'y

group.

Page 13 of 32:

Insert
“(mg norethindrone acetate/mcg ethinyl
estradiol)”}

The inclusion cf this description minimizes
confusion about the relative contributions of
the progestogen and estrogen in this
combination,

Page 14 of 32: )

Deletef_ -

(1)} The original protocol was designed to
compare the BMD of each treatment group
to placebo. The original protocol was not
designed to account for multiple
comgansons of different treatment groups.

(2) Thel _fare not mentioned
in this section,

(3) Including this reference is confusing to the
clinician, particularly since )
J’ R

/ ]

Page 14 of 32:
Please note the following inserted comment:
[Note to sponsor: Please change ordinate label

to “Percent Change in Lumbar Spine Bone
Mineral Density from Baseline (+SE)” and

change table accordingly.|
| ?should be removed from the table. ]

(1) Quantitative computerized tomography is
often used in research studies, but less
commonly used in clinical practice.
Clinicians may not be familiar with the
units.

(2) Other labels for drugs with the
osteoporosis indication depict “percent
change.” We understand that the

. sponsor’s primary efficacy for BMD was
change in BMD and not percent change in
BMD. However, we are trying to maintain
consistency across labels to simplify the
message for the practicing clinician.

(3) Inclusion of doses not approved for

' osteoporosis would be confusing to the
clinician.

Page 14 of 32:

Please note the following modzf ed figure
Iegend

FIGURE 4. Percent Change in Lumbar Spine
Bone Mineral Density +SE) From Baseline at
Month 12 and Month 24

Title of figure should reflect the presented data.

Page 14 of 32:

Please note the following inserted comment:

For consistency in the osteoporosis label, the
FDA statisticians BRave recommended the

depiction of the Intent To Treat analysis in the




]

[Note to Sponsor: Data presented should
be based on Intent to Treat Analysis with Last
Observation Carried Forward.]

| 1a{bei, as this ahalysis is preferred by the FDA.

Please see “E9 Statistical Principles for
Clinical Trials”, Federal Register, Vol. 63, No.
179, 49583-98, 9/16/98

Please also submit a copy of the Intent-to-Treat
Analysis at 12 months for FDA review, as it
was not included in the NDA.

General change:.
Order of active ingredient presentation as
NA/EE.

The Division of Metabolic and Endocrine Drug
Products understands that the sponsor has
discussed this issue with the Division of
Reproductive and Urologic Drug Products.
However, we must comment, as we too feel
that placing the progestogen before the
estrogen has a precedent in a drug marketed for
oral contraception but not in a drug marketed
for osteoporosis. The change in the order of
the estrogen and progestogen, particularly
since there is a 1000 fold difference between
the estrogen and progesterone dosage strengths
though the actual numbers are of the same
order of magnitude, could be misleading to the
clinician.

General change:
Change of Proposed Trade Name FemHRT

The Division of Metabolic and Endocrine Drug

Products finds this trade name potentially

misleading to the clinician because of the

possible implication of “heart” from “HRT”.

(1) Current data regarding the cardiac
protective effects of estrogen are still
controversial.

(2) This NDA was not designed with lipids as
a primary efficacy outcome. In general, it
is still controversial whether the
improvement seen in the lipid profile with
estrogen therapy confers a benefit.

(3) In addition, the “HRT’ acronym is a
common abbreviation for hormonal _
replacement therapy which may be also
potentially misleading to clinicians.
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TELECON
NDA 21-102 FemHRT (NETA/EE) tabs 29 Sept. 1999
Between Ross Lobell, P-D (734-622-2111)

AND Jeanna Zawadzki, MD, DMEDP -
Enid Galliers, CPMS

We called to request the following additional information regarding the osteoporosis study:

1. Corrected data in Q 3 - Did they have a population for women age 30 and women of
comparable age by the same methodolgy for bone density?. Need reference values. How does
the study population compare with the general population, age 30, using the same methodology?

2. In the study report, P. 48, Study 359 do you have the percent responding to tx at 12 and 24
months, the same responder data for the ITT analysis?

3. When you provide characteristics for treatment and placebo groups- do you have the values for
the whole group baseline characteristics, LS BMD, for everyone who was randomized? Looking
for the average value across the population at baseline.

P-D willfespond as soon as the information is available. It may take a day or two.

r

TN

/S/

Enid Galliers

Ce: Orig. NDA 21-102
HFD-510/div. File =
HFD-510/EGalliers/JZawadzki

APPEARS THIS WAY
ON ORIGINAL



i

facsimile

TRANSMI'ITAL

to: Ross Lobell, P-D )
fax #: 734-622-3283

re: Reéquest for osteoporosis information for NDA 2 1-102

date: 24 September 1999

pages: 8 (including cover page)

Please call if you have any questions.

Thank you.

THIS DOCUMENT 1S INTENDED ONLY FOR THE USE OF THE PARTY TO WHOM IT
IS ADDRESSED AND MAY CONTAIN INFORMATION THAT IS PRIVILEGED,
CONFIDENTIAL AND PROTECTED FROM DISCLOSURE UNDER APPLICABLE
LAW.

| }

if you are not the addressee, or a person authorized to deliver this document to
the addressee, you are hereby notified that any review, disclosure, dissemination,
copying, or other action based on the content of this communication is not
authorized. If you have received this document in error, please notify us
immediately by telephone at 301-827-6430 and return it to us by mail at the
address below. Thank you.

Division of Metabolic and Endocrine Drug Products

From the desk of...
Enid Galtiers
Chief, Project Manogement Staff (HFD-510)
DMEDP, ODE I, CDER, FDA

WA T tTRER

p-51/di
MED-5I9 $Galliars 30/-827-6429

el OVlé

Fax: 301-443-9282



9/24/99
Please provide the following clarifications regarding NDA 21-102 (F emHRT), referring to
Study 376-359: ' '

1

2)

3

4

5)

6)

7

Is quantitative computerized tomography method in Study 376-359 single energy or dual
energy?

Patient Disposition — Table 10, Study 376-359

Please clafify definition of completed study, as n for completed study differs from n for
completion of 24 months.

Intent-To-Treat Analysis— please clarify corrected data vs uncorrected form 5
What is Form 5 data?

Please indicate where in NDA the following data can be found:

Table of Baseline Patient Characteristics (similar in design to Table 13 - Patient
Characteristics for Evaluable Patients) for all randomized patients, with p-values for
across groups comparisons

Table of Patient Characteristics (similar in design to Table 13 - Patient Characteristics
for Evaluable Patients) for all randomized patients who contribute to Intent-To-Treat
analysis, with p-values for across groups comparisons

Tables comparable to Table Appendix C-4, Table 17, Table Appendix C-5, Tabie 14 for
Intent-To-Treat, Observed Cases, and Evaluable Analyses with p-values for percent
change from baseline: :

p-Value (NA/EE or EE vs Placebo)

p-Value (Follow-up vs Baseline)

95% Confidence Interval (NA/EE or EE vs Placebo)

p-Value (NA/EE vs EE) '

See attached copies of tables with annotation.

Please provide mean baseline lumbar spine bone mineral density + SD for all randomized
patients and also for all randomized patients who contributed to Intent-To-Treat Analysis.

Please provide mean + SD T-scores (comparison to younger (30 year old), sex-matched
controls) and Z-scores (comparison to age-matched and sex-matched controls) for bone
mineral density for all randomized patients and also for all randomized patients who
contributed to Intent-To-Treat Analysis, if available.
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TABLE 10. Patient Disposition

[Number (%) of Patients)

Sfox |
&(:Ltrf}-—(d'/\_/

2

NA/EE Treatment Group, mg/pg

EE Treatment Group, pg

Placebo — T 0.512.5 IS 1/10 i XE o Over!
Randomized to Treatment 137 139 136 146 145 141 137 141 143 1265
Withdrawals . . R
Adverse Events 14 (0) 4o 11 ® 2501 240D 18 (13) 16 (12) 19 (13) 30 2) 171 (19)
Sponsor Request! o@® 0@ 0@® O0@©® 0O 0 @ O (© O (0 96(67 9 (&)
Personal Reasons 6 @ 129 1N@E 76 100 o@m B3O TG 5O 8
Lost to Follow-up 43 6@ 6@ 6@ 530 6 (@ S @ I@ 40 445G
Lack of Compliance 2 ) 3@ 4@ 2@M 3@ 6% S5 @ 8 @® 2 330
Lack of Bfficacy 3@ 0@ 1 (M o0@©® 0O 2 Lt 0@ ©@©® 7O
Death tmy 2@ 0O 0 @© ©0 (O o@® 0@ O0(© 0@ 3O
Administrative Reasons 0 (0) 1 m o © o0 @© 0 (0 o 0o © 0 (0 () 2 (O
Unable to Blopsy o©@ 0@© o0@ I (H 0O o@ O0® 0 @© M 2@
Total Withdrawn 30 (22 8@EN 330@H 41028 4229 42 (30) 41 (30) 37 (26) “139 (97) 443 (35)
Months of Treatment Completed” .
Month 6 127 (93) 127 (91) 120 (88) 128 (83) 116 (80) 124 (88) 122 (89) 29 (91) ~ 98 (69) 1091 (86)
* Month 12 119 (87) H14 (82) 110 (81) 117 (80) 111 (77) 109 (77) 112 (82) 115 (82) 47 (33) 954 (75)
Month 18 110 (80) 109°(78) 105 (71 113 (7N 107 (74) 101 (72) 101 (74) 111 (719) 14 (10) 871 (69)
Month 24 93 (68) 86 (62) 92(68) 93 (64) 93 (64) 86 (61) B84 (61) 92 (65) 3 () 722 (57
Completed Study 108 (79) 102 (73) 103 (76) 105 (72) 103 (71) 99 (70) 96 (J0) 104 (74) 4 (3) 824 (69)

& The 10 pg BB Ireaiment group was terminated eacly (per pro

b  Patient’s last day on drug = number of months x 30 days/month

tocol) due to an unscceptably high rate of endometeinl hyperplasia.

SE
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TABLE 13. Summary of patient Characteristics for*Patients Wit Evaluable one-Mineral Density Data o 7;/\’06 @ gs

29
-a-./
i
v
mg
~
[ ol
& o
3
A~
g
[ ]
-
>

Month 24 T e 7o 3
NAJER Tresiment Group, Mg/pg ~ EE Troatment Grovp,
Placebo 0N 0525 13 710 i 2.5 g2 T E
Number of Patlents 36 L] 85 89 ; 1] 8l 80 .. 90 10 695 Lt
AL ‘Wiih Evelusble [t
Data"
: A . ' _ VL / at.S
Age. yr f
Mean (3D) 519 (3.9) s14 (A9 $1.7 (41) 520 (1.6) 2.1 3.9 522 (.1) 519 43 5 9 (3% 49.6 (4.8) 5§30 3.9 U
Medlan {min,max) 52 (4),61) 52 (40,64) 51 (40,60) 53 (42,59 51 (41,60) 53 (42,62 S2 (40,61) 52 (40,61 51 40,57 82 (40,64)
Months Since Last Menstrunl Perlod ﬁ
. Mean (3D 31201 31.5(16.0) 13.7(16.0 79.3 (16.9) 10.3¢18.4) 32.8(16.3) 1031179 12.5(19.2) w414y N 6(17.2)

)
Modien (min,max) 300 (.66 330 @en 310 (.6 280 68 s e 30 G0 265 00 120 (1.108) 2.5 (6,5 300 (1L10B)

J

Rece, n (%) ' .
© White woon MoH T o 88 06 86 O s o6 16 0% 86 69 f0 (100) 66 9%
Black 1 o O L O 2 @ 0 @ - t W 72 @ 0 O 10 W
~ Other 2 M s @ LR ) 2 @ 2 @ 2 M 3% T @ [ )] 2 O
Physlcally Actlve, o (%) - \ 8
Yes 9 e 0 o 35 6D 6 (an 5} (60 s o9 46 v 36D 7 @o) A6 (64 ad
No ' 39 04 26 000 O g 15 an 38 U0 3 G5 3 un Y9 WY 3 (0) 249 (6
Smokdbg Miatery®, 0 (%)
Never 3w @y 41 0% %8 an %o 6e 38 U0 R L R LI o B+ 4 1 oo 8 D _T,T
Stopped a gy e 2B on 1 ey 28 00 s 05 8 0% 8 6h 2 @oy 205 00
Light 5 (9 3 @ 5 ©® 4 # LI € - I L)) 7 M 4 W 1 (0 a6
Moderste 6 a9 10 apn 10 a2 jo 1y 14 U8 6 M s (10) 9 (10 3 gn 85 (12
Heavy 1@ 2 Q@ 6 3 @ oy 3 W 3 s o @ 3 O
Syatolle Blood Pressure, mm Hg -
Msan (3D} 120 (3.5 122 (5.4 120 a1y 19 1 12 (14N 21 g4 19 e 19 @5 Uz 05 120 04 I
Diastolic Blood Pressure, mm Hi ) ' )
Mean (3D) 158 a8 163 @4 732 @8 T4 86 763 ¢.2) 158 @) 158 ¢H 167 @6 14020 758 &6 1
Welght, kg
MensD) 649 @O 5.8 8.6 6.6 O 647 89 648 04 6.6 8.9 642 O 635 0.6 805 68200 %
Height, cm D
Mean (3D) 1642 (.4 1652 (8.5) 1633 9 1630 (19) 1639 (6.6) 1649 (6.1) 1604 (s.8) 1644 6.4) 1609 (62) 1640 (65

SD = Sundard deviatlon.
% The 10 pg BB grovp Wil terminated early (per protocol) dus to an unacceptably tigh rate of endometris} hyperplasie.

b g lto!d cigsrettes/day; Modarste = 111020 cigatetteniday; Heavy = =121 cigaretias/day.
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?; APPENDIX C.4
§ .
§ SUMMARY OF MEAN (SE) AND ADJUSTED (LEAST-SQUARES ESTIMATE)
;’G MEAN (SE) CHANGE IN BONE-MINERAL DENSITY (MG/CC) BASED ON CORRECTED DATA IF AVAILABLE
g INTENT-TO-TREAT POPULATION
' Time Placebo NA/EE Treatment Group EE Treatment Oroup
¢.2/1 0.572.5 15 1710 1 \ 25 5 g
Mean Bone-Mineral Density
Mouoth 24
N 123 119 120 124 118 119 ‘ 120 121 101
Baseline 119.52.03) 1202 (1.79) 119.8 (1.85) 117.8 (1.56) 119.4 (1.86) 119.8 (1.73) 1i6.9 (1.63) 119.1 (1.79) 1202 {1.96)
Follow-Up NLE Q.14 1169 (1.71) 1174 (1.80) 121.0 (1.36) 1242 (2.06) 1169 (1.96) 114.4 (187 117.2 2.08) 123.0 2.08)
Change From Baseline T2 39 (1.45) -2.4 (.31 3.1 (1.29) 4.8 (1.32) 29(1.43) .28 {on. -1.8 {1.57 2.8 (0.90)
orcent Change 63 (110) 21 (103 08 (A49) 1 (LIN 45 (.13 200120 2009) 09156 2.5 0.7
Adjusted Mean Bone-Mineral Densi
Month 24 : .
N 123 119 120 124 tis 119 120 121 101
Change From Basaline ST(.16) 18 (119) OB(LIGH  46(1.16) 6.5 (118 16019 -L2(L18)  02(118) 44 (128
p-Value* (NA/EE ot EE vs Placebo) - 100308 0.0046 0.0001 0.0001 0.0207 0.0093 0.0012 0.0001
p-Value* (Follow-up " Baseling) 0.0001 0.1206 0.5079 ) 0.0001 0.0001 0.1817 0.3205 0.2958 0.0007
95% Confidence Intervel (NA/EE or
EB vs Placebo) -- {03, =] {1.4, >} [6.8, =) (8.6, o= [0.6, =) 1.0, o) 2.0, =] [6.4, o]
“¢-Vatue® (NA/EE vs EE) - 0.8740 0.8123 0.0034 0.2185 - - - -

SE = Standard error.

" The 10 ug EE treatment group was terminated early (per protocol} due to an unsce
‘The’null hypothesis ia that the mean changes in the NA/EE or EE Ireatment
The null hypothesis Ia that the mean change from baseline is equal to zero,
For difference in mean changes between the NA/EE or EE treat
The null hypothesis is that the mean changes in the NAJEE and corresponding EE treatment groups ate equsl,

p-values for percent change from baseline:

p-Value (NA/EE or EE vs Placebo)
p-Value (Follow-up vs Baseline) .
95% Confidence Interval (NA/EE or EE vs Placebo)

p-Value (NA/EE vs EE)

A

eptably high rate of endometrial hyperplasia.
group is < to the mean changs in the placebo group.

ment group and placebo group; 1-sided confidence interval.

1T1€0-07L 34

29900

|




(£0:€1) Sére0rng

Y IZIE00TOTI TG

Rap Ot

[ e A et e VLR RY

Mean (SB) Uncorrected Form 5 Bone-Mineral Density

TABLB 17. Summary of %
: Intent-to-Treat Population I
Time Placebo NA/EB Treatment Oroup, mg/up EE Treatment Orqup, pg §
ol 05125 s 110 1 2.8 ‘s 10} bt
\Month 24 ) ™
N 123 L9 120 124 1t 1 | 120 12¢ 100
Baseline, mg/ee 124.8 (1.90) 1234 (1.64) 1254 (4 89) 1213 (1L.5ST) 1249 (1.80) 125.0 (1.69) 121.6 (1.91) 123.1 (1.79) 123.7 (1.94)
Follow-Up, mglco 1179 @22 1219 (1.85) 1234 (1.830) 1280 (1.98) 1315 23 121.4 (2.03) 1204 ’(Z.OS) 1209 (2.09) 1294 217
Changs Prom Basetine, mg/ce 69 (139 1.5 (1.23) 20 (1A 48 (129 63 (15D 3.6 (140) 1.6 (1.21) 22 (1.5) 3.6 (1.05)
Petcent Change -5.4 (1.09) _' 09 (098 -0.8 (1.10) 4.0 (1.07) 54 {.1% 26 (111) 1.0 097 -1.4 (1.29) 3.0 (0.84)
- of endometrial hyperplusls. |
p-values for percent change from baseline: Fer
Value -7
P‘v (NA/EE or EE vs Placebo) QRuSS 770/
p-Value (Follow-up vs Baseline) I @
o
95% Confidence Interval (NA/EE or EE vs Placebo) :
p-Value (NA/EE vs EE) : From Baseline in Uncorrected Form 5 Bone-
..... lation
Time Placsho NA/EB Trnlmon-l Qroup, oglpg EB Treatment Group, jig
0.2/t 0.512.5 15 1750 1 2.3 5 et
Month 24
N 113 119 120 124 118 119 " 120 121 100
Change Prom Bsseline, mg/ce 48(1.18) 02(.21) -05(1.200 63(1.18) 8.2 (1.20) 2.3(L2)  0.6(1.20 D6(1.200 5603
p-Valus® (NAJEB or EB va Placebo) - 0.0094 0.0162 0.0001 0.0001 0.1786 0.0182 o175+ 0.0000
95% Confidence Intervel® (NAJEE or EB va
Placebo), mgleo - 1.0, o] 0.7, e=| [7.6, o=} 9.4, o] [-1.0, oo} {0.7, ool 10.7, o] 16.7, =]
p-Vatue? (Fotlow-up ve Baseline) 0.0001 0.8749 0.6656 0.0001 0.0001 0.0604 0.6274 0.6416 0.0001
p-Value® (NA/BR vo EB) - 0.2087 0.9706 0.0001 0.1437 - - - .
SE = Standard error. . .
& The 10 pg EE tresiment group was terminated eacly {per protocel) dus to en unacceptably high rate of endometris! hyperplaste.
b The null hypothaslale that tha mean changs in the NA/EE or EB treatment group ks < to the mesn changs in the placebo group.
¢ Por diffsrence In meen changes between the NA/ES ot EB treatment group and placebo group; 1-sided confldence [ntervel.
4 The null hypothesls ls thet the mean change from bageline ls equat to zero,
& The null hypothesls is that the mean changes In the NA/ER and corresponding EE tresiment groups are equal,
B '
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o N
&3 : ;
= SUMMARY OF MEAN (SE) BONE-MINERAL DENSITY (MG/CC) N
I OBSERVED CASES DATA @
& o
3 - =
Time Placebo NAJEE Trulmem Group EE Treatment Oroup B
: 0.2 0.572.5 ¢ 175 1710 1 2.5 5 10
' Corrected Bone-Mineral Density " : .
Month 12 ‘
N © 109 . 108 P i 105 108 , I 12 60
Baselins 119.6 2.23) 119.6 (1.7 1196 (I.9§) 118.7 (1.61) 119.8 (2.03) 189 (1.84) 1170 (1.70) 118.3 (1.85) 119.2 (2.68)
Follow-Up 115.6 @.38) 117.7 (1.92) 1194 (1.93) 1233 (1.81) 1249 Q.11) 118.0 2.08) 1161 (1.79) 117.8 .01} 1224 2.87)
Change From Raseline 3.9 @9 1.9 (1.09) 0.1 (140) 46 OI) 52 (1.1 09 (1.09y 0.9 (087 -0.5(1.03) 32 (1.32)
Percent Change A5 @©084) 15 09 !:0.9 (I.If) 3.9 (033 4.8 (1.00) 08 094 06 @75 -020489) 3.0 (20
Moath 24 , g
N 97 -9 9 i 102 .98 96 7] 108 14 o
Buaseline 1204 247) 1202 .01 1133 (205 118.7 (1.7) 117.9.2.08) 119.3 (197 116.3 (1.79) 1187 (1.95) 113.4 (6.02) (v
Follow-Up 112.5 (2.53) 1161 (1.92) 116.1 (1.94) 121.2 (2.02) 1228 (2.30) 116.1 .19 1133 2.14) 117.3 2.26) 116.9 (6.76) [Py
Chsange From Baseline 1.9 (1.43) 41 (1.66) 22 (154 2.5 (1.41) 4.9 (1.40) 2.7 29 (1.28) .13 (L) 3.5 (3.20)
Percent Change 64 (127 22 (115 05174 2.6 Q1.2 4.6 (1.24) 20 (154 24 (109 05 (1.7 31 2.8

S8 = Standard error.

