interaction cen be interpreted conversely to the Madverse’
»pPM interaction as discussed sbove {i.e. not only are the "favor~
2ble” separate effects of Dimetane and of phenylephrine additive,
but there could be & supplementary favorgble effect from the com-
bination {pozenﬁ'ii!gn?gisynergism?)]. Simple additive effects
{i.e; no interaction) appear to me to be adequate Justification

primze foclpe for the formulation of a drpg combination,

8. MNo definitjve statement can be made shout the statistical signifi-
cance of phenylpropahslzming becavse of the significant "'PxD" ia-
teraction. The effect, however, appears to be Ufavorable

9. Rather surprisingly, @5 | understand it, there gppedrs to be a
tendency toward an Hadyerse’ jnieraction between phenylephrine and
phenyipropanclaming (i.e. *HxP? interaction), None.of these in-
teractions, however, Is significent, In this tonnection, note both

Tables 1 angd 2,

10, It should bz pointed out that there-Is no detrimental dota with
respect to the Dimetapp (rpsD") fotmulation per se. The third
order "MixPxD" interaction “iends" topard being “favorpble® (Table
2) ond this formulation appears to.be “superior” to the placebo
in 2)1 of the séts of data (Table 1), On the other hand, the
Dimetapp formulation oppears fo be Minferior” to the Dimetane~
phenylephring (14D} combination (Table 1),

Plesse let me know §f you have any comments or questions sbout these analyses
or If you desfre any additional analyses, )
F B
s g {.—_LJ" \ _
tester W. Pressnn, Jr,

tecy Mr. Bell

wp/bl
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A'H’RD B i NS daje September 20, 1567

memo to. Dr, Ellen J. Preston

SUBJECT: Statistical Analysis of Dimetapp EJixir Study No. 7032 ~ 14
(br. W. Frederik’s Respiron Hasal Resistance Study)

Pej our recent discussions of the previous analysis and jn considera=-
1ion of the manifold imponderables, | recommeng ibe following ppints
be aceepted as working hypotheses for the present:

1) N3D” better than MP+D" better than "Placebo®

2) a) "N+P+D" equivalent to *P4i"; therefore, "D" = 7
b) “NiP+D" better than YP+D"; therefore, VN'"' = Fx

&)  YaP+D! worse than "W+D™; therefore, PV = A*

3) A Priorl Hain Effect Added interaction
3pw F F 1 1=F
L F F F 1=F
IlPl" F ? A A
Y] A Priori MBain Effect Added Interaction
———— [Pt ettt aior iy ap————t— Peftetradui it vl
np F F F 1=F
e F F F 2=F

*(F = Favorable
{A = Adverse

WP /bl
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