*  The 10 pg EE treatment group was terminated early due to an vnacceptably high rate of endometrial hyperplasia.

p-values for percent change from b#seline:
p-Value (NA/EE or EE vs Placebo)
g;Yalue (Follow-up vs Baseline) :
% Confidence Interval (NA/EE or EE vs Pl
p-Value (NA/EE vs EE) ' Becbo)
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g TABLB 14, Sumnmary of Mean (SE) Bone-Mineral Density Bvaluable Data ﬁ
§ g NA/EE Treatment Qroup, mg/ug EE Treatment Group, ¢8 . ;l,
= Time Placebo 0.2 0.572.5 s 1710 1 5 5 T g
5 Monhi2 _ ' . =
N 93 94 2 96 . 92 91 96 99 51 -
" Baseline, mgfce 120.6 .36 1208 (LB 1191 @20) 1178 (178 1188 220 1171 @on 110 Q. 1178 @on 120 Q.99
Pollow-up, mgfee 1159 @84 1177 @0y 18T @) 122.1 (1.96) 1732 2.24) 1157 @.22) 1159 (1859 1170 @1 1236 (3.30
Changs Prom 46 ©54 24 (LIS 04 (5D 42 089 44 (1Y) 20 (LI 12 09 o8 I 38 (1.36)
Baseline, mg/co )
Percent Change 4.1 (0.8%) -1.9 '(0.98) 0.8_(!.4!) | 3.5 (0.35 43 (1.0Y) 1.7 (1.0 0.9 (0.30) 0.5 (0.84) 3.0 .2
Month 24 !
N 16 1] 85 .t 1] st 80 90 10
'Buelinc. mpfco : 121.6 Q.63) 1200 (96 1115 Q.14 1182 (.80 1172 (2.29) 118.2 .19 1164 (L 112S @i 1129 (8.2%)
Follow-up, mglce 12.5 Q.1 115.4 (2.01) 15D oy 1202 @a.ae 1215 239 1141 A5 1A QI 1151 Q30 1183 (8.41)
Change Prom 9.1 (154 46 (023 21 (L&Y 20 (149) 4.3 (14D 34 085 A1 04 24 (166 - 26 (080 o
: Daneline, mglec ‘ . N
) Ppercont Change 24030 A6 03 02 (199 22 (136 4202 21 (1L6Y 27 (1200 13 (1.8 27 G049

= Standerd errof.

*  The 10 pg EE trestment group wias larmlmled early (per protocol) due to an unacceplably high rate of endometrial hyperplasia.

¢

p-values for percent change from baseline:
p-Value (NA/EE or EE vs Placebo)
p-Value (Follow-up vs Baseline)
'95% Confidence Interval (NA/EE or EE vs Placebo)
p-Value (NA/EE vs EE)




NDA 21-102 FemHRT September 24, 1999
(norethindrone acetiite[NA]/cthinyl estradiol[EE] tablets) Parke-Davis

(’f 4:05 - 4:10 PM

MEMORANDUM OF TELECON

FDA Participants:
Joanna Zawadzki, MD, Medical Officer, DMEDP
Enid Galliers, CPMS, DMEDP

Parke-Davis Participants:

Mary O’ Sullivan

Mary O’Keefe, Biostatistics

Ross Lobell, Senior Manager, Worldwide Regulatory Affairs

Purpose: To clarify bone mineral density (BMD) data and their presentation in labeling.

Discussion: FDA commented that the BMD data had been given in a range, and asked Parke-
Davis if they had done T-score or Z-score.

Parke-Davis replied that they didn’t know but would find out and let FDA know.

/S/ ‘

Enid Galliers, CPMS, DMEDP

13

CC: Orig. NDA 21-102
HFD-510/div. Files

APPEARS THIS WAY
ON ORIGINAL *
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Teleconference Minutes

-

Date: October 13, 1999 Time: 10:30-11:30 a.m. Location: Parklawn; Rm. 17B-43_
NDA: 21-065 Drug: Femhrt (norethindrone acetate and ethinyl estradiol)
Indication: Hormone Replacement Therapy .

Sponsor: Parke-Davis Pharmaceutical

Type of Meeting: Guidance

Meeting Chair: Mariann_e Mann, M.D.

External Lead: Ross Lobell

Meeting Recorder: Domette S;pelI-LeSane, NP-C

FDA Attendees: |

Lisa Rarick, M.D., Division Director, Division of Reproductive and Urologic Drug Products,
(DRUDP; HFD-580) -
Marianne Mann, M.D., Deputy Director, DRUDP (HFD-580)
Dan Davis, MD, Medical Officer, DRUDP (HFD-580)
Cloria Troendell, M.D., Deputy Director, Division of Metabolic and Endocrine Drug Products
(DMEDP; HFD-510)
Joanna Zawadzki, Medical Officer, DMEDP (HFD-510)
Michael Ortwerth, Ph.D., Chemist, Division of New Drug Chemistry II @DRUDP (HFD-580)
Venketeswar Jarugula, Ph.D., Pharmacokinetics Reviewer, Division of Pharmaceutical Evaluation 11
DPE Il @ DRUDP (HFD-580})
David Hoberman, Statistician, Division of Biometrics II @ DRUDP (HFD-580)

- Enid Galliers, Chief Project Management Staff, DMEDP (HFD-510)

Terri Rumble, Chief Project Management Staff, DRUDP (HFD-580)
Domette Spell-LeSane, Project Manager, DRUDP (HFD-580)

External Attendees:

Ross Lobell, Manager, Regulatory Affairs
Mary Okeeth, Statistician

Mary Taylor, Regulatory affairs

Jim Symons, Clinical group

Rochelle Hannley, Clinical Group
Rebecca Boyd, Pharmakokinetics

Beth Attias, Marketing

Andy Panagy, Marketing

Randall Whitcomb, Drug Development .
Byron Scott, Regulatory Affairs .

~ = -



. NDA 21-065
Teleconference minutes

10/13/99

Page 2

Meeﬁng Oi)jectivw: ~

1. To discuss the “participants report of bleeding” data in I,Ee proposed label.

2. To discuss the approvability of the _

Background: -

The sponsor was informed during a teleconference September 29, 1999, by DRUDP of the
uestionable approvability of the. \the sponsor received labeling changes omitting theé
om the osteoporosis indication from DMEDP followed by a teleconference discussing this issue
on October 7, 1999; the sponsor submitted arguments to support the| Jon October 12, 1999;
FDA requested a teleconference with the sponsor to convey the decision based on review of the
information submitted.

Discussion:

Issue #1: Reporting vaginal bleeding/spotting data in tﬁe label

Sponsor:

* the reporting of 3-month data in the label is useful information for physicians when assessing

patients and educating them regarding the potential for irregular bleeding as a result of starting
femhrt '

FDA:

= 3-month data is not an accurate report of bleeding; 12-month data is most relevant; a chart/graph is -
acceptable to demonstrate the cumulative effect that would allow for interpretation of bleeding
occurring during the first year; patients are most concerned with bleeding over time

Issue #2: Approvability of the| | )

-
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B

Decisions made:
D )

= 1/5 is the lowest effective dose for femhrt

Action Items:

Sponsor to submit draft label by 3:00 p.m., 10/13/99

Los N (o

Minutes E;Jpa‘rer Concurkence, Chair

f23 A

-

APPEARS THIS WAY.
"ON ORIGINAL ‘
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NDA 21-102 FemHRT October 7, 1999

{norethindrone acetate[NA)/ethinyl estradiol[EE] tablets) Parke-Davis
( ] 10:30 - 11:30 AM

MEMORANDUM OF TELECON

FDA Participants:

Gloria Troendle, MD, Deputy Director, DMEDP
Joanna Zawadzki, MD, Medical Officer, DMEDP
Enid Galliers, CPMS, DMEDP

Parke-Davis Participants:

Randali Whitcomb, MD, Drug Development

Barbara Gillman, Drug Development

Rochelle Hanley, MD, Clinical

James Symons, Ph.D., Clinical

Mary O’Keefe, Biostatistics

Mary Taylor, MPH, Director, Worldwide Regulatory Affairs
Ross Lobell, Senior Manager, Worldwide Reguiatory Affalrs
Andrew Panagy, Marketing

Elizabeth Attias, Marketing

Purpose: To discuss osteoporosis-related changes to labeling that DMEDP had sent to Parke-
Davis (PD) by secure email on October 1 and 6, 1999.

Discussion: DMEDP reiterated the reasons for the changes that had been requested.

Parke Davis referred to the DMEDP request to remove informatign regarding th
J-%'ht: firm asked DMEDP to .

explain the rationale for not approving the_ {DMEDP noted that there are

L s

L o

Paike Dawvis said that the labeling revised according to DMEDP’s twogecent requests would be
submitted the next day.
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NDA 21-102 Telecon October 7, 1999 10:30 AM
Page 2

/S/

Enid Galliers, CPMS, DMEDP .~

Cc: Orig. NDA 21-102
HFD-510/div. Files
HFD-510/JZawadzki, GTroendle, EGalliers

APPEARS THIS WAY
ON ORIGINAL
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Meeting Minutes
Date: October 4, 1999 - Time: 4:00-5:05PM . ' Place: Parklawn; Rm. 13B-45

Type of Meeting: Internal discussion

NDA: 21-065 Drug Name: fembhrt (1.0 mg norethindrone acetate and 5.0 meg ethinyl
estradiol) Tablets
NDA: 21-102 . Drug Name: femhrt (1.0 mg norethindrone acetate and 5.0 mcg ethmyl i
: estradiol) Tablets .

Indications: NDA 21-065- treatment of moderate-to-severe vasomotor symptoms (MSVS) associated
with the menopause
NDA 21-102- prevention of osteoporosis

Sponsor: Parke-Davis Pharmaceuticals

NDA -
NDA|

— , .

L

FDA Lead: Dr. Florence Houn

___.._—-—-—~—---———-‘"*—-)

Meeting Recorder: Ms. Diane Moore

FDA Participants:

Florence Houn, M.D., M.P.H. - Office Director, ODE I (HFD-103}

Victor Raczkowski, M.D. - Deputy Office Director, ODEINI (HFD-103)

Lisa Rarick, M.D. - Director, Division of Reproductive and Urologic Drug Products

(DRUDP; HFD-580)

Marianne Mann, M.D. - Deputy Director, DRUDP (HFD-580)

Dan Davis, M.D., - Medical Officer, DRUDP (HFD-580)

Terri Rumble — Chief, Project Management Staff, DRUDP (HFD-580)

Diane Moore — Regulatory Project Manager, DRUDP (HFD-580)

Dornette Spell-LeSane, NP-C. — Regulatory Project Manager, DRUDP (HFD-580) -

Moo-Jhong Rhee, Ph.D. - Chemistry Team Leader, Division of New Drug Chemistry II (DNDC

) @ DRUDP (HFD-580)

Michael Ortwerth, Ph.D. - Review Chemist, DNDC II @ DRUDP (HFD-580)

Venkateswar R. Jarugula, Ph.D. - Pharma\g okinetic Reviewer, OCPB @ DRUDP (HFD-580)
‘Lisa Kammerman, Ph.D. - Team Leader, Division of Bipmetrics I (DBIT) @ DRUDP {HFD-580)

John Jenkins, M.D. — Office Director, ODE II (HFD-102)

Lee Ripper — Associate Office Director, ODE It (HFD-102)

Sol Sobel, M.D. - Director, Division of Metaboilc and Endocrine Drug Products (DMEDP HFD
. 510)

Leo Lutwak, M.D. - Med:ca[ Officer, DMEDP (I{FD 510)
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Meeting Minutes — October 4, 1999

Joanna Zawadzki, M.D. — Medical Officer, DMEDP (HFD-510)

Enid Galliers — Chief, Project Management Staff, DMEDP (HFD-510)

Maureen Hess, MPH., R.D. — Regulatory Project Manager (DMEDP; HFD-510)

Lisa Stockbridge, Ph.D. - Regulatory Reviewer, Division of Drug Marketing, Advertising and

Communication (DDMAC; HFD-42)

Sammie Beam, R.Ph. - Project Manager, Office of Pharmacology Drug Review (OPDRA; HFD-400)
Carol Pamer — Safety Evaluator, Medical Errors Staff (HFD-400)

Meetmg Objective: To discuss the status and handlmg of four NDAs that are currently being reviewed

in both DRUDP and DMEDP.

Background: NDA 21-065 was submitted to DRUDP for the indications of VMS hnd
osteoporosis. The osteoporoms indication was unbundled and sent to DMEDP as a Type 6 NDA (NDA
21-102). Once the review of NDA 21-102 has been completed, the NDA will be rolled into NDA 21-065
as an efficacy review and NDA 21-102 will be retired.

Discuss';ion Items relevant to NDAs 21-065 and 21-102:

the Tradename, “FemHRT" was found to be acceptable by the labeling and nomenclature committee

(LNC) in 1996; during the current NDA review cycle, the tradename was reviewed at the Office

Level and was found to be unacceptable

e there was concern that the “HRT” part of the word could be mterpreted as “heart” and, therefore,
imply a claim to improve the health of the heart, a claim that has not been addressed by any
studies with this product

¢ the sponsor contacted Dr. Lumpkin regarding this decxsnon a compromise has been proposed to
use the same letters, but they must all be the same size, font, color and written in lower case
(femhrt)

* in addition, the sponsor requested that they be allowed to use internal blister-foil packaging they
have already printed which uses the previous name (FemHRT) for six months; the Division
agreed that the sponsor could use the FemHRT printing on only the aluminum packaging and all
other labels must use the lower case (femhrt); FemHRT cannot be used in any promotional
materials; this topic is still under discussion and negotiation with the sponsor

¢ the name is pronounced “femert” .

the sponsor is seeking to remove thef ) the sponsor

seeks approval of the 1/5 and| )

+ DRUDP and DMEDP are considering approval of the 1 mg norethindrone acetate/5 mcg ethinyl
estradiol dose for the treatment of VMS and prcventlon of osteoporosis indications -

o the 1/5 dose will not be approved for the{ Dbecause
inadequate objective data was prov:ded to prove the efficacy of the drug product for this
indication

*»
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Meeting Minutes — October 4, 1999

Ve
e 3 teleconference is scheduled for October 6, 1999, with Parke-Davis to discuss the tradename -
issue
Discussions relevant to ; _ L W
]
Decisions:

3

r . : _j"

the sponsor should provide an updated label

representatives from OPDRA should be included in the labeling meetings

action packages for NDA 21- 065 and Will be clrculated in DRUDP and action packages 21-
102 and will be circulated in DMEDP

e

there will be one combined label for NDA 21- 065 and NDA 21-102 to include both the VMS and

osteoporosis indications ,_,.)




NDA 21-065 . ‘ Page 4
NDA 21-102 ’ ' :

NDA

NDA

Meeting Minutes — October 4, 1999

e there will be one combined letter for NDA 21-065 and NDA 21-102; this letter will contain the
signatures from both DRUDP and DMEDP Division Directors N\

. 'L . '
' S
s Action items: .

e Item . Rpﬁnsiblel’erson: Date Due:
o

Y A

Signature, minutes preparer _ Signature, Chair

Concurrence:
~ KColangelo, TRumble 10.19.99
TRumble, LKammerman, MOrtwerth, FHoun, JJenkins, MMann, LLutwak, MHess, JZawadzki

10.26.99/DSpell-LeSane, DDavis 10.27.99/MRhee 11.04.99/LRarick, Vlarugula, 11.05.99

Concurrence not received from VRaczkowski, LRipper, SSobel, EGalliers, SBcaﬁ:, CPamer —_—

cC.
HFD 570

Ti?%f?é’»wws b4

wrb S70/affens
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Printed by Enid Galliers
Electronic Mail Message

Sensitlvity: COMPANY CONFIDENTIAL Date: 14-0ct-1999 Q0B:56am

From: Joanna Zawadzki
ZAWADZKIJ
Dept: HFD-510 PKLN 14B04
) TelNo:. 301-827-6430 FAX 301-443-9282

TO: Enid Galliers { GALLIERS )

TO: Gloria Troendle { TROENDLE )

TO: Solomon Scobel { SOBEL )

CC: Daniel Davis { DAVISD )

CC: Marianne Mann { MANNM )

CC: Dornette Spell-LeSane { SPELLLESANED )

Subject: Labeling Changes

Good moming.

My labeling changes for femhrt are attached. HFD-580 relayed their changes to the sponsor
yesterday. | will talk with Dan this moming to coordinate our changes with those made by
HFD-580. :

Thanks.

Joanna 2

(IST) LS/ T pasar S
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CONSULTATION RESPONSE
Office of Post-Marketing Drug Risk Assessment

(OPDRA; HFD-400)

DATE SENT: October 12, 1999 DUE DATE: N/A | OPDRA CONSULT #: 99-055
TO (Divisions): .

Lisa Rarick, MD

Director, Division of Reproductive and Urologic Drug Products

HFD-580

Solomon Sobel, MD

Director, Division of Metabolic and Endocrine Drug Products

HFD-510
PRODUCT NAME: fembhrt MANUFACTURER: Parke-Davis

NDA #: 21-065

"ASE REPORT NUMBER(S): Not applicable.

SUMMARY:

In response to consults from the Division of Reproductive and Urologic Drug Products and Division of
Metabolism and Endocrine Drug Products, OPDRA conducted a review of the proposed proprietary
name femhrt to determine the acceptability based on potential for confusion with approved proprietary
and generic names as well as pending names.

OPDRA RECOMMENDATION:

Since the Divisions permitted the firm to utilize the proprietary name “femhrt”, OPDRA recommends
the use of the phonetic spelling in conjunction with the proprietary name to eliminate the potential risk
of cardiac promotional claims.

‘ | /8]
| j‘“]\'&]‘\q‘ e oI5 (q7
Jerry Phillips » Peter Honig, MD / /
Associate Director for Medication Error Prevention uty Director *
ffice of Post-Marketing Drug Risk Assessment ce of Post-Marketing Drug Risk Assessment
Phone: (301) 827-3246  ~- Center for Drug Evaluation and Research

Fax: (301) 827-5189 . Food and Drug Administration
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DATE OF REVIEW: October 6, 1999

Office of Post-Marketing Drug Risk Assessment
HFD-400; Rm 15B03
Center for Drug Evaluation and Research

MEDICATION ERROR REVIEW

NDA# .21-065

NAME OF DRUG: femhrt (Norethindrone Acetate and Ethinyl Estradiol Tablets, USP)
NDA HOLDER: Parke-Davis

L INTRODUCTION:

On October 4, 1999, the Division of Metabolic and Endocrine Drug Products (HFD-510) requested
OPDRA evaluate the proposed propnetary name “femhrt” for NDA 21-065 manufactured by
Parke-Davis.

Originally the tradename was proposed as FemHRT. The Division reported the LNC committee
reviewed this proprietary name on October 1, 1996 during the IND phase and the committee rendered
the following decision:

“The Committee found no look-alike/sound-alike conflicts or any misleading and fanciful
aspects with the proposed proprietary name. The Committee does wonder how this name istobe  “___
‘pronounced. The LNC has no reason to find the proposed name unacceptable.”

The Division sent a consult for reassessment of the tradename on September 27, 1999 as an NDA and
stated the sponsor has on numerous occasions pronounced the tradename as “FemHeart”. The LNC
Committee rereviewed the name and rendered the following decision:

“The Committee felt the name is too close to Femstat (OTC product) and] XRx).
Additionally, the DDMAC representative is uncomfortable with the name implying a therapeutic
indication (hormone feplacement therapy). They also have misgivings about the inexact
pronunciation and the possibility of “heart” being co-promoted. The LNC finds the name
unacceptable.”

On September 29, 1999, the Division informed the firm that the proposed name was unacceptable. On
September 30, 1999 the firm contacted the Director, Office of Review Management and expressed their
objections to the decision on the proposed name.

On October 3, 1999, the Division of Reproductive and Urologic Drug Products and the Division of
Metabolism and Endocrine Drug Products met to discuss the appropriate name for this combination
product. The Divisions decided to allow Parke-Davis to utilize “femhrt” as the proprietary name
thinking it would likgly be pronounced “fem-hert” rather than “fem-heart”. The firm objected because
they had already preprinted the foil lining of the tablets with “FemHRT™ and stated it would be very
costly and pose a 6 month delay in getting their product to the market and therefore was unfairly
burdensome. Parke-Davis suggested that they be permitted to initially market their product as




“FemHRT” but they would commit to changing all packaging with the FDA's suggestion of “femhrt” as
soon as possible or within 6 months. The Divisions did not agree with this proposal because they
remained concerned that the product name would be fairly well established in the first 6 months of
marketing as “FemHRT”. The Divisions requested the firm change the name to “femhrt” immediately
for all packaging and promotional materials but clarified that we could accept the inner foil reading
“fernHRT™ until the new foil could be printed.

II. SAFETY AND RISK ASSESSMENT:

1. An internal study was conducted within OPDRA to evaluate the proposed proprietary name and
determine how the, proposed name would be pronounced. This analysis was conducted to determine
if the new presentation of the name would still have the connotation of “heart™ associated with it.

Methodology:

A study was conducted for the proposed name “femhrt” involving 14 health care practitioners within
OPDRA. The participants were comprised of pharmacists, physicians and nurses. Participants were
contacted via phone and e-mail. The first group contacted, via telephone, were informed OPDRA
had an established name they were evaluating and wanted their interpretation of the name
pronunciation. The name was then spelled “femhrt™, at that point every participant questioned the
spelling of the proposed name. OPDRA stated the spelling was correct and they in turn provided
their verbal interpretation of the pronunciation of the proposed name. The second group of
participants were e-mailed and informed that OPDRA had a proprietary name *“femhrt” that they
were ‘evaluating and needed their interpretation of the name pronunciation. Each individual was
instructed to telephone OPDRA with their response.

Results:

Thirteen out of fourteen individuals responded to the survey. 1% responded with the name T
pronunciation that the Division most likely expected, “femhert”. 54% responded with the

pronunciation of “femheart”. 23% responded with “femert”, 1 % responded with “Femhar” and

1% responded with [Fem “h> “r” “t”], '

Femheart Femert Femhert Femhar Fem “h™ "r" ~t"

Analysis:

54% of the participants pronounced the drug name “femheart”. Most participants stated the spelling
of the drug name made no sense to them and did not appear to be* grammatically correct and needed
to confirm the spelling prior to providing their responses. The responses did not contain any names
that had the potential to be confused with any approved or pending drug products. The decrease in
the prominence of “hrt” appears to not have made a significant difference in the pronunciation of the
name. Most health care practitioners will probably pronounce “femhrt” as “femheart”. These

o




*

1.

findings substantiate the Division’s original concerns when the name was originally proposed as
“FemHRT™.

A search of the American Drug Index (43rd Edition), Physicians’ Desk Reference [53 Edition; 1999]
and Drug Facts and Comparisons (Updated Monthly) for potential sound-alike or look-alike names
to approved drugs was completed. The findings were discussed in a focal group within OPDRA.

In OPDRA'’s opinion/ and Femstat, could possibly pose a problem with confusion when
written. OPDRA believes a written analysis would be needed to assess the degree to which these
proprietary names might be confused. (i.e., overlapping strcngths, etc.). Written analysis studies
require more review time and due to time constrains with this review, a wrxtten analysis was not

performed.

. A search of the Agency’s internal databases, Establishment Evaluation System (EES), Drug Product

Reference File (DPR), and the Labeling and Nomenclature Committee database (LNC) for potential
sound-alike or look-alike names to unapproved/approved drugs dld not reveal any potential problems
with sound-alike/look-alike issues.

RECOMMENDATIONS:

1.

From a safety perspective, OPDRA believes the use of the proposed proprietary name “femhrt”
poses no significant safety risk.

“After review of the results of the study, OPDRA concludes “femhrt” will most likely be
pronounced as “femheart”. From a promotional perspective, OPDRA believes this is
unacceptable. The firm may possibly promote cardiac claims given “heart” is associated with
the pronunciation of the name. In addition, the name may also be considered misleading in that
it implies some effect on the “heart™,

We recognize the Division’s decision to accept the name “fembhrt”. If this name is utilized,
OPDRA recommends the firm be requested to introduce the phonetic spelling of the.
pronunciation of “fermhrt” on promotional, carton and insert labeling (i.e. fem ert). This might
diminish the likelihood of mispronunciation of the name as “femheart” and hopefully help

* eliminate the concerns surrounding the cardiac promotional claims.

APPEARS THIS WAY
ON ORIGINAL




If you have any questions concerning this review please contact Carol Holquist at 301-827-3244.

[ /8/

Carol Holquist, RPh
Safety Evaluator
Office of Post-Marketing Drug Risk Assessment

Concur:

[-r /S/ \10/,1}%
erry PHillips, RPR
Associate Director for Medication Error Prevention

Office of Post-Marketing Drug Risk Assessment

CC:
Office Files ‘
HFD-510; Lanh Green, Safety Evaluator, DDRE I, OPDRA
HFD-580; Denise Toyer, Safety Evaluator, DDRE II, OPDRA
HFD-400; Jerry Phillips, Associate Director, OPDRA
HFD-400; Peter Honig, Deputy Director, OPDRA
HFD-002; Murray Lumpkin, Acting Director, OPDRA

PPEARS THIS WAY
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Printed by Enid Galliers
Electronic Mail Message

Sensitivity: COMPANY CONFIDENTIAL ‘ Date: . 07-0ct-199% 06:02pm
: From: Dornette Spell-LeSane
SPELLLESANED
Dept: HFD-580 PKLN 17B45
TelNo: 301-827-4260 FAX 301-827-4267 -
TO: Marianne Mann . { MANNM )
TO: Daniel Davis { DAVISD )-
TO: Michael QOrtwerth ( ORTWERTHM )
TO: Venkateswar Jarugula ( JARUGULAV )
TO: Enid Galliers { GALLIERS )
TO: Joanna Zawadzki { ZAWADZKIJ )
Subject: FWD: femhrt PPI
. APPEARS THIS WAY
ON ORIGINAL
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Printed by E#id Galliers
Electronic Mail Message

Date: 07-0ct-1999 04:00pm
From: Karen Lechter
LECHTERK
Dept: HFD-42 PKLN 17B04
Tel No: 301-827-2828 FAX 301-594-6759

Subject: femhrt PPI
Attached is the femhrt PPI. Sorry it took so long. We had some unexpected
emergencies. Please distribute it to the appropriate tearm members. | will
bring you a signed copy.

Please lat me know if you have questions. | will be out of the office on
Friday, but | wili be In on Tuesday.

Thanks
Karen
APPEARS THIS WAY
~ ON ORIGINAL )
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DEPARTMENT OF HEALTH AND HUMAN SERVICES

MEMORANDUM Public Health Service
Food and Drug Administration
Center for Drug Evaluation and Research

DATE:  October 6, 1999
FROM: Karen Lechter, HFD-40
TO: Domette Spell~LeSé.ne

SUBJECT: fembhrt
NDA 21-065

I have reviewed the proposed PPI for this combination estrogen/progestin product and
have discussed my comments with Lisa Stockbridge. She suggested some additional
changes that I have incorporated here. I will summarize the major suggestions in this
memorandum. [ have attached a proposed PPIL.

I have moved some information to keep similar information together. Ihave made some
changes to the language to simplify it, have inserted some new section headings, and
renamed others. I have removed redundant information. These changes were made to
make the material easier for readers to follow. - )

Your division should review my suggestions before forwarding them to the sponsor, to be
sure you agree with these proposals. I inserted some new information that you may not
want to keep, including the following:
¢ acomment that the doctor may ask patients to take vitamin D along with
calcium (“Other Information™)
instructions on what to do if a dose is missed (*How should I take femhrt?”’)
e instructions on when to take the medication (“How should I take femhrt?”)
advice to get a mammogram once a year if you are age 50 or above (“What
are the possible side effects of femhrt?”)

I have removed the following:

&

If I had had more time, I could have given you a copy of the PPI with strikeouts and
additions well marked. However, due to time constraints, I was unable to do this.



Please let me know if you have any questions.

- APPEARS THIS WAY
ON ORIGINAL
cc: ' ) R T
HFD-40/Lechter/Ostrove/Reading/Stockbridge
NDA 21-065 '

KLechter 10/6/99; Stockbridge 10/7/99; Lechter 10/7/99
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Printed by Enid Galliers

Electronic Mail Message

Se....stivity: COMPANY CONFIDENTIAL " Date: 06-0ct-1999 07:26am
: From: Dornette Spell-leSane
SPELLLESANED
Dept: HFD-580 PKLN 17B45
Tel No: 301-827-4260 FAX 301-827-4267 -
TO: Michael Ortwerth { ORTWERTHM )
TO: Venkateswar Jarugula { JARUGULAV )
TO: Moo-Jhong Rhee { RHEEM )
TO: Joanna Zawadzki ( ZAWADZKIJ )
TO: Enid Galliers { GALLIERS )
{

TO: Lisa Stockbridge STOCKBRIDGEL )

Subject: FWD: Proposal from Parke-Davis for t~con 10/6/99

APPEARS THIS WAY
ON ORIGINAL
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BEST POSSIBLE COPY

Printed by Enid Galliers

Electronic Mail Message

Date: 05-0ct-1999 03:10pm
From: Dornette Spell-leSane
SPELLLESANED

Dept: HFD-580 PKLN 17B45

Tel No: 301

Subject: Proposal from Parke-Davis for t~con 10/6/99

Hello Everyone, -

| wanted to summarize for you Park-Davis proposal to be considered and
discussed at the teleconference Wednesday 10/6/9¢ at 2 p.m. 17843,
Marianne, John Jenkins, and Fiorence Houn will be attending the

meeting. For others, If you would like to attend please feel free.

You may respond by e-mail with comments you would like convayed at the
rmeeting.

1. Parke-Davis agrees to change all promotional materials to reflect the
change to fernhrt

2. Parke-Davis would like to peruse the recommendation by the Division
to maintain "Fem-HRT" on the foll primary packaging hlister {secondary
packaging) for at least 6-months. s
3. Changing the carton labeling and printed labeling to reflect the

change from fem-HRT to femhrt has become more challenging. Doing this
would delay the launch and the packaging is expected {0 arrive tn 2
weeks. Parke-Davis proposes to use the fem-HRT as stated In their
current draft labeling, making the change to the new femhrt in Aprij

2000 at next printing.

L ' Speil-LaSane. PM

APPEARS THIS WAY
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Printed by Enid Galliers

Electronic Mail Message

Sensitivity: COMPANY CONFIDENTIAL Date:

TO: Marianne Mann
TO: Dornette Spell-lLeSane
TO: Daniel Davis

CC: Enid Galliers
CC: solomon Schbel
CC; Gloria Troendle

From:

Dept:
Tel No: +

Subject: FWD: Osteoporosis Label Changes

29-Sep-1999 04:16pm

Joanna Zawadzki

ZAWADZXIJ

HFD-510 PKLN 14B0C4
301-827-6430 FAX 301-~443-9282

{ MANNM )
( SPELLLESANED )
{ DAVISD )

{ GALLIERS )
{ SOBEL }
( TROENDLE )

The comments and revised label section are now attached.

Thanks.

Joanna

APPEARS THIS WAY
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Printed by Enid Galliers
Electronic Mail Message

Date: 29-Sep-1999 04:10pm

From: Joanna Zawadzki
' ZAWADZKIJ

. Dept: HFD-510 PKLN 14B04
Tel No: " 301-827-6430 FAX 301-443-9282

Subject: Osteoporosis Label Changes

Marianne, Dornette, and Dan,

Attached are our changes in the osteoporosis section, which we would like to forward to the
sponsor tomorrow. Let me know if you have any comments before then. We have left the! )

, in the label for now, We will be discussing the doses further internally, in vidw of

e company's withdrawat of the t this time and your concemns regarding the/ )

i i - .
Thanks.

Joanna

APPEARS THIS WAY
ON ORIGINAL
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Labeling Recommendations — Division of Metabolic and Endocrine Drug Products

9/27/99

Specific recommendations for the physician label for norethindrone acetate/ethinyl estradiol
regarding the osteoporosis indication are listed below. In addition, several recommendations
regarding nomenclature are also made. Page numbers refer to page numbers in the physician
package insert, as subrhitted in Volume 1 of the NDA. We have just received a copy of the
currently updated label forwarded by the sponsor to the Division of Reproductive and Urologic
Drug Products and we will be discussing additional changes with them internally.

CHANGE

REASON

Page 13 of 32:

Delete(__ )

Reference to the name| |has
been removed from the label by HFD-580. An
acronym in the label may confuse the clinician.
A more specific description of the studied
population provides the clinician with a
clearer, potentially more applicable reference

| to a patient the clinician may choose 1o treat

with the drug,.

Page 13 of 32:

Insert ““A total onostmenopausal women
with intact uteri and normal baseline bone
mineral density ( - __mgfce) were
randomized to FemHRT{ i(mg
norethindrone acetate/meg ethinyl estradiol)
doses lacebo, and) of the
randomized population contributed data to the
Intent-To-Treat analysis.”

A more specific description of the studied
population provides the clinician with a
clearer, potentially more applicable reference
to a patient the clinician may choose to treat

| with the drug.

Comments to sponsor:

(1) Please supply the correct baseline B
for this randomized population rM%

: : mg norethindrone acetate/meg
ethinyl estradiol) doses and placebo).

(2) The Division of Reproductive and Urologic
Drugs (HFD-580) has mentioned that the
sponsor may wish to omit the| )
from the label. If that is the case, it should
be omitted also from this section.

(3) Please print in bold “mg” and “mecg?” to
minimize confusion about the dosages of
norethindrone acetate/ ethinyl estradiol

Page 13 of 32:

Insert ) ‘
“(mg norethindrone acetate/meg ethinyl

The inclusion of this description minimizes
confusion about the relative contributions of
the progestogen and estrogen in this
combination.




”

estradiol)” after FemHRT] )
Page 14 of 32:

Delete : \

(1) The original protocol was designed to
compare the BMD of each treatment group
to placebo. The original protocol was not
designed to account for multiple
comparisons of different treatment groups.

(2) The} lare not mentioned

_in this section. __ :
(3) Including this reference is confusing to the

clinician, particularly since ethinyl
estradiol does not have an| \

indication.

Page 14 of 32:
Please note the following inserted comment:

[Note to sponsor: Please change ordinate label
to “Percent Change in Lumbar Spine Bone
Mineral Density from Baseline (+SE) and
change table accordingly.]

(1) Quantitative computerized tomography is
often used in research studies, but less
commonly used in clinical practice.
Clinicians may not be familiar with the
umnits.

(2) Other labels for drugs with the
osteoporosis indication depict “percent
change.” We understand that the
sponsor’s primary efficacy for BMD was
change in BMD and not percent change in
BMD. However, we are trying to maintain
consistency across labels to simplify the
message for the practicing clinician.

Page 14 of 32:

Please note the following modified figure
legend:

FIGURE 4. j
(

Title of figure should reflect the presented data.

Page 14 of 32:

Please note the following inserted comment:

[Note to Sponsor: i

—

For consistency in the osteoporosis label, the
FDA statisticians have recommended the
depiction of the Intent To Treat analysis in the
label, as this analysis is preferred by the FDA.
Please see “E9 Statistical Principles for
Clinical Trials”, Federal Register, Vol. 63, No.
179, 49583-98, 9/16/98

General change:
Order of active ingredient presentation as
NA/EE.

The Division of Metabolic and Endocrine Drug
Products understafids that the sponsor has
discussed this issue with the Division of
Reproductive and Urologic Drug Products.




>

However, we must comment, as we too feel
that placing the progestogen before the
estrogen has a precedent in a drug marketed for
oral contraception but not in a drug marketed
for osteoporosis. The change in the order of
the estrogen and progestogen, particularly
since there is a 1000 fold difference between
the estrogen and progesterone dosage strengths
though the actual numbers are of the same
order of magnitude, could be misieading to the
clinician.

General change:
Change of Proposed Trade Name FemHRT

The Division of Metabolic and Endocrine Drug

Products finds this trade name potentially

misleading to the clinician because of the

possible implication of “heart™ from “HRT”.

(1) Current data regarding the cardiac
protective effects of estrogen are still
controversial.

(2) This NDA was not designed with lipids as
a primary efficacy outcome. In general, it
1s still controversial whether the
improvement seen in the lipid profile with
estrogen therapy confers a benefit.

* APPEARS THIS WAY
ON ORIGINAL
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Printed by Enid Galliers
Electronic Mail Message

Sesaitivity: COMPANY CONFIDENTIAL Date: 29-Sep-1999 04:38pm
From: Marianne Mann
MANNM
Dept:  HFD-580 PKLN 17B45
Tel No: 301-827-4260 .FAX 301-827-4267 -
TO: Dornette Spell-LeSane . { SPELLLESANED )
TO: Enid Galliers . ( GALLIERS.}

Subject: FWD: Re: FWD: Osteoporosis Label Changes

Hi Dornette and Enid, —_—
Attached is my email in response to Joanna. | forgot to cc you both,
and apologize.

Thanks-MM

APPEARS THIS WAY
ON ORIGINAL
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. Printed by Enid Galliers
Electronic Mail Message

Date: 29-5ep-1999 04:37pm
From: Marianne Mann

MANNM
Dept: HFD-580 PKLN 17B45
Tel No: 301-827-4260 FAX 301-B27-4267 -

.

Subject: Re: FWD: Osteoporosis Label Changes

Hi Joanna,
| read over your comments. Thanks for sharing them, In particular, ]

agree with your comment regarding page 14 of 3
sponsor to delete | H
{

—

I think the sponsor is clearly pushing fi i
Norethindrone acetate he
study was not powere monstrat n . fome,it'san

interesting but exploratory finding. If they wish to confirm this in an
additional trial they could, but | don't think they can put it in the
fabel.

My only additional comment is that the Indications and Usage section of
the label (page 14} has a lot of "class labeling text™ on osteoporosis
that is inappropriately placed. Please check some of our other labels
{PremPro) to see where this shouid be placed.

I'm not sure when you intend to share these comments with the sponsor.
Please let us know when you do, however,

b Monday-

MM

e'_ -

| i

APPEARS THIS WAY
ON OR'JINAL




Printed by Enid Galliers

Electronic Mail Message DA INTER AL

Suueftivity: COMPANY CONFIDENTIAL ' Date:  29-Sep-1999 02:43pm
From: Dornette Spell-LeSane
SPELLLESANED
Dept:  HFD-580 PKLN 17B45
TelNo: 301-827-4260 FAX 301-827-4267
TO: Enid Galliers ( GALLIERS )
TO: Joanna Zawadzki . { ZRAWADZKIJ )
CC: Terri Rumble { RUMBLET )

Subject: FemHRT update from DRUDP re: name

Hi Enrid and Joan, )

Just wanted to let you know that we have just gotten off the phone with
Parke-Davis informing them of the decision not to accept the name FemHRT
for the following reasons:

1. LNC found two look-a-llkes FemStat ang
2. DDMAC did not like "HRT” because it Is erapeautic indication in
. the name, and,

3. The HRT could be misrepresented as an Indlcation for the heart as HRT
is used by many as an abbreviation for the heart.

Feel free to contact me for further information
Dornette Spell-LeSane, PM,DRUDP

APPEARS THIS WAY
ON OR'3INAL



Printed by Enid Galliers
Electronic Mail Message

Date: 15-0ct-1999 01:24pm
From: Ross Lobell
ross.lobell@secure.aa.WL.com

Dept:

Tel No:
TO: Enid Galliers . - ( galliers®@al )
CC: Joanna Zawadzki ( zawadzkijeal )

Subject: NDA 21-102 Package Insert

Dear Enid:

I have inserted the new chart for Mean per cent change BMD. Rather than
send a replacement page, | thought it would be easier to send the entire
revised file. Dornette is out today and Diane Moore is filling in. She is
not currently on secure e-mail. Could you forward a copy of this latest
version to her as well,

thanks.

<<FDA924 1-5 -oct1599Final .DOC>>

Ross Lobell

Sr. Manager, Worldwide Regulatory Affairs
Ph. 734.622-119 ’

FAX 734-622-32283

"WarlrdSecure Server <secure.cder.fda.gov>" made the following
a ‘ons on 10/15/99 13:24:08

[INFO] -- Access Manager:
This message was sent by Parke-Davis across the Internet in encrypted forrat across the CDER mail VPN and successfully decrypted at CDER.

APPEARS THIS WAY
ON OR'GINAL




Printed by Enid Galliers

Electronic Mail Message

Date: 15-0¢ct-1599 10:50am
From: Ross Lobell
ross.lobell@secure.aa.WL.com

Dept:

Tel No:
TO: Enid Galliers . { galliers@Al )
TO: Joanna Zawadzki . ) { zawadzkij®Al )

Subject: NDA 21-102 P rL

1 have updated the PI's again this moming based on some additional minor
comments from Dr. Davis. These 2 documents are attached. It Is also being
faxed to DRUDP this morning.

<<INFORMATION FOR THE PATIENT1014.doc>> <<FDAS24 1-5 -0ct1299
alternative. DOC>>

Ross Lobell

Sr. Manager, Worldwide Regulatory Affairs
Ph. 734-622-111

FAX 734-622-32283

"WorldSecure Server <secure.cder.fda.gov>" made the following
annotations on 10/15/99 10:50:44

[INT™" - Access Manager:
m sage was sent by Parke-Davis across the Intemet in encrypted format across the COER mail VPN and successfully decrypted at CDER.

APPEARS THIS WAY
ON OR'GINAL
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- ® PARKE-DAVIS \-?VORLDWIDE REGULATORY AFFAIRS

Sending Fax Number: (734) 622-RL

Pharmaceutical Research Division
Warner-Lambert Company

2800 Plymouth Road If there is a problem with the transmission
Ann Arbor, Michigan 48105 ' please call:(734) 622-
USA B

PAGE 1 OF 2

TO: Dr. J. Zawadzki

FAX #: 301-443-9282

FROM: Ross Lobell

DATE: October 14, 1999

|
||
|

RE: NDA 21-102 24 month ITT adjusted mean BMD data

© Dr. Zawadzki:

I believe the attached table is the one you are looking for. If not, please let me know so I can
correct the table. '

Thanks
Ross Lobell

APPEARS THIS WAY
ON OR'JINAL

&

NOTICE: ‘This facsimile s tniznded only for the use of the individual or entity m which it is nddrossed and may contain information that is
privileged. confidential and eacmpt from disclosure. If the reader of this facyimile js not the intonded recipient, or an employee or agent
resporaible for delivering the facyimile 10 the inrended recipiens, you are hereby notified that any review, disclosure, dissemination, distribution
or copying of the communication is stricdy probibited, If you have received this communication in ervor, plesse noufy the sender immediately
3t the telephone sumber(s) listed sbove and rerurn the original fucsimile 10 us at the above addrexs by U.S. Mail, the cost of which will be
reumbursed. Thank you.




1y
1

N

Adjusted Mean
Percent Change (SE)

Protocol 376-359
Adjusted Mean Percent Change from Baseline in Bone Mineral Density at Month 24
ITT Data: Corrected & Uncorrected

NA/EE Treatment Group, mg/ug EE Trea;tment Group, ug
Placebo 0.2/11 0.572.5 175 1/10 1 5 . 5 10
123 s 120 124 18 (9 20 121 101
-4.57(1.07) -0.80(1.09) 0.68(1.09) 437(1.07) 6.01(1.09) -0.64(1.09) -0.81 (1.08) 0.60(1.09) 4.01¢1.18)
APPEARS THIS WAY

ON OR'JINAL




- Pharmaceutical 2220 Piymousin Rpad Prong: (722 322-7000
Research Ann Aroor, MI
<3125

(® PARKE-DAVIS

DUPLICATE

October 13, 1969

NDA 21-102 EW c-ul-..»‘-wi’

Ref. No. 004 ' - .
- femhrt™ (norethindrone acetate and ethxnyl

estradiol) Tablets

Re: Response to FDA Request for
Information

Solomon Sobel, M.D.
Director
Division of Metabolism and Endocrine
Drug Products (HFD-510)
Center for Drug Evaluation and Research
Office of Drug Evaluation I
Attention: Document Control Room 14B-19
Food and Drug Administration
5600 Fishers Lane
Rockville, Maryland 20857

Dear Dr. Sobel:

We refer to our files for NDA 21-102, for femhrt™ (norethindrone acetate and ethinyl | =
estradiol) Tablets, and to the request made by Ms. Enid Galliers of your Division for the
following:

1. Provide a copy of the BMD table provided on October 7, 1999,
2. Provide a list of Parke-Davis attendees for the October 7, 1999 }elephone conference
with DMEDP. LT

The requested table is attached. The Parke-Davis attendee list is given below:

Randall Wh)tcomb M. D Drug Developmem

Barbara Gillman Drug Development

Rochelle Hanley, M.D. Clinical

James Symons, Ph.D. Clinical

Mary O’Keefe . Biostatistics

Mary Taylor, MPH Regulatory Affairs

Ross Lobell Regulatory Affairs
* Andrew Panagy Marketing

Elizabeth Attias Marketing

-
>




Solomon Sobel, M.D.
NDA 21-102
October 13, 1999
Page 2

Should you have any questions or comments regarding this submission, please contact
me at 734/622-21]11 or send a facsimile to 734/622-3283.

Sincerely,

e Al

Ross Lobell
Senior Manager
Worldwide Regulatory Affairs

Desk Copy: Dr. Joanna Zawadzki (HFD-510)

RL:kb
10-13-1999\RN-004\21-102\C1-0376\Letter

Attachment

APPEARS THIS WAY
ON OR'JINAL
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Protocol 376-359 )
Bone Mineral Density Summary ' '
I'TT Data, Month 12: Corrected & Uncorrected

NA/EE Treatment Group, ﬁglpg

, EE Treatment Group, pg
Placcbo 0.2/1 0.5/2.5 1/5 /10 1 2.5 5 10
N 12 109 . 115 117 112 115 118 117 99
Baseling, Mean (SE), mg/cc 119.50 (2.19) 119.24 (1.70) 119.63 (1.91) 117.8} {1.64) 119.74 (1.95) 119.50 (1.76) 116.99 (165) 118.68 (1.79) 120.13 (1.99)
Follow'-up Mean (SE), mg/cc 115.86 (2.34) 117.40 (1.88) 119.27(1.86) 122.30 (1.82) 12541 2.07) 118.66 (2.01) 116.05 (1.70) 117.82 (1.96) 123.22 (2.09)
Change from baseline (SE), mg/cc  -3.65(0.92) -1.84 (1.05) -0.35(1.35) 4.49(0.88) 5.67(1.12) -0.84(1.04) -0.94(0.86) -0.85(1.02) 3.09(0.91)
Percent change from baseline (SE)  -3.25(0.85) -1.47 (0.89) 0.69(1.20) 3.83(0.80) 524 (0.98) . -0.71(0.89) -0.58(0.76) -0.54 (0.88) 2.87(0.82)
Adjusted Mean : -2.73(1.02) -1.32(1.04) 024(1.00) 4.99 099 6.29(1.01) -0.37(1.00} -0.51(0.98) -0.14 (1.00) 3.49(1.06)
Change from baseline® (SE)
Adjusted Mean -2.49(0.90) -1.01(092) 128(0.89) 4.31(0.88) 5.77(0.90) -0.24(0.89) -0.20(0.87) 0.08(0.89) 3.22(0.95)
Percent change from baseline® (SE) ' :
Analyses based on Adjusted Mean
"Percent change from baseline
p—valueb (NA/EE or EE vs, Placebp) - 0.2898 0.0038 0.0001 0.0001 - 0.0987 0.0903 0.0549 0.0001
" 95% Confidence Interval® ' - [-1.2, o] [1.1, =] (4.2, @] [5.6, ») [-0.4, j [-0.3, 0] [-0.0, ] [3.0, ]
"(NA/EE or EE vs. Placebo) '
p-value? (Follow-up vs. Baseline) 0.0061 0.2739 0.1532 0.0001 0.0001 0.7849 0.8140 0.9240 0.0007
p-value® (NA/EE vs EE) - 05317 - 02188 0.0004 0.0443 -

»
* Adjusted for treatment group, center, and basélir_n;

® The nul} hypothesis is that the mean change in the NA/EE or EE treatment group is <= to the mean change in the placebo group.
“ For difference in mean changes between the NA/EE or EE treatment group and the placebo group; I-sided confidence intetval.
 The null hypothesis is that the mean change (rom bascline is equal to zero.

* The null hypothesis is that the mean change in the NA/EE and corresponding EE trcatment groups are equal.

APPEARS THIS WAY
ON OR'ZINAL
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Printed by Enid Galliers

Electronic Mail Message

Date: 13-0ct-1999 02:55pm
From: Ross Lobell
ross.lobell@secure.aa.WL.com

Dept: -
Tel No:

TO: 'SPELLLESANED@_SECUI%E.CDER.FDA.GOV' ( SPELLLESANED®@Al )

TO: Enid Galliers . ( gallierseal )

TO: Joanna Zawadzki ( zawadzkij@nl )

Subject: NDA 21-065, NDA 21-102 femhrt Package Insert

Attached is the revised femhrt package insert based upon this momings
telephone conference. | have highlighted new language in blue. The raphs

and e pk section have been removed si
The reference to tha\ has aiso
emoved,

In modifying figure 1, the backﬁround changed. | didn't have enough time to
figure out why. The shading will not be present in the final printed
insert.

«<<FDA924 1-5 -oct1299 alternative.DOC>>

Ross Lobell

Sr. Manager, Worldwide Regulatory Affairs
Ph. 734-622-111

FAX 734-622-32283

"WorldSecure Server <secure.cder.fda.gov>" made the following . -
annotations on 10/13/99 14:55:01 . . ‘ —_—

[INFO] = Access Manager:
This message was sent by Parke-Davis across the Internet in encrypted format across tha CDER mail VPN and successfuliy decrypted at CDER.

APPEARS THIS WAY
ON OR'SINAL
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Printed by Enid Galliers

Electronic Mail Message

Date: 07-0ct-1999 09:02am

From: Ross Lobell
ross.lobell@secure.aa.WL.com

Dept:
Tel No:

TO: Enid Galliers - ( gallierse@al }

.

Subject: NDA 21-102, femhrt

Dear Ms. Galliers:

In your labeling comments of October 1, 1999 you had included a request for
Intent-To-Treat analysis at 12 months for BMD.

This information is presented below (the table is quite wide, it will be
best viewed on full screen):

Protocol 376-359
Bone Mineral Density Summary
ITT Data, Month 12: Corrected & Uncorrectad

Ad0J 3141SS0d 1$3g

NA/EE Treatment Group, mg/mg EE Treatment Group,
mg
Placebo 0.2/1 0.5/12.5 15 110 1 2.5 5

10

N 112 109 115 117 112 115 118 117
o

Bas.....e Mean {SE}, mglcc 119.50 (2.19) 119.24 (1.70) 119.63

{1.91) 117.81 (1.64) 119.74 {1.95) 118.50 {1.76) 116.99
(1.65) 118.68 (1.79) 120.13 (1.99)

Follow-up Mean (SE), mgfcc115.86 (2.34) 117.40 {1.88) 119.27

{1.86) 122,30 {1.82) 125.41 (2.07) 118.66 (2.01) 116.05
(1.70) 117.82 {1.96) 123.22 (2.09) ‘

Change from baseline (SE), mg/icc  -3.65 (0.92) -1.84 {1.05)

-0.35 (1.35) 4.49 (0.88) 5.67 {1.12) -0.84 (1.04)
.<0.94 {0.86) -0.85 (1.02) 3.09 (0.91)

Percent change from baseline (SE) -3.25 (0.85) -1.47 (0.89) 0.69

(1.20) 3.83 (0.80) 5.24 {(0.98) 0.71 {0.89) <0.58 (0.76)

© -0.54 {0.88) 2.87 (0.82)

Adjusted Mean Change from baselinea (SE) -2.73 (1.02) -1.32 (1.04)

0.24 {(1.00) 4.99 (0.99) 6.29 {1.01) -0.37 {1.00)

-0.51 (0.98) -0.14 (1.00) . 3.49 {1.06)

Adjusted Mean Percent change from baselinea (SE) -2.49 (0.90)

-1.01 (0.92} 1.28 {0.89) 4.31 {0.88) 5.77 {0.90)

<0.24 (0.89) <0.2¢ (0.87) 0.08 (0.89) 3.22 {0.95)

Analyses based on Adjusted Mean Percent change from baseline

p-valueb (NAEE or EE vs. Placebo) — 0.2898 0.0038 0.0001
0.0001 0.0987 0.0803 0.0549 0.0001
95% Confidence Intervalc  (NA/EE or EE vs. Placebo) - [3.2,%
[1.1,7 (42,71 [5.6,] [-0.4, "]
[-0.3,7] [0.0,7 {3.0,7
p-valued (Follow-up vs. Baseline) 0.0061 02739 01532 0.0001
0.0001 0.7849 0.8140 0.9240 0.0007 *
p-valuee (NA/EE vs EE) - 0.5317 0.2168 0.0004 0.0443" -
;_ -

- -

a Adjusted for treatment group, center, and baseline
b Thg null hypothesis is that the mean change in the NAJEE or EE treatment

group is <= to the mean change in the placebo group.




¢ For difference in mean changes between the NA/EE or EE treatment group and
the placebo group; 1-sided confidence interval.

d The null hypothasis is that the mean change from baseline is equal to

ze”

e 1l hypothesis is that the mean change in the NA/EE and corresponding
E. ment groups are equal.

Ross Lobell

Sr. Manager, Worldwide Regulatory Affairs
Ph. 734-622-111

FAX 734-622-32283

“WorldSecure Server <secure.cder.fda.gov>" made the following .
annotations on 10/07/99 09:00:29 ~

[INFO] ~ Access Manager:
This message was sent by Parke-Davis across the internet in encrypted format across the CDER mail VPN and successfully decrypted at CDER.

APPEARS THIS WAY
ON OR'3INAL
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Printed by Enid Galliers
Electronic Mail Message

Date: 04-0ct-19%99 10:47am

From: Ross Lobell
ross.lobell@gecure.aa.WL.com

Dept:
Tel No: _ -

TO: Enid Galliers . { galliers@Al )

-

Subject: NDA 21-102; Response to Questions

Dear Ms. Galliers:

Attached to this secure E mail are our responses to the 3 questions posad
jast week. The file is presented In WORD.

I also received your transmission of Division's comments regarding the
osteoporosis portion of the label. We will be having a telephone meeting
with DRUDP this coming Friday. Will you ba participating as well?

<<Galliers Itri04.doc>>

Ross Lobell

Sr. Manager, Worldwide Regulatory Affairs
Ph. 734-622-111

FAX 734-622-32283

"WorldSecure Server <secure.cder.fda.gov>" made the following
annotations on 10/04/99 10:45:53

[IK Access Manager:
This w.essage was sent by Parke-Davis across the lrltemet In ancrypted format _across the CDER mail VPN and successfully decrypted at CDER. -

APPEARS THIS WAY
ON OR'GINAL
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FDA questions are followed by Parke-Davis responses.

1. Is there any age matched information, especially for 30 year age bracket
which can be used as a baseline CT scan comparison for the data?

An age-standardized population was not available at the time this study was initiated or at
study completion. An important reference with regard to QCT is a chapter called
Quantitative Computed Tomography in a publication called Primer on Osteoporosis by
Harry K. Genant, Jon E. Block, Bruce Ettinger, Claus-Christian Gluer, and Peter W.
Steiger. It represents the state of the CT art at the time that Parke-Davis started
osteoporosis trials.

Another reference (Steiger, P., Block, J.E., Steiger, S., Heuck, A.F., Friedlander, A.,
Ettinger, G., Harris, S.T., Gluer, C.C., Genant, HK., Spinal Bone Mineral Density
Measured with Quantitative CT: Effect of Region of Interest, Vertebral Level and
Technique. Radiology, 1990, 175:537-543) suggests z-scores, but it is based on data
from a single site using a single machine. In the 376-359 study, multiple scanners and
calibration phantoms were used and information not obtained on various populations.
Thus, only the most expert of radiologists are able to generate normative data for
comparison to different populations.

2. Provide a table similar to that on page 48 of the report for % responding
patients at 12 and 24 months.for the intent-to-treat population.

See attached tables for 12 month and 24 month data for Intent-To-Treat Patients for
protocol 376-359 (last page of this submission).

3. Provide baseline characteristics for entire population, regardless of
treatment group.

See attached table for baseline patient characteristics for all treatment groups.

APPEARS THIS WAY
ON ORIGINAL . )




Protocol 376-359
Baseline Patient Characteristics
All Intent-to-Treat Patients

NA/EE Treatment Group, mg/pg EE Treatment Group, pg Overall
Placebo 0.2/1 0.5/2.5 1/5 1/10 1 2.5 5 10 p-value
N 123 119 120 . 124 118 119 120 121 101 1065
Age ' . : 0.9627*
Mean (SD) SIL7(41)  522(3.8) 519(42) S193.7T  522(3.8) 525(41) SLB(41) S1.9(38) S51.8(43) 52.0 (4.0)
Median {min, max) 52(41,62) 52(40,64) . 53(40,60) 52(42,59) 52(40,62)  53(42,6)) 52(40,61) 52(40,61) 52(40,62) 52 (40, 64)
Months Since Last Menstrual Period 0.1410*
Mean (SD) 316(17.2) 33.4(16.3) 32.7(158) 31.2(16.8) 30.5(19.7) 315(16.6) 282(179) 325(184) 29.7(17.2) 313(17.3)
Median (min, max) 32.0(2,66) 33.0(4,61) 31.5(7,62) 31.0(560) 260(4,116)  32.0(1,60) 24.0(2,70) 33.0(1, 108) 28.0(5,67)  300(l, 116)
Race,n (%) 0.560°®
White 9O 1193  112(93) 11794 115 (98) 115097) 115(96)  116(%6)  98(97) 1018 (96)
Black 2(2) 0(0) iy 2(2) 0 (0) 2(2) 1{1) 2(2) 0(0) 12(1)
Other 2(2) . 8(M 5(4) 5(4) I(%) 2(2) 4(3) 1(3) I - 15(3)
Physically Active, n (%) 0.102°
Yes ’ 80 (65) 82 (69) 76 (63) 86 (69) 74 (63) 71 (60) 69 (58) 69 (57) 75(79) 682 (64)
No 43 (35) 373D 44 (37) 38 (31) 44 (37) 48 (40) 51(43)° 52(43) 26 (26) 383 (36)
Smoking History, n (%) : 0.210°
Never 55 (45) 58 (49). 53 (44) 66 (53) 51 {43) 58(49) 52 (43) 5747 44 (44) 494 (46)
Stopped 317(30) 30(25)  36(30)  30{24)  35(30) 45(38) 40(33)  IBOD  26(26) 317(30)
Light 8(7) 13(11) g (N 10 (8) 5(4) 5 (4) 11 (9) 7(6) 10 (10) 77(7)
Moderate 2006 - 15013 14 (12) 15(12) 17 (14) 7(6) 13(11) 10(8) 17(17) - 128 (12)
Heavy 3(2) 3(3) 9(8) kYv4 ) 10 (%) 4(3) 43 9(7) 4(4) 49 (5)
* From-Analysis of Veriance

* From Chi-Square test



Protocol 376-359
Baseline Patient Characteristics
All Intent-to-Treat Patients (Cont.)

NA/EE Treatment Group, mg/p.g

.
* From Analysis of Variance

® From Chi-Square test

APPEARS THIS WAY
ON ORIGINAL

EE Treatment Groui), Mg ) Overall
Placebo 0.211 0.5/2.5 1/5 1/10 1 2.5 5 10 p-value
N 123 119 120 124. 118 119 120 121 (111 B 1065
Systolic Blood Pressure, mm Hg . : | 0.2155*
Mean (SD) 119129y 121 (15.2) * 121(17.2) 118 (331} 122(15.0) 121 (15.2)  119(13.0) 119(14.2) 118(124) 120 (14.3)
Diastolic Blood Pressure, mm Hg 0.6614*
Mean (SD) 76 (8.3) 77 (8.1) 76 (8.9) 75 (8.5) 76 (1.9) 76 (9.1) 76 (8.5) 76 (8.8) 75 (8.6) 76 (8.5)
Weight, kg . 0.1183°*
Mean (SD) 64 (9.2) 65{9.1) 66 (9'5.) 64 (8.7} 65(9.4) 67 (8.8) 65 (9_.4) 65(9.3) 66 (9.0) 65(9.2)
Heighl. cm 0.5347°
Méan (SD) 164(7.2) 164(58) 164(6.1) 163(7.4) 164 (6.3) 165(5.9) 164(59) 164(6.9) 163 (11.6) 164 (7.1)
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Protocol 376-359

Percentage of Patients Responding to Therapy (No Decrease from Baseline in BMD)

T
]

Month 12
N

Percent
Responding

Month 24
N

Percent
Responding

Months 12 and 24
All Intent-to-Treat Patients

NA/EE Tréatment Group, mg/ug EE Treatment Group, pug
Placebo 0.2/1 0.5/2.5 1/5 1/10 1 25 5 10
112 109 115 117 112 115 118 117 99
35 37 47 69 73 50 43 50 64
123 119 120 124 118 119 120 121 101
24 39 39 56 66 36 38 36 62

I

APPEARS THIS WAY

ON ORIGINAL



' Printed by Enid Galliers

'Electronic Mail Message

Date: 01-0ct-199% 06:05pm

From: Ross Lobell
ross.lobell@secure.aa.Wl.com

Dept:

Tel No:

TO: Enid Galliers . { galliers@Aal )

Subject: NDA 21-102, FemHRT

Dear Ms. Galliers,

Just wanted to let you know that we are nearly finished with the response to
the additional questions posad on Sept 29. The delay is due to receipt of
additional questions regarding the vasomotor indication. The responses will
be provided to you on Monday, Oct. 4 via secure e-mall.

Thanks for your understanding

Ross Lobell

Sr. Manager, Worldwide Regulatory Affairs
Ph. 734-622-111

FAX 734-622-32283

"WorldSecure Server <secure.cder.fda.gov>" made the following
annotations on 10/01/99 18:04:05

r - Access Manager:
’ ssage was sent by Parke-Davis across the Internet in encrypted format across the CDER mail VPN and successfully decrypted at CDER,

APPEARS THIS WAY
ON ORIGINAL
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|
| ’ Pharmaceutical 2800 Plymouth Road  Phone: {734) §22-7000
‘ Research Ann Arbor, MI

48105

CE-DAVIS
September 30, 1999

NDA 21-102
Ref. No. 002
FemHRT

Solomon Sobel, M.D.

Director .

Division of Metabolism and Endocrine
Drug Products (HFD-510})

Center for Drug Evaluation and Research

Office of Drug Evaluation II .

Attention: 'Document Control Room 14B-04 / o/, J /? 3

" Food and Drug Administration : -
5600 Fishers Lane dojﬂ__ /)nj.a{ n Ak

AM—
Rockville, Maryland 20857 e e 550 SF

Dear Dr. Sobel: - <2 v AL St € s

Reference is made to NDA 21-102 for FemHRT and to a fax sent by Ms. Enid GallierSon
September 24, 1999. That fax contained 7 questions relating to study 376-359.

- Enclosed is our response to each guestion.

Please note that these responses were also provided by secure E-mail on
September 29, 1999 to Ms. Galliers and to Ms. Spell-LeSane (DRUDP).

.' {

Should you have any questions regarding this submission please call Mr. Ross Lobell at
734/622-2111 or send a facsimile to 734/622-3283.

Sincerely,

Senior Manager
Worldwide Regulatory Affairs

" RL:kb
09-30-1999\RN-002121-102\C1-0376\Letter

Attachments

¥

- dner-Lambert Company




' ' Printed by Enid Galliers f /S; S

: Electronic Mail Message

Date: 29-Sep-1599 02:37pm
From: Ross Lobell
ross.lobell@secure.aa.WL.com

Dept:

Tel No:
TO: 'GALLIERS®SECURE.CDER.FDA.GOV' { GALLIERS@A]1 )
TO: 'SPELLLESANED@SECURE.CDER.FDA.GOV! ( SPELLLESANED@A1 )

Subject: NDA 21-102 FemHRT/Osteoporosis Indication

Dear Ms. Galliers and Ms. Spell-LeSane:

Attached is our response to Ms. Galliers September 24 fax which contained 7
questions relating to study 376-359. The response s an attached file and
was created in WORD.

Please confirm receipt of this secure E.mall. A hard copy of this response,
along with a cover letter will be provided as wall.

<<response to 924 fax.doc>>

Ross Lobell

Senior Manager,

Wortdwide Regulatory Affairs
Phone: 734 622-2111

Fax: 734 622.2283

email: ross.lobell@wl.com

" cure Server <secure.cder.fda.gov>" made the foliowing
a ans on 09/29/99 14:37:33
[INFO) - Access Manager:

This message was sent by Parke-Davis across the Intemet in encrypted format across the CDER mail VPN and successfully decrypted at CDER,

APPEARS THIS WAY
ON ORIGINAL
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NDA 21-102 Response to 9/24/1999 FAX
FemHRT 1

Please provide the following clarifications regarding NDA 21-102 (FemHRT), referring to Study
376-359:

1) Is quantitative computerized tomography method in Study 376-359 single energy or dual

energy?

This study was conducted using the technology available at the time (1988). The method used
therefore, was QCT. Single or dual energy paramoeters relate only to the more recently developed
method and have no relevance to the method used in this trial.

2) Patient Disposition — Table 10, Study 376-359

3)

Please clarify definition of completed study, as n for completed study differs from n for the
completion of 24 months.

On Table 10, the definition of "24 Months of Treatment Completed” is that a patient received drug
for at least 24*30=720 days. The row "Completed Study" is taken from the end-of-treatment
status form completed by the investigator, who may have considered a patient "completed” as long
as the patient completed all necessary end-of-study procedures (BMD, lab testing, etc.) even
though she may not have received exactly 720 days of study medication.

Intent-To-Treat Analysis — Please clarify corrected data vs. uncorrected form 5§
What is Form 5 data?

Form 5 data is simply the term used to refer to the uncorrected data. Uncorrected data are those
data which could not be corrected across investigational sites. Corrected data were those data
available for standardization across all study sites and were equated to a standard site, which, for
this study, was/ ) ‘

APPEARS THIS WAY '
ON ORIGINAL .
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NDA 21-102 Response to 9/24/1999 FAX
FemHRT 2

4) Please indicate where in the NDA the following data can be found:

Table of Baseline Patient Characteristics (similar in design to Table 13 - Patient
Characteristics for Evaluable Patients) for all randomized patients, with p-values for across
groups comparisons

Table of Patient Characteristics (similar in design to Table 13 — Patient Characteristics for
Evaluable Patients) for all randomized patients who contribute to Intent-To-Treat analysis,
with p-values for across groups comparisons

The requested tables are presented below:

APPEARS THIS WAY
'ON ORIGINAL
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i-102 onse to 9/24/1999 FAX
« watntRT _
Protocol 376-359 BEST POSSI B'-E co P Y
Baseline Patient Characteristics
All Randomized Patients
NA/EE Treatment Group, mg/ug EE Treatment Group, pg
Placebo 0.2/1 0.5/2.5 1/5 1/10 1 25 5 10 p-value
N 137 139 136 . 146 145 i4} 137 141 143
Age 0.9627"
Mean (SD) 5L.7{4.1) 5250.9) 51.8(4.2) 51.6(4.0) 52.1 (3.6) 52.2(4.1) 51.8(4.2) 52.0(4.0) 51.9(4.4)
Median (min, max) - 52 (41, 62) 52 (40. 64) 53 (40, 60) 52 (42, 63) 52 (40, 62) 53 (40, 63) 52 (40, 62) 52 (40, 63) 52 (40, 62)
Months Since Last Menstrual Period 0.1740"
Mean (SD) 31.5(20.2) 13.1 (16.0) 31213(i6.5) 31.2(17.3) 30.7(18.9) 31.8(16.5) 29.2(19.5) 328(194) 29.1(17.2)
Median (min, max) 31.0(2,154) 320(4,61) 31.0(6,68) 305 (1,79) 29.0(4,116) 3301,60) 245(2,122) 3120 (1, 108) 27.0_ 4,67)
" Race, n (%) 0.771®
White 131 (96) 129(93) 128 (94) 135 (93) 141 (97) 134 (95) 132 (96) 135 (96) 137 (96)
Black 2(2) K1) 31(2) 2(1) 0(0) 3(2) () 2(1) 2(1)
Other 4(3) (M 5(4) 9(6) 4(3) 4(3) 4(3) 4(3) 4(3)
Physically Active, n (%) 0.585°
Yes 87 (64) 92 (66) 85 (62) 98 (67) 86 (59) 86 (61) 79 (58) 84 (60) 97 (68)
No 50 (36) 47 (34) 51(38) 48 (33) 59 {41) 55(39) 58 (42) 57 (40) 46 (32)
Smoking ﬁismry, n (%) 0.554 "
Never 62 (45) 68 (49) 59(43) 72 (49) 6] (42) 64 (45) 59(43) 64 (45) 59 (41)
Stopped 41 (30) 35(25) 43 (32) 36 (25) 48 (33) 54 (38) 45 (33) 45 (32) 43 (30)
Light 9(7) 14 (10) 3(6) 12 (8) 7(5) 8 (6) 11 (8) 10(7) 14 (10)
Moderate 22(16) 17(12) 16 (12) 21 (14) 18¢i12) 10 (7) 18(13) 13 (9) 21 (i5)
Heavy 3() - 5(4) 10(7) 5(3) 11 (8) 5(4) 4(3) 9(6) 6(4)
* From Analysis of Variance
® From Chi-Square test
APPEARS THIS WAY
ON ORIGINAL
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102 -onse to 9/24/1999 FAX
Iy ulﬂHRT 4
Protocol 376-359 BEST POSS'BLE cO PY
Baseline Patient Characteristics .
All Randomized Patients (Cont.) .
NAJEE Treatment Group, mg/pg __EE Treatment Group, pg
Placebo 0.211 0.5/2.5 1/5 1/10 1 2.5 '5 10 p-value
Nh ) 137 139 136 146 145 141 137 141 143
Systolic Blood Pressure, mm Hg 0.3649*
Mean (SD) 119 (12.8) 122(15.1) 120(16.5) 118(13.4) 122(14.9) 120(14.8) 119(13.2) 119 (i14.2) 119(12.6)
Diastolic Blood Pressure, mm Hg 0.9892*
Mean (SD) 75 (8.6) 77(8.2) 75(8.7) 75 (8.6) 76 (1.9) 76 (8.7) 76 (8.4) 76 (8.6) 75 (8.8)
Weight, kg 0.1404*
Mean (SD) 63(9.2) 65(93) 66 (9.4) 64 (8.9) 65(9.7) 66 (8.8) 65(9.2) 65 (9.5) 66 (9.1)
Height, cm _ 0.5336*
+Mean (SD) ' 163 (7.1) 165 (5.7 164 (6.0) 163 (7.1) 164 (6.4) 165 (5.8) 164 (6.7) 164 (6.7) 163 (10.5)
* From Analysis of Variance ‘
* From Chi-Square test
APPEARS THIS WAY

ON ORIGINAL
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102 ‘ -onse to 9/24/1999 FAX

- | s BEST POSSIBLE Copy

Protocol 376-359
Baseline Patient Characteristics
All Intent-to-Treat Patients

NA/EE Treatment Group, mg/ug EE Treatment Group, pg
Placebo 0.2/1 0.5/2.5 1/5 1/10 1 25 5 10 p-value
N 123 9 120 1.24 118 - 119 120 121 101
Age ‘ 0.9627°
Mcap (SD) - 5L.74.D) 52.2(3.8) 51.9(4.2) 51937 52.2(3.8) 525@.1) 51.8(4.1) 519(3.8) 51.8(4.3) '
Median (min, max) 52 (41, 62) 52 (40, 64) 53 (40, 60) 52 (42, 59) 52 (40, 62) 53 (42, 61) 52 (40, 61) 52 (40, 61) 52 (40, 62)
Months Since Last Menstrual Period 0.1410*
Mean(SD) 316(172)  334(163)  327(158)  31.2(I68)  30.5(19.7) 315(16.6) 282(17.9) 325(184) 29.7(17.2)
Median (min, max) 320(2,66) 33.0(4,61) 315(7,62) 31.0(560) 26.0(4,116) 320(1,60) 24.0(2,70) 33.0(1,108) 28.0(5, 67)
Race, n (%) . ' 0.560%
White 119(97) 111 (93) 112(93) 117 (94) £15(98) 115 (97) 115 (96) 116 (96) 98 (97)
Black 2(2) 0 (0) I 2(2) G(0) 2(2) 1(1) 2(2) o0
Other 2(2) 8(7 . 5(4) 5(4) 3 2(2) 4(3) 3(3) 1(3)
Physically Active, n (%) 0.102°
Yes 80 (65) 82 (69) 76 (63) 86 (69) 74 (63) 71 (60) 69 (58) 69 (57) 75 (74)
No 43 (35) 3I7(3n 44 (37) I8 AN 44 {(37) 48 (40) 51(43) 52{43) 26 (26)
L ) .
Smoking History, n (%) 0.210"%
Never 55 (45) 58 (49) 53 (44) 66 (53) 51(43) 58 (49) 52 (43) 5T(47) 44 (44)
Stopped 3700) Jo25) 3630} 30(24) 35 (30) 45 (38) 40(33) s (n 26(26)
Light 8(N 13(11) 8(7) 10 (8) - 5(4) 5(4) 11(9) 7{6) 10 (10)
Moderate 20(16) 15(13) 14(12) . 15(12) 17(14) 7 (6) 1310 10(8) 17(17)
Heavy 3(2) 309) - 9(8) 3(2) 10(9) 4(3) 403) (M 4(4)
' From Analysis of Variance
» -
From Chi-Square test APPEARS THIS WAY

ON ORIGINAL
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I-102 Jonse to 9/24/1999 FAX
- wudRT 6 ‘
Protocol 376-359
Baseline Patient Characteristics
All Intent-to-Treat Patients (Cont.)
NA/EE Treatment Group, mg/pg EE Treatment Group, pg
Placebo 0.211 0.5/2.5 1/5 1710 1 25 5 10 p-value

N 123 119 120 124 18 19 120 121 101 -
Systolic Blood Pressure, mm Hg ) . 0.2155*

Mean (SD) ’ 119(12.9) 121 (15.2) 121(17.2) 118 (13.1) 122 (15.0) 121(15.2) 119(12.0) 119(14.2) 118 (12.4)
Diastolic Blood Pressure, mm Hg 0.6614"

Mean (SD) 76 (8.3) 77 (8.1) 76 (8.9) 75 (8.5) 76 (7.9) 76 (9.1) 76 (8.5) 76 (8.8) 75 (8.6)

Weight, kg 0.1183 *
Mean (SD) 64 {9.2) 65(0.1) - 66(9.5) 64 (8.7) 65 (9.4) . 67(8.8) 65 (9.4) 65(9.3) 66 (9.0) ’
Height, cm . 0.5347°

Mean (SD) 164 (7.2) 164 (5.8) 164 (6.1) 163 (7.4) 164 (6.3) 165 (5.9) ’ 164 (5.9) 164 (6.9) 163 (11.6)

.

* From Analysis of Variance
* From Chi-Square test

APPEARS THIS WAY
ON ORIGINAL
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NDA 21-102 Response to 9/24/1999 FAX
FemHRT 7

5) Tables comparable to Table Appendix C4, Table 17, Table Appendix C-5, Table 14 for
Intent-To-Treat, Observed Cases, and Evaluable Analyses with p-values for percent change
from baseline: ‘
p-value (NA/EE or EE vs. placebo)
p-value (Follow up vs. Baseline) _

95% Confidence Interval (NA/EE or EE vs. Placebo)
p-value (NA/EE vs. EE)

The requested tables are presented below:

pprARS THIS WAY
AN ORIGINAL



i-102 sonse to 9/24/1999 FAX
renmRT 8

BEST POSSIBLE COPY

"
t
|
|
|

Protocol 376-359
Percent Change from Baseline in Bone Mineral Density
ITT Dala: Corrected & Uncorrected
Reference: Appendix C.4

1

* f NA/EE Treatment Group, mg/ug EE Tieatment Group, jtg
Month 24 _ Placebo 0.2/1 0.5/2.5 1/5 1/10 1 25 5 10
N 123 119 120 124 118 119 120 121 101
p-value® (NA/EE or EE vs. Placebo) - 00198 0.0008 0.0001 0.0001 0.0150 0.0202 0.0010 0.0001
95% Confidence Interval® -- [0.5,0] [2.0,0] [5.7,0] [7.4,] [0.7,0] [0.5,0] [2.0,0] [5.2, 0]
(NAJEE or EE vs. Placebo) T
p-value® (Follow-up vs. Baseline) 0.0001 0.4647 0.5355 0.0001  0.0001 0.5585 0.4545 0.5827 0.0007

p-value? (NA/EE vs EE) : - 0.9150 0.3209 0.0109 0.2041 -- - -- --

* The null hypothesis is that the mean change in the NA/EE or EE treatment group is <= to the mean change in the placebo group.
® For difference in mean changes between the NA/EE or EE treatment group and the placebo group; I-sided confidence interval.
¢ The null hypothesis is that the mean change from baseline is equal to zero.

¢ The null Qypothesis is that the mean change in the NA/EE and corresponding EE treatment groups are equal.

APPEARS THIS WAY
~ ON ORIGINAL
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-102 _onse to 9/24/1999 FAX
R 9 | BEST POSSIBLE C0
Protocol 376-359 P Y
Percent Change from Baseline in Bone Mineral Density
ITT Data: Uncorrected Form 5 Data
Reference: Table 17
7 NA/EE Treatment Gfoup, mg/ug EE Treatment Group, pg

Month 24 Placebo 0.2/1 0.5/2.5 1/5 1/10 1 25 5 10
N 123 119 120 124 118 119 120 121 100
p-value® (NA/EE or EE vs. Placebo) - -- 0.0071 0.0039 0.0001 0.0001 0.1550 0.0166 0.0100 0.0001
95% Confidence Interval” - [10,0] [1.2,0] [6.1,00] [7.4, ] [0.7,0] [0.6,] [0.8,0] [5.2, 0]

(NA/EE or EE vs. Placebo) ' :
p-value® (Follow-up vs. Baseline) 0.0001 0.8700 0.6762 0.0001 0.0001 0.1170 0.8140  0.9986 0.0001
p-value! (NA/EE vs EE) - 0.2060  0.6352  0.0001  0.1349 - - - -

* The nutl hypothesis is that the mean change in the NA/EE or EE treatment group is <= to the mean change in the placebo group.
® For difference in mean changes between the NA/EE or EE treatment group and the placebo group; 1-sided confidence interval.
¢ The null hypothesis is that the mean change from baseline is equal to zero. '

¢ The null hypothesis is that the mean change in the NA/EE and corresponding EE treatment groups are equal.

. .

APPEARS THIS WAY
ON ORIGINAL
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FemHRT

Month 12
N

p-value® (NA/EE or EE vs. Placebo)

95% Confidence Interval®
(NA/EE or EE vs. Placebo)

p-value® (Fbllow-up vs. Baseline)
p-value! (NA/EE vs EE)

Month 24
N . .
p-value® (NA/EE or EE vs. Placebo)
95% Confidence Interval®

(NA/EE or EE vs. Placebo)
p-value® tFol]ow—up vs. Baseline)

p-value? (NA/EE vs EE)

~sonse to 3/24/1999 FAX
10

Protocol 376-359

Percent Change from Baseline in Bone Mineral Density

Evaluable Data
Reference: Table 14

NA/EE Treatment Group, mg/pg

BEST POSSIBLE COPY

EE Treatment Group, pg

Placebo 0.2/1 0.5/2.5 1/5 1/10 1 ‘2.5 5 10
98 94 93 96 92 92 96 99 51
- 0.3162 0.0019 0.0001 0.0001 0.1976 0.0670 0.0424 0.0002
== [-1.4,] "[1.5, ] {4.3, ] [5.0, o] [-0.9, 0] [-0.2, w] [0.1, 0] [2.9, 0]
0.0019: 0.1218 0.1946 0.0001] 0.0001 0.2765 0.7036 0.8975 0.0163
- 0.7394 0.2061 0.0013 03189 - - . - -
86 86 85 89 88 Bl 80 90 10
- 0.1094 0.0026 0.0001 0.0001 0.0229 0.0449 00116 0.0826
-- [-07,0] [19,0] [59,0] [7.1,] [06,0] [0.1,0] [1.0,00] [-0.9, ]
0.0002 0.1707 0.5889 0.0004 0.0001 0.7280 .4955 ‘ 0.8925 0.4445
- 0.4608 0.3621 0.0061 0.4805 - - - -
* The null hypothesis is that the mean change in the NA/EE or EE treatment group is <= to the mean change in the placebo group.
® For difference in mean changes between the NA/EE or EE treatment group and the placebo group; 1-sided confidence interval.
APPEARS THis WAY

© The null hypothesis is that the mean change from baseline is equal to zero.

4 The null hypothesis is that the mean change in the NA/EE and corresponding EE treatment groups are equal.
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FemHRT

Month 12
N

95% Confidence Interval® |
(NA/EE or EE vs. Placebo)

p-value® (Follow-up vs. Baseline)
p-value? (NA/EE vs EE)

Month 24
N

95% Confidence Interval®
(NA/EE or EE vs. Placebo}

p-value® tFollow-up vs. Baseline)
p-value? (NA/EE vs EE)

. p-value® (NA/EE or EE vs. Placebo) |

I
p-value® (NA/EE or EE vs. Placebo) | -

sonse to 9/24/1999 FAX
11

Protocol 376-359

Percent Change from Baseline in Bone Mineral Density

Observed Cases Data
Reference: Appendix C.5

BEST ROSSIBLE COPY

¢ The null hypothesis is that the mean change from baseline is equal to zer

4 The null hypothesis is that the mean change in the NA/EE and correspon%mg EE treatment groups are equal.

NA/EE Treatment Group, mg/ug EE Treatment Group, pg
Placebo 0.2/1 - 0.5/2.5 1/5 ‘1/10 1 2.5 5 10
| | | .
109 105 110 111 ;105 108 lli!l 112 60 !
- 0.2941 0.0025 0.0001 0:0001 0.0922 0.0864 0.0335 0.0001
- [-1.2,] [l .3, o] (4.5, «] [5.2, 0] (-0.4, ] [-0.3| w] [0.2, o] [2.8, 0]
0.0055 0.2603 0.1 ]9i4 ¢.0001 00001 0.8222 0.8409 0.7170 0.0057 :
- 0.496? 0.1931 0.0006 0:2123 - - - -
| 5 . ; |
'I Do : f {
N ;
- L | | - r - ;
97 99 | 99 : 102. ‘98 96 92 | 165 14
- 0.0641 0.00&;7 0.0001 010001 0.0559 0.0473 0.0049 ! 0.1177 :
[-02,®] [14,®] (60,®] [69,o0] [0.1, o] [00,l0] i[1.4, co]v [-1.4, ) f
: o , i | ;
' o ’ | ‘ i
0.0019 0.6958 0.3964 0.0001 0.0001 0.8179 0.9149 i : 0371 8 0.4798 i
- 0.9059  0.4866 00060 02255 - - |
H ' i ! H
* The null hypothesis is that the mean Fhange in the NA/EE or EE treatment group is <= to the mean change in the placebo group. i
® For difference in mean changes between the NA/EE or EE treatment group and the placebo group; 1-sided conﬁdence interval. :

i

: !

APPEARS THISWAY
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NDA 21-102 Response to 9/24/1999 FAX
F_ch-IRT 12

6)._Please provide mean haseline lumbar spine bone mineral density + SD for all randomized
patients and also for all randomized Ppatients who contributed to the Intent-To-Treat
Analysis.

The rec—lues_ted- dat;_ are pre;sented in tI;é_'t-ziﬁiés'l-)elow:

" APPEARS THIS WAY
ON ORIGINAL
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~sonse to 9/24/1999 FAX

»«mHRT 13
Protocol 376-359 BEST POSS'BL ‘ :
Baseline Lumbar Spine Bone Mineral Density _ _ E co P Y
All Randomized Patients :
NA/EE Treatment Group, mg/pg EE Treatment Group, pg
S Placebo  0.2/1 '0.5/2.5 1/5 1/10 1 25 5 10
N 136 139 - 136 146 145 140 136 141 143
Mean 12426 12291 12537 12307 125.10 123.58 121.82  123.83 . 125.20
SD 22.19 18.29 21.19 17.14 19.41 18.58 20.61 19.90 19.08
Mean-SD  102.07 10462 104.18 10593 105.69 105.00 101.21 103.93 106.12
«Mean + 8D 146.45 141.20  146.56  140.21 144,51 142,16 14243 "143.73 144.28

APPEARS THIS WAY
ON GRIGINAL
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N
Mean
SD

Mean - SD
Mean + SD

sonse to 9/24/1999 FAX
14

Protocol 376- 359

et pciesvrs BEST POSSIBLE COPY

All Intent-to-Treat Patlents

NA/EE Treatment Group, mg/pg EE Treatment Group, pg

Placebo  0.2/1 0.5/2.5 1/5 1/10 1 2.5 5 10
123 119 | 120 124 118 119 120 121 101
11946 12019 .11979  117.82 119.36 - 119.79 116.88  119.07 120.23
22.51 19.50 20.26 17.38 20.23 -~ 18.85 17.86 19.73 19.68
96.95 100.69 99.53 100.44 99.13 100.94 99.02 99.34 100.55

141.97

139.69 140.05 13520 139.59 138.64 134.74  138.80 139.91

APPEARS TIHS WAY
0 ORIGINAL




NDA 21-102 Response to 9/24/1999 FAX
FemHRT 15

- 7) Please provide mean £ SD T-scores (comparison to younger (30 year old), sex-matched
controls) and Z-scores (comparison to age-matched and sex-matched controls) for bone
mineral density for all randomized patients and also for all randomized patients who
contributed to Intent-To-Treat Analysis, if available.

As mentioned in our response to question 1, a QCT. method was used for the bone scans in this
trial; therefore, T- and Z-scores could not be done.

APPZARS THIS WAY
OM ORIGINAL
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DEPARTMENT OF HEALTH AND HUMAN SERVICES Form Approved: OMB No. 0910-0338

FOOD AND DRUG ADMINISTRATION Expiration Date: APRIL 30, 2000
i ] See OMB Statement on page 2.
APPLICATION TO MARKET NEW DRUG, BIOLOGIC,
OR AN ANTIBIOTIC DRUG FOR HUMAN USE FOR FDA USE ONLY

APPLICATION NUMBER

(Title 21, Code of Federal Regulations, 314 & 601)

APPLICANT INFORMATION

NAME OF APPLICANT Parke-Davis Pharmaceutical Research DATE OF SUBMISSION

Division of Wamer-Lambert Company September 28, 1999
TELEPHONE NO. finclude Area Codel ' _ | FACSIMILE (FAX).Number finciude Aree Cade)
734/622-2111 734/622-3283
APPLICANT ADDRESS (Number, Stregt, City, State, Country, ZIP Code | AUTHORIZED U.S5. AGENT NAME & ADDRESS (Number, Street, City,
or Mail Code, and U.S. License.number if previously issued}: State, ZIP Code, telephone & FAX number) |F APPLICABLE
2800 Plymouth Road
P.O. Box 1047
Ann Arbor, MI 48106-1047
PRODUCT DESCRIPTION
NEW DRUG OR ANTIBIOTIC APPLICATION NUMEBER, OR BIOLOGICS LICENSE APPLICATION NUMBER (If previously issued) 21-102
ESTABLISHED NAME fe.g., Proper name, USP/USAN name) PROPRIETARY NAME (trade name} IF ANY
norethindrone acetate and ethiny! estradiol FemHRT
CHEMICAL/BIOCHEMICAL/BLODD PRODUCT NAME {/f any) CODE NAME (i any}
(17alpha)-19-Norpregna-1,3,5(10)-trien-20-yne-3,17-diol and : CI-376
(17alphad-17-(acetyloxv)-19-norpregn-4-en-20-yn-one
DOSAGE FORM: STRENGTHS: ROUTE OF ADMINISTRATION:

—— '__.__.-__._.4—"1 i

Tablets : ilmg/Sug; j Oral

=

‘®ROPOSED) INDICATION(S) FOR USE:
smone Replacement Therapy

~PPLICATION INFORMATION

ﬁ;’:tLC:‘EFN TYPE [ NEW DRUG APPLICATION (21 CRF 314.50} ] ABBREVIATED APPLICATION (ANDA, AADA, 21 CFR 314.94)

' BIOLOGICS LICENSE APPLICATION (21 CFR part 601}

IF AN NDA, IDENTIFY THE APPROPRIATE TYPE {1 508 b} (1) "] 505 (b} {2 [ so7

{F AN ANDA, OR AADA, IDENTIFY THE REFERENCES LISTED DRUG PRODUCT THAT IS THE BASIS FOR THE SUBMISSION

Name of Drug Holder of Approvad Application

TYPE OF SUBMISSION —_

(check one) Ll ORIGINAL APPLICATION (] AMENDMENT TD A PENDING APPLICATION ] RESUBMISSION
_ PRESUBMISSION {1 ANNUAL REPORT (] eSTABLISHMENT DESCRIPTION SUPPLEMENT [[] SUPAC SUPPLEMENT
: EFFICACY SUPPLEMENT 3 LABELING.SL!P?LEMENT D CHEMISTRY MANUFACTURING AND CONTROLS SUPPLEMENT E] QOTHER

REASON FOR SUBMISSION

Withdrawal 5

PROPOSED MARKETING STATUS (check one) ("] PRESCRIPTION PRODUCT (Rx) ] OVER THE COUNTER PRODUCT (OTC)

NUMBER OF VOLUMES SUBMITTED weele | THIS APPLICATION IS (] parer {7 paper aND ELECTRONIC (] ELECTRONIC

ESTABLISHMENT INFORMATION

Provide locations of all manufacturing, packaging and control sites for drug substance and drug product (continuation sheats may be used if nacessary). Inciude
name, address, contact, telephona number, registration number {CFN), DMF number, and manutacturing steps and/or typa of testing (e.g. Final dosage form,
Stability testing] conductad at the site. Please indicats whether the site is ready for inspection or, if not, when it will be ready.

58 References (list related License Applications, INDs, NDAs, PMAs, 510(kis, IDEs, BMFs, and DMFs referanced in the current application)

IND's .
INI\)A:s 76, 16-852 -8_55,._11.35&..11:355..1.7_315- 17-876, and 20-130

_FORM FDA 356h {7/97) ] Created by Electronic Document Services/\USDHHS: (101} 443-2454 EF

i172r011.mdf ' PAGE 1




r - - - o T - -

This application contains the following items: fCheck all that applyl

1. Index

2. Labeling (Check one} [ oraft Labeting {3 Final Printed Labeting

LA

3. Summary {21 CFR 314.50 (c}}

4. Chemistry section

A. Chemistry, manufacturing, and controls information {e.g. 21 CFR 314.50 {d} {1), 21 CFR 601.2}

B. Samples {21 CFR 314.560 (e} (1}, 21 CFR 601.2 {a)) (Submit only upon FDA's request)

C. Methods validation package (e.g. 21 CFR 314,50 {e) (2) {il, 21 CFR 601.2)

. Nonclinical pﬁarmacotogv and toxicology section (e.g. 21 CFR 314.50 (d) (2}, 21 CFR 601.2)

Human pharmacokinetics apd bioavailability section {e.g. 21 CFR 314.50 (d) (3), 21 CFR 601.2)

Clinical Microbiology {e.g. 21 CFR 314.50 (d} (8))

Clinical data section (e.g. 21 CFR 314.50 {d) {5}, 21 CFR §01.2)

Safety update report (e.g. 21 CFR 314.50 (d) (5} (vi} (b), 21 CFR 601.2)

10. Statistical section {e.g. 21 CFR 314.50 {(d) {6}, 21 CFR 601.2)

11. Case report tabulations (e.g. CFR 314,50 {f) (1), 21 CFR 601.2}

12. Case report forms (e.g. 21 CFR 314.50 {f) {2), 21 CFR 601.2)

13. Patent information an any patent which claims the drug (21 U.S.C. 355 {b) or (c)}

Luraralojo|alala|olalalo, ..

14. A patent certification with respect to any patent which claims the drug (21 U.S.C. 355 (b} (2) or (i} (2} 1A})

15. Establishment description (21 CFR Part 600, if applicable)

16. Debarment certification (FD&C Act 306 (k} {1}}

RIININ

17. Field copy certification (21 CFR 314.50 {k} (3})

18. User Fee Cover Sheaet (Form 3387)

_ | 19. OTHER (Specify) Withdrawal of FemHRT 0.5/2.5 Tablets

CERTIFICATION

| agres to update this application with new safety information about the product that may reasonably affect the statement of contraindications,
warnings, precautions, or adverse reactions in the draft labeling. | agree to submit safery update reports as provided for by reguiation or as
requested by FDA, If this application is approved, | agree to comply with all applicable laws and regulations that apply to approved applications,
including, but not limited to the following: .
Good manufacturing practice regulations in 21 CFR 210 and 211k, 606, and/or 820.
Biotogical establishment standards in 21 CFR Part 600.
Labeling regulations in 21 CFR 201, 606, 610, 660 and/or 809.
In the case of a prescription drug or biclogical product, prescription drug advertising regulations in 21 CFR 202.
Repulations on making changes in application in 21 CFAR 314.70, 314.71, 314.72, 314.97, 314.99, and 601.12.
Regulations on Reports in 21 CFR 314.80, 314.81, 600.80 and 600.81.

7. Local, state and Federal environmental impact laws.
If this application applies 10 a drug product that FDA has proposed for scheduling under the Controlled Substances Act | agree not to market the
product until the Drug Enforcement Administration makes a final scheduling decisions. .
The data and informatiun in this submission have been reviewed and, to the best of my knowledge are certified to be true and accurate.
Warning: a willfully faise statement is a criminal offense, U.S. Code, title 18, section 1001, .

bbb ol ol s e

S URE OF HE?WFF]CIAL OR AGENT TYPED NAME AND TITLE DATE
e 0sS ell
. ni er ) September 28, 1999
/ 1/\ 1/ ) . %ﬁr Jw:c?én ?lgcgulatory Affairs P

ADDRESS (Swréet, City, State, and ZIP Code) ‘ Telephone Number
2800 Plymouth Road, P.O. Box 1047, Ann Arbor, MI 48106-1047 { 734 } 622-2111

Public reparting burden for this collection of information is estimated to average 40 hours per response, including the time for reviewing
instructions, searching existing data sources, gethering and maintaining the data needed, and completing and reviewing the collection of
information. Send comments regarding this burden estimate or any other aspect of this collection of information, including suggestions for

reducing this burden to: P
DHHS, Reports Clearance Officer An agency may not conduct or sponsor, and a person is not
a Paperwork Reduction Project (0910-0338) : required to respond to, a collection of information unless it
N Hubert H. Humphre B“"d‘"%kﬂoom 531-H displays a currently valid OMB control number.
200 independence Avenue, S.W,

Washington, DC 20201

Plaase DO NOT RETURN this form to this address.
EQRM FDA 356h (7/97) ‘

j172r011.mdf PAGE 2




Pharmaceutical 2800 Pymouth Road  Phone: (734) 622-7000

Research Ann Arbior; M
48105
PARKE-DAVIS : December 16, 1998
NDA 21-065
Ref. No. 001
FemHRT™ (norethindrone acetate and
ethinyl estradiol tablets, USP)
Re: Original New Drug Application .
- . . UserFeeLD.No.3617 T
Food and Drug Administration Lee ’0/ Kae /
Central Document Room EC 1,8.1998 ; . :
12229 Wilkins Avenue DEC. 510 . ;:‘ DEC.1.2, ‘998
Rockville, Maryland 20852 HE ) ..
Foon oot
Dear Sir/Madam: : /;" *

¥

Pursuant to 505(b)(1) of the FDC Act, enclosed is 2 new drug application (21-065yfor

FemHRT™ (norethindrone acetate and ethiny! estradiol tablets, USP). This NDA

provides evidence for the use of FemHRT in women with intact.uteri for the treatment of

moderate to severe vasomotor symptoms associated with menopause(”
( __and prevention of osteoporosis.

N

The NDA number 21-065 was preassigned to this application on October 28, 1998,

FemHRT has been investigated by Parke-Davis under IND [Please also refer to
our approved NDA 17-876 for Loestrin® and our withdrawn NDA 13-554 Norlestrin®
for information on Nonclinical Pharmacology and Toxicology (NDA Item 5) for the
active drug substances in FemHRT (norethindrone acetate and ethinyl estadiol).

As required under the Prescription Drug User Fee Act II,-a check for{ Y(check
number, thas been sent to the Food and Drug Administration in care of Mellon
Bank, Philadelphia, Pennsylvania on December 8, 1998. The User ID number is 3617.

Parke-Davis has met with the Division of Metabolic and Endocrine Drug Products and
the Division of Reproductive and Urologic Drug Products on numerous occasions during
the development of FemHRT. These meetings, described in detail in Item 3, included an
End-of-Phase 2 meeting in July 1988, 2 meetings to further refine study design and
discuss handling of cases of endometrial hyperplasia in Study 376-359, 2 meetings to -
discuss the content, format, and fileability of the NDA, and a pre-NDA meeting in
September 1992. At the pre-NDA meeting, Parke-Davis was informed that severity of hot
flash frequency was a required endpoint for the vasomotor indigation. Since the previous

Dangion of Wamer-Lambent Company
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Food and Drug Administration

"NDA 21-065

December 16, 1998
Page 2

pivotal hot flash study (376-368) had evaluated only the frequency of hot flashes, a new
study (376-390) including severity was initiated in January 1996. At a second pre-NDA
meeting in June 1996 plans for the content and format of the NDA were discussed and an
October 1996 submission date was proposed.

In July 1996, the \facility that had been the manufacturing site for FemHRT was
closed. The manufacturing site for FemHRT was then moved to Duramed in Cincinnati,
Ohio. At aJanuary 15, 1998 meeting with the FDA, it was agreed that FDA would
accept data from batches manufactured at; Jto support the{ _{month shelf life.
Parke-Davis also agreed to submit data for 9 batches, 3 of each strength, manufactured at
Duramed. The FDA also requested that one batch of each strength must have 3-months
room temperature and accelerated data at time of NDA submission which was targeted
for December 1998.

Ms. Diane Moore of the Division of Reproductive and Urologic Drug Products (DRUDP)
notified Ms. Robin Pitts of Parke-Davis on January 9, 1997 that the trade name
FemHRT™ was deemed acceptable by the nomenclature committee and DRUDP.

Reference is also made to our letter of July 30, 1998 (IND; , ]Attachment A). This
letter outlined agreements made at the pre-NDA meeting on June 3, 1996 regarding what
electronic data files would be provided at the time of the NDA submission. On

August 11, 1998, Ms. Diane Moore of DRUDP contacted Ms. Robin Pitts of Parke-Daws
and informed her the electronic files listed in the July 30, 1998 submission were

.adequate. On December 1, 1998 Dr. Ortwerth of DRUDP requested an additional review

aid for Item 4 CMC section. In a follow up conversation on December 10, 1998 between
Ms. Diane Moore and Ms. Robin Pitts, it was agreed that this additional review aid would
be submitted by December 28, 1998.

In accordance with the September 1997 “Guidance to Industry-Archiving Submissions in
Electronic Format-NDAs,” we have submitted an electronic archive that contains the
following:

» Case Report Forms {(CRFs) for all patients who died during a clinical study or
who withdrew from a study due to an adverse event.
¢ Data Listings or Case Report Tabulations (CR Tabs)

A description of the electronic archive of the FemHRT. Electromc Regulatory Submission
(ERS) is found in Attachment B.

, }




Food and Drug Administration
NDA 21-065

‘December 16, 1998
Page 3

In addition to the User Fee Cover Sheet (Item 18), Patent and Exclusivity information
(Item 13), Debarment Certification (Item 16), and the Field Copy Certification (Item 17)
are located in Volume 1. Please refer to the attached Form FDA 356h and the NDA
Index which detail the complete contents of this NDA. At the request of Ms, Diane
Moore, Project Manager, 5 copies of Volumes 1 and 2 are provided as desk copies.

Pursuant-to 21 CFR 314.440, a complete copy of the Chemistry, Manufacturing and
Controls section of this NDA has been sent to the FDA District Offices in Newark, New
Jersey, and Cincinnati, Ohio.

Copies of all DMF letters referenced in this NDA are located in Item 4 as well as
provided immediately following this cover letter (Attachment C).

For any questions regarding this submission during the NDA review, please contact either
myself at 734/622-5000, or via FAX at 734/622-3283, or Ms. Robin Pitts at
734/622-5628.

' . Sincerely, -

Mary E. Tdylor, M.P)/ ,
Director
Worldwide Regulatory Affairs -

MET/dp

t\nda\21-065\121698-00)

_ Attachments
NDA Copies :

Desk Copies (5) Volumes 1 and 2
“Blue” Archive Vol. 1-153
“Red” Chemistry Vol. 1 and 3-21
“Orange” Biopharmaceutics Vol. 1 and 22-48 APPEARS THIS WAY
“Tan” Medical Vol. 1 and 49-109 ON ORIGINAL
“Green” Biometrics Vol. 1 and 110-53

“Maroon” Field (Newark) 1-21

“Maroon” Field (Cincinnati) 1-21 ' - *

-
-




NDA 21-102

This section is not needed or not applicable to this
application.
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NDA 21-102

This section is not needed or not applicable to this
application.
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NDA 21-102 fembhrt

Advertising and promotional materials have not been
submitted.

APPEARS THIS WAY
ON ORIGINAL
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“FemHRT” but they would commit to changing all packaging with the FDA’s suggestion of “femhrt™ as
soon as possible or within 6 months. The Divisions did not agree with this proposal because they
remained concerned that the product name would be fairly well established in the first 6 months of
marketing as “FemHRT”. The Divisions requested the firm change the name to “femhrt” immediately
for all packaging and promotional materials but clarified that we could accept the inner foil reading
“femHRT” until the new foil could be printed.

SAFETY AND RISK ASSESSMENT:

I. Aninternal study was conducted within OPDRA to evaluate the proposed proprietary name and
determine how the proposed name would be pronounced. This analysis was conducted to determine
if the new presentation of the name would still have the connotation of “heart™ associated with it.

Methodology:

~ A study was conducted for the proposed name *femhrt” involving 14 health care practitioners within
OPDRA. The participants were comprised of pharmacists, physicians and nurses. Participants were
contacted via phone and e-mail. The first group contacted, via telephone, were informed OPDRA
had an established name they were evaluat ing and wanted their interpretation of the name
pronunciation. The name was then spelled “femhrt™, at that point every participant questioned the

- spelling of the proposed name. OPDRA stated the spelling was correct and they in tum provided
their verbal interpretation of the pronunciation of the proposed name. The second group of
participants were e-mailed and informed that OPDRA had a proprietary name “femhrt” that they
were evaluating and needed their interpretation of the name pronunciation. Each individual was
instructed to telephone OPDRA with their response.

Results:

Thirteen out of fourteen individuals responded to the survey. 1% responded with the name
pronunciation that the Division most likely expected, “femhert”. $4% responded with the
pronunciation of “femheart”. 23% responded with “femert™, 1 % responded with “Femhar™ and
1% responded with [Fem “h™ “p» 4t7),

25+

20+

15417 B

104

Femheart Femert Femhert Femhar Fem “n" "¢~ "t*

Analvsis:

54% of the participants pronounced the drug name “femheart”. Most participants stated the spelling
of the drug name made no sense to them and did not appear to be grammatically eorrect and needed
to confirm the spelling prior to providing their responses. The responses did not contain any names
that had the potential-to be confused with any approved or pending drug products. The decrease in
the prominence of “hrt” appears 10 not have made a significant difference in the pronunciation of the
name. Most health care practitioners will probably pronounce “‘femhrt” as “femheart”. These
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findings substantiate the Division’s original concerns when the name was originally proposed as
“FemHRT™.

A search of the American Drug Index (43rd Edition), Physicians’ Desk Refcrc'nco [53 Edition; 1999]
and Drug Facts and Comparisons (Updated Monthly) for potential sound-alike or look-alike names
to approved drugs was completed. The findings were discussed in a focal group within OPDRA.

In OPDRA’s opinion,; tand Femstat, could possibly pose a problem with confusion when
written. OPDRA believes a written analysis would be needed to assess the degree to which these
proprietary names might be confused. (i.e., overlapping strengths, etc.). Written analysis studies
require more review time and due to time constrains with this review, a written analysis was not

performed.

A search of the Agency’s internal databases, Establishment Evaluation System (EES), Drug Product

.Reference File (DPR), and the Labeling and Nomenclature Committee database (LNC) for potential

sound-alike or look-alike names to unapproved/approved drugs did not reveal any potential problems
with sound-alike/look-alike issues.

RECOMMENDATIONS:

1.

From a safety perspective, OPDRA believes the use of the proposed proprietary name “‘femhrt”
poses no significant safety risk.

Aﬁer review of the results of the study, OPDRA concludes “femhrt” will most likely be
pronounced as “femheart”. From a promotional perspective, OPDRA believes this is
unacceptable. The firm may possibly promote cardiac claims given “heart” is associated with
the pronunciation of the name. In addition, the name may also be considered misleading in that
it implies some effect on the “heart”.

We recognize the Division’s decision to accept the name “femhrt™. 1f this name is utilized,
OPDRA recommends the firm be requested to introduce the phonetic spelling of the
pronunciation of “femhrt” on promotional, carton and insert labeling (i.e. fem ert). This might
diminish the likelihood of mispronunciation of the name as “femheart™ and hopefully help
elimir.ate the concerns surrounding the cardiac promotional claims.

APPEARS THIS WAY
ON ORIGINAL



If you have any questions concerning this review please contact Carol Holquist at 301-827-3244.

I /ST )

Carol Holquist, RPh I’
Safety Evaluator
Office of Post-Marketing Drug Risk Assessment

Concur:

‘f /S[ j'ﬂlih@

Jerry PHillips, RPR
Associate Director for Medication Error Prevention
Office of Post-Marketing Drug Risk Assessment

CC:
Office Files
HFD-510; Lanh Green, Safety Evaluator, DDRE 11, OPDRA
HFD-580; Denise Toyer, Safety Evaluator, DDRE 1I, OPDRA
HFD-400; Jerry Phillips, Associate Director, OPDRA
HFD-400, Peter Honig, Deputy Director, OPDRA
HFD-002; Murray Lumpkin, Acting Director, OPDRA

APPEARS THIS WAY
OM ORIGINAL
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Memorandum to File

To: NDA 21102 (NDA 21065 in Division of Reproductive and Urologic Drug
Products) !
A / Lt P
From: Joanna K. Zawadzki, M.D. /Q / j
Medical Officer . §
Division of Metabolic and Endocrine Drug Produc;s'{:— / ]
_ : : . " e
Subject: Breast Cancer Ascertainment in NDA Medical Officer Review 7
Date: 11/3/99

In the NDA medical officer review, this medical officer had raised a concern about the number
of breast cancers in patients treated with norethindrone acetate ethinyl estradiol (NA/EE) as
compared to the numbers of - breast cancers in patients treated with placebo. To evaluate this
issue further, the breast cancer data were discussed with epidemiologist Bruce Stadel, M.D.,
M.P.H. and rates of breast cancer in the different study arms were compared. (See attached
table.) 4/566 patients on NA/EE were diagnosed with breast cancer versus 0/137 patients on
placebo in Study 376-359 (p=.4193, by Fisher’s exact test.) Study 376-343 is more difficult to
analyze as it was an open-label study, but 3/41 on NA/EE vs. 0/10 on placebo is also not
significant [p=.5119 by Fisher’s exact test.] Also, if the two studies are stratified, p=.35. Thus,
it is difficult to discern a significant difference in the ascertainment of breast cancer between the
randomized drug and placebo-groups. These findings do not raise concern that the relationship
between this drug and breast cancer is different from other studies of estrogen and breast cancer.

APPEARS THIS WAY
ON ORIGINAL
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Number (%) of Subjects in Osteoporosis Studies and Breast Cancer Ascertainment

(adapted from Tables 7 [ISS p. 26 of 86], Table 12 [ISE p.38 of 162], App. C 4-6 [pp662-4])
* The 10 meg EE treatment group was terminated early due to an unacceptably high rate of endometrial hyperplasia.

Study Placebo Fem HRT (mgNA/EEmcg) total EE (mcg) Total | MPA { Total
: Fem : EE /CEE
- HRT '
0.2/1 | .5125 [o0.5/5 |15 510 [ 1110 [ 120 1 25 5 10°

376:343 it o R R EEN S R K
-Randomized'|~ ¥ IRl R TR NN RS

At 12 Y TN 12 13 ]

months 1

Open-label |3 9 n 13 3

Year 5 5 9 9 12 1

# Patients ] ] 1

with Breast i | rasmy | a73)

Cancer !

(study day ) !

"376-359 17 13 e 0 A LIPS ERI 1

:Randotnized. | ,
Intent To 123(90) | 119 120 124 118 19 19 121 101 1065
Treat (ITT) (86) | (88) (85) 81 @) |68 (@6 | (84)
Observed at | 109 (80) 103 110 i 105 108 111 2 60 931
12 months (76) (81) (76 (72) {(m @8hH (79) (42) 4
Observed &t | 97 () 99 (71) | 99(73) 102 98 96 (68) | 92(67) | 105 14 802
24 months (70) (68) () | (9 (65)
Evaluable at | 98 (72) 94 (68) | 93 (68) 96 (66) 92 (63) 92(65) | 96 99(70) | 51(36) 81t
12 months _ (70) (64)
Evaluable at | 86(63) 86 (62) | 85(62) 89 (61) 88 (61} 81(57) | 80(58) | 90(64) | 10(7) 695
24 months (55)
# Patients 0 ] 1 1 1 ] [ 0 !

g‘l}l‘cBreaS‘ @o1y | (143) (552) (393) 14y | (380 (67) |

er
(study day )




MEMORANDUM TO FILE

Subject: femhrt - NDA 21-102 (NDA 21-065)

Final Labeling Negotiations

Order of Tables in Medical Officer Review of NDA 21-102 /“j
From: Joanna K. Zawadzki, M.D. r l g/

: Dms:on of Metabolic and Endocnne Drug Products ‘< KT

Date: 10/1 9/99’

Final Labeling Negotiations

As noted in the NDA Review, a Telecon between the Division of Metabolic and Endocrine Drug
Products (DMEDP) and the sponsor was held on 10/7/99. The Division firmly maintained that
for safety reasons only the 1/5 mg norethindrone acetate/mcg ethinyl estradiol dosage would be
approved. The sponsor held a Telecon with the Division of Reproductive and Urologic Drug
Products on 10/8/9% and that Division was also. willing to approve the 1/5 mg norethindrone
acetate/mcg ethinyl estradiol dosage only. Another Telecon with the sponsor-took place on
10/13/99 with both Divisions present. After this Telecon, the sponsor submitted revised
physician and patient labeling for the 1/5 mg norethindrone acetate/mcg ethinyl estradiol dosage.
There were several revisions of these labels, which were discussed jointly by both Divisions with
the sponsor on 10/14/99. The major revision recommended by DMEDP after discussion with
the statistician David Hoberman, Ph.D., was the presentation of the bone mineral density data:
DMEDP recommended the use of “percent change in BMD” rather than{™ ) T

| ~which the sponsor had selected. The reasons for the “percent change in BMD”
selection were greater simplicity and greater analogy to other labels. In addition, DMEDP
recommended comparing the placebo and 1/5 mg norethindrone acetate/mcg ethinyl estradiol
dosage BMD percent change at 12 and 24 months, rather than comparigf

L ‘ _JThis presentation of the data was clearer and closer
to the actual objectives of the two-year clinical trial. Final agreement regarding the physician
and patient labels was reached on 10/15/99 and the approval letter for the 1/5 mg norethindrone
acetate/mcg ethinyl estrad:ol dosage (femhrt™) was signed.

Order of Tables in Medical Officer Review of NDA 21-102

Please note: Many of the tables in the NDA review are copies of tables in the NDA. The
ongmal table numbers and titles are retained, though these tables are often not in the same order
as in the original NDA. :

Distribution of NDA 21 102 Medical Officer Review:

Archival: HFD580/NDA 21-065; HFDSSO/Daws/Mann/Ranck/Spelllesane
HFDS51 O/Sobel/Troendle/Hoberman/GaJhers/Zawadzlu

NDA 21-102 ; HED-SlO/dnv fle

¥

-
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NDA 21-102 femhrt

Clinical audits were conducted for NDA 21-065 at the reqeust of DRUDP, and
they included this NDA. -

APPEARS THIS WAY
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NDA 21-102

The Division Director’s signature on the action letter replaces
this memorandum.

APPEARS THIS WAY
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NDA 21-102

The Team Leader’s signature on the medical review replaces
this memorandum.
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Pharmaceutical 2800 Ptymouth Road  Phone: (734) 622-7000
Research Arm Arbor, Mi
25105

@ARKE'DA\"S ) ' September 28, 1999

U a.s [ NDA21102
Lo et = Ref No. 001
S FemHRT

Solomon Sobel, M D. C
Director
Division of Metabolism and Endocrine
Drug Products (HFD-510)
Center for Drug Evaluation and Research
Office of Drug Evaluation II
Attention: Document Control Room 14B-04
Food and Drug Administration
5600 Fishers Lane
Rockville, Maryland 20857

Dear Dr. Sobel:
We refer to our files fo_r FemHRT and to NDAs 21-102 and 21-065.
Due to the current uncertainty with regard to the recent issue of patent “jand its

possible impact on the_ " he/ FemHRT, we have
decided to discontinue pursuing its registration at this time.

Therefore, we request that the FemHRT; foe withdrawn from both NDA _
21-065 and 21-102 without prcdjudlce We wish to continue ongoing registration
activities for the FemHRT 1/5 andLF_{tablet strengths and look forward to the
completion of the Agency’s review of these two dose strengths.

Withdrawal of the] ifrom both NDA 21-065 and 21-102 precludes
the need to update our NDA patent disclosure for this product.

Shouid this dose strength become viable again at a later date we W111 submlt an sNDA
for FDA’s review,

Please call either Mr. Ross Lobell 734/622-2111 or Ms. Mary Taylor 734/622-5000 or
send a facsimile to 734/622-3283 should you have any questions regarding.this
submission.

Sincerely,

@m kel

Ross Lobell
I Senior Manager
Worldwide Regulatory Affairs

¥

RL:kb 09 28-1999\RN-00I\2| 102\Cl-0376\!..ener
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FemHRT NA-EE 1of2
Tablets

ITEM 13.2.
Request and Justification for 3-Year Marketing Exclusivity

Warner-Lambert Company requests 3 years of market exclusivity for FemHRT™
(hormone replacement therapy, hereafter referred to as HRT). Warmner-Lambert Company
certifies that the az:tive ingredients in FemHRT™, norethindrone acetate and ethinyl
estradiol, meet the criteria for the exclusivity period specified in 21 USC
§355()(4X(D)(iii) and 355(c)(3)(D)(iii), specifically:

1. No drug product containing the same strengths of active ingredients, norethindrone
acetate and ethiny! estradiol, in combination, have been previously approved for
which approval is sought in this application. The combination of active ingredients,
norethindrone acetate and ethinyl estradiol, have been previously approved.

2.a. Four new clinical investigations, other than bioavailability and bioequivalence
 studies, were submitted to support this application. Warner-Lambert Company
“certifies that to the best of applicant’s knowledge, these clinical studies have not
formed part of the basis of a finding of substantial evidence of effectiveness for a
previously approved new drug application.

b. The new clinical investigations can be found in Item 8 of the application,
NDA No. 21-0635, filed concurrently herewith,

3.a. Item 8 of the application, NDA 21-065, filed concurrently herewith, list all
published studies and publicly available reports of clinical investigations known to
the applicant that are relevant to support this application.

b. Warner-Lambert Company certifies that applicant has thoroughly searched the
scientific literature and that the list of published studies and publicly available
reports is complete and accurate.

c. Wamer-Lambert Company certifies that, in applicant’s opinion, the present
application could not have been approved without the new clinical investigations.
The published studies noted in 3.a above are not sufficient to support the approval
of the application. ’

]

DM_FILE/CI-0376 (GLW34498h)
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4.  Warner-Lambert Company is the sponsor named in Form FDA 1571 for

IND’ Junder which the clinical investigation identified in 2 above was
performed.

APPEARS THIS WAY
ON ORIGINAL
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Printed by Enid Galliers
Electronic Mail Message

Date: 15-0ct-1999 01:24pm

From: Ross Lobell
ross.lobell@secure.aa.WL.com

Dept:

Tel No:
TO: Enid Galliers { galliers@Al )
CC: Joanna Zawadzki - ( zawadzkij@Al )

Subject: NDA 21-102 Package Insert

Dear Enid:

i have inserted the new chart for Mean per cent change BMD, Rather than
send a replacement page, | thought it would be easier to send the entire
revised file. Dornette is out today and Diane Moore is filling in. She is
not currently on secure e-mail. Could you forward a copy of this latest
version to her as well.

thanks.

<<FDAS24 1-5 -0ct1599Final .DOC>>

Ross Lobatl

Sr. Manager, Worldwide Regulatory Affairs
Ph. 734-622-111

FAX 734-622-32283

"Wr-'4Secure Server <secure.cder.fda.gov>" made the following
] ‘ons on 10/15/99 13:24:08

[INFO) — Access Manage.:

This message was sent by Parke-Davis across the Internet in encrypted format across the CDER mail VPN and successfully decrypted at COER.

APPEARS THIS WAY
ON ORIGINAL

¥
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Printed by Eni;:l Galliers
Electronic Mail Message

Date: 15-0ct-1999 10:50am

From: Ross Lobell
ross.lobell@secure.aa.WL.com

Dept:

Tel Ne:
TO: Enid calliers '( gallierseal )
TO: Joanna Zawadzki - { zawadzkij@al )

Subject: NDA 21-102

| have updated the PI's again this morning based on some additional minor
comments from Dr. Davis, These 2 documents are attached. It is also being
faxed to DRUDP this morning, -

<<INFORMATION FOR THE PATIENT1014.doc>> <<FDAS24 1-5 -oct129%
alternative.DOC>>

Ross Lobel!

Sr. Manager, Worldwide Regulatory Affairs
Ph. 734-622-111

FAX 734-522-32283

"WorldSecure Server <secure.cder.fda.gov>" made the following
annotations on 10/15/99 10:50:44

[INF~* — Access Manager:
™ sage was sent by Parke-Davis across the Internet in encrypted format across the CDER mail VPN and successfully decrypted at CDER.

APPEARS THIS WAY
ON ORIGINAL
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NDA 21-102 femhrt

For additional safety evaluation, refer to the Medical Officer's Review
of NDA 21-065 femhrt. -

'APPEARS THIS WAY
ON ORIGINAL
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'NDA 21-102 fembhrt

The safety update for the studies covered by this application was submitted on
April 15, 1989, to NDA 21-065 and was reviewed by the medical officer in
DRUDP assigned to that NDA. Dr. D. Davis found the safety update satisfactory
in his review dated October 14, 1999, of that NDA.

APPEARS THIS WaY
ON ORIGINAL




Printed by Enid Galliers
Electronic Mail Message

Sensitivity: COMPANY CONFIDENTIAL Date: 06-0ct-1999 01:41pm
From: Enid Galliers
GALLIERS

Dept: HFD-510 PKLN 14B04
TelNo: 301-827-6429 FAX 301-442-9282

TO: ross.lokell@secure.aa.wl.com

Subject: N21-102 Tx PMO-related labeling changes (10/06/99)-JZ
Ross:

The osteoporosis-related labeling changes - with our rationale - are in the attachment.
Dr. Z hopes we can still discuss them tomorrow at 10:30 AM. Please advise.

Thanks,
Enid

APPEARS THIS WAY
ON ORIGINAL
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Printed by Enid Galliers

Electronic Mail Message

Sensitivity: COMPANY CONFIDENTIAL Date: 01-0ct-1999 01:53pm
From: Enid Galliers
GALLIERS
Dept: HFD-510 PKLN 14B04

- TelNo: 301-827-6429 FAX 30{1-443-9282
TO: ross.lébell@SECURE.aa.wl.com .

Subject: Labeling Changes related to ostecporosis

Dear Mr. Lobell:

Changes concerning the osteoporosis sections of the labeling for NDA 21-102/NDA 21-065 are
attached.

In addition, Dr. Zawadzki would like to know if you have data on beginning and ending heights of
study participants. .

Finally, do you have an estimate of the time frame for responding to the questions we asked you
on September 297

We received your communication withdrawing —7

I am using secure email to send this because Dr. Zawadzki and | have now been given access to
the secure server,

Thank you,

Enid Galliers

Chief, Project Management Staff

Division of Metabolic and Endocrine Drug Products, ODE li, CDER
Phone: 301-827-6429 ’
FAX: 301-443-9282

APPEARS THIS WAY
ON ORIGINAL




Printed by Enid Galliers

Electronic Mail Message

Date: 01-0ct-1999 01:03pm
From: Joanna Zawadzki

ZAWADZKIJ
Dept: HFD~510 PKLN 14B04
. Tel No: 301-827-6430 FAX 301-443-9282
Subject: Labeling Recommendations
Enid,
Altached are the revised fabeling recommendations.
Joanna
APPEARS THIS WAY

ON ORIGINAL

¥
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Labeling Recommendations — Division of Metabolic and Endocrine Drug Products

9/27/99 — Revised 9/30/99 after withdrawal of]

—

Specific recommendations for the physician label for norethindrone acetate/ethinyl estradiol
regarding the osteoporosis indication are listed below. In addition, several recommendations
regarding nomenclature are also made. Page numbers refer to page numbers in the physician
package insert, as submitted in Volume 1 of the NDA. We have Jjust received a copy of the
currently updated label forwarded by the sponsor to the Division of Reproductive and Urologic
Drug Products and we will be discussing additional changes with them intemnally.

CHANGE

REASON

Page 13 of 32:

Delete(_ ‘ )

Reference to the namg - fhas
been removed from the label by HFD-580. An
acronym in the label may confuse the clinician.
A more specific description of the studied
population provides the clinician with a
clearer, potentially more applicable reference
to a patient the clinician may choose to treat
with the drug.

Page 13 of 32:

Insert “A total of 283 postmenopausal women
with intact uteri and normal baseline bone
mineral density ( mg/ce) were
randomized to FemHRT 1/5 mg
morethindrone acetate/mcg ethinyl estradiol

" placebo, and 87% contributed data to the

Intent-To-Treat analysis. All patients received
1000 mg calcium in divided doses. Vitamin D
was not supplemented.”

A more specific description of the studied
population provides the clinician with a
clearer, potentially more applicable reference
to a patient the clinician may choose to treat
with the drug.

Comments to sponsor:

(1) Please supply the correct baseline BMD
for this randomized population ( 1/5 (mg
norethindrone acetate/meg ethinyl
estradiol) dose and placebo).

(2)ﬁ

(3(
L J
(4) Please print in bold “mg” and “mcg” to
minimize confusion about the dosages of
norethindrone acetate/ ethinyl estradiol
(5) The low supplementation with calcium and

absence of vitamir*D supplementation may

partially explain the BMD loss in the placebo




¥

group.

Page 13 of 32:

Insert
“(mg norethindrone acetate/mcg ethinyl
estradiol)”’}

The inclusion cf this description minimizes
confusion about the relative contributions of
the progestogen and estrogen in this
combination.

Page 14 of 32: *

Delety”

(1) The original protocol was designed to
compare the BMD of each treatment group
to placebo. The original protocol was not
designed to account for multiple
comparisons of different treatment groups.

(2) The| _fare not mentioned
in this section.

(3) Including this reference is confusing to the
clinician, particularly since .
[ )

f S

Page 14 of 32:
Please note the following inserted comment:

[Note to sponsor: Please change ordinate label
to “Percent Change in Lumbar Spine Bone
Mineral Density from Baseline (+SE)” and
change table accordingly.)

{ should be removed from the table, ]

(1) Quantitative computerized tomography is
often uscd in research studies, but less
commonly used in clinical practice.
Clinicians may not be familiar with the
units.

(2) Other labels for drugs with the
osteoporosis indication depict “percent
change.” We understand that the

. sponsor’s primary efficacy for BMD was
change in BMD and not percent change in
BMD. However, we are trying to maintain
consistency across labels to simplify the
message for the practicing clinician.

(3) Inclusion of doses not approved for

" osteoporosis would be confusing to the
clinician,

Page 14 of 32:

Please note the following moa‘xf ed figure
legend

FIGURE 4. Percent Change in Lumbar Spine

Bone Mineral Density +SE) From Baseline at
Month 12 and Month 24

Title of figure should reflect the presented data.

Page 14 of 32:

Please note the following inserted comment:

For consistency in the osteoporosis label, the
FDA statisticians Rave recommended the

depiction of the Intent To Treat analysis in the



[Note to Sponsor: Data presented should
be based on Intent to Treat Analysis with Last
Observation Carried Forward.]

label, as this analysis is preferred by the FDA.
Please see “E9 Statistical Principles for
Clinical Trials”, Federal Register, Vol. 63, No.
179, 49583-98, 9/16/98

Please also submit a copy of the Intent-to-Treat
Analysis at 12 months for FDA review, as it
was not included in the NDA.

General change:.
Order of active ingredient presentation as
NA/EE.

The Division of Metabolic and Endocrine Drug
Products understands that the sponsor has
discussed this issue with the Division of
Reproductive and Urologic Drug Products.
However, we must comment, as we too feel
that placing the progestogen before the
estrogen has a precedent in a drug marketed for
oral contraception but not in a drug marketed
for osteoporosis. The change in the order of
the estrogen and progestogen, particularly
since there is a 1000 fold difference between
the estrogen and progesterone dosage strengths
though the actual numbers are of the same
order of magnitude, could be misleading to the
clinician.

General change:
Change of Proposed Trade Name FemHRT

The Division of Metabolic and Endocrine Drug

Products finds this trade name potentially

misleading to the clinician because of the

possible implication of “heart” from “HRT".

(1) Current data regarding the cardiac
protective effects of estrogen are still
controversial.

(2) This NDA was not designed with lipids as
a primary efficacy outcome. In general, it
is still controversial whether the
improvement seen in the lipid profile with
estrogen therapy confers a benefit.

(3) In addition, the ‘HRT’ acronym is a
common abbreviation for hormonal ,
replacement therapy which may be also
potentially misleading to clinicians.
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TELECON

NDA 21-102 FemHRT (NETA/EE) tabs 29 Sept. 1999

Between Ross Lobell, P-D (734-622-2111)

AND Joanna Zawadzki, MD, DMEDP
Enid Galliers, CPMS

-

We called to request the following additional information regarding the osteoporosis study:

1. Corrected data in Q 3 - Did they have a population for women age 30 and women of
comparable-age by the same methodolgy for bone density?. Need reference values. How does
the study population compare with the general population, age 30, using the same methodology?

2. In the study report, P. 48, Study 359 do you have the percent responding to tx at 12 and 24

months, the same responder data for the ITT analysis?

3. When you provide characteristics for treatment and placebo groupsl, do you have the values for
the whole group baseline characteristics, LS BMD, for everyone who was randomized? Looking -

for the average value across the population at baseline.

P-D wi]l'i'espond as soon as the information is available. It may take a day or two.

’
i,

/S/

Enid Galliers

Ce: Orig. NDA 21-102
HFD-510/div. File
HFD-510/EGalliers/JZawadzki

APPEARS THIS WAY
ON ORIGINAL
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facsimile

TRANSMITTAL

to: Ross Lobell, P-D

fax #: 734-622-3283

re: Réquest for osteoporosis information for NDA 21 102
date: 24 September 1999

pages: 8 (including cover page)

Please call if you have any questions.

Thank you.

THIS DOCUMENT IS INTENDED ONLY FOR THE USE OF THE PARTY TO WHOM IT
IS ADDRESSED AND MAY CONTAIN INFORMATION THAT IS PRIVILEGED,
CONFIDENTIAL, AND PROTECTED FROM DISCLOSURE UNDER APPLICABLE
LAW.

If you are not the addressee, or a person authorized to deliver this document to
the addressee, you are hereby notified that any review, disclosure, dissemination,
‘copying, or other action based on the content of this communication is not
authorized. If you have received this document in error, please notify us
immediately by telephone at 301-827-6430 and return it to us by mail at the
address below. Thank you.

Division of Metabolic and Endocrine Drug Products

Enid Galliers

Chief, Project Monagement Stoff (HFD-510)

" DMEDP, ODE Il, CDER, FDA

—_ 2 5600 Fishers Lane, Rm 14B-19

ac- Ow é :?ZE?‘ 09—!4 ’ J ?Q Te | Rockville, MD 20857
H (ors 301-827-6429
MFD-5I0 §Gall Faxc 301-443-9282



9/24/99

Please provide the following clarifications regarding NDA 21-102 (FemHRT), referring to
Study 376-359: )

1) Is quantitative computerized tomography method in Study 376-359 single energy or dual
energy?

2) Patient Disposition — Table 10, Study 376-359

Please claﬁfy definition of completed study, as n for completed study differs from n for
completion of 24 months.

3) Intent-To-Treat Analysis— please clarify corrected data vs uncorrected form 5
What is Form 5 data?

4) Please indicate where in NDA the following data can be found:

Table of Baseline Patient Characteristics (similar in design to Table 13 — Patient
Characteristics for Evaluable Patients) for all randomized patients, with p-values for
across groups comparisons

Table of Patient Characteristics (similar in design to Table 13 — Patient Characteristics
for Evaluable Patients) for all randomized patients who contribute to Intent-To-Treat
analysis, with p-_va]ues for across groups comparisons

5) Tables comparable to Table Appendix C-4, Table 17, Table Appendix C-5, Table 14 for
Intent-To-Treat, Observed Cases, and Evaluable Analyses with p-values for percent
change from baseline:
p-Value (NA/EE or EE vs Placebo)
p-Value (Follow-up vs Baseline)

95% Confidence Interval (NA/EE or EE vs Placebo)
p-Value (NA/EE vs EE) '

See attached copies of tables with annotation.

6) Please provide mean baseline jumbar spine bone mineral density + SD for all randomized
patients and also for all randomized patients who contributed to Intent-To-Treat Analysis.

7) Please provide mean + SD T-scores (comparison to younger (30 year old), sex-matched
controls) and Z-scores (comparison to age-matched and sex-matched controls) for bone
mineral density for all randomized patients and also for all randomized patients who
contributed to Intent-To-Treat Analysis, if available.

Please provide above data in WORD on disc, also fax hard copie§, or send via secure
Thank you. ‘

¥
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gé Quss7eon/ 2
Eg TABLE 10. Patient Disposition
8 8 [Number (%) of Patients]
B NA/EE Treatment Group, mg/pug EE Treatment Group, ug
5 Plecebo —0 o 05125 1S 1710 i X E g Overl
Randomized to Trealment 137 139 136~ 146 145 141 137 14y 143 1265
Withdrawals : . '
Adverse Events 410) 140 1L @® 250D 2807 18 (13) 16 (1) 19 (13) 30 21) 171 (14)
Sponsor Request' o@ O0©@ 0@ 0 @® 0O 0 (0 ©0(@® ©0 (@ 96N 9 (8
Personal Reasons 6 B 12 9 11 (8) 7 (%) 10 (M oM 13O 7 (5) s () 81 (6
Lost to Follow-up 4 6 @H 6 @ 6 W 5 O 6 @@ 5 ¥ 32 4 03 4 @
Lack of Compllance 2 3@ 4@ 20 3O 6 (@ S @ 8 @® 2 3O
Lack of Bfficacy 3@ o0@© 1( 0® 0O 2 Lt o0o® o0@® 7T M
Death o 2@ o ©® O @©® 0 (O o@ ©0 @ O @©® ©°0© 3O
Administrative Reasons 0 (@ 1 (1) O @ o0 ® 0 M@ o@©@® O0 @ o0 @©® 1 2 @O
Unable to Blopsy o@ o0 (@ O0@® t o (0) o @ 0@® 0 @©® 1M 2O
Total Withdrawn 30 (22) 38 (27) 33 (24) 41 (28) 42 (29) 42 (30) 41 (30) 37 (26) " 139 (97) 442 35
Months of Treatment Completed® .
Month 6 127 ©3) 127 (1) 120 (88) 128 (88) 116 (80) 124 (38) 122 (89) 129 (91) 98 (69) 1091 (86)
* Month 12 119 (87 114 (82) 110 (81) 117 (80) 1 109 (77) 112 (82) 115 (82) 47 (33) 954 (75)
Month 18 110 (80) 109°(78) 105 (770 113 (77) 107 (714) 101 (72) 101 (74) 11 (79) 14 (10) 871 (69}
Month 24 93 (68) 86 (62) 92 (68) 93 (64) 93 (64) 86 (61) 84 (61) 92 {65) 3 @) 722 (57)
Completed Study 108 (79) 102 (73) 103 (76) 105 (72) 103 (71) 99 (70) 96 (70) 104 (74) 4 (3) 824 (65)

8 The 10 pg BB treatment group was terminated early (per prot

b Patient’s last day on drug = number of months x 30 daya/month

acol) due to an unscceptably high rate of endometrial hyperplasia.

St
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TABLE 13. Summary of Patient Characteristic

g for Patients Wiu@valuab

(o]
_ le Bone-Mineral Density Daty oS T RIS “Zg
Month 24 VY ek
NAJEE Tresiment Group, mg/pg EE Treatment Qtovp, pf
Plassbo oS8 s 170 Overell E
Number of Patlents 86 85 89 , 1] 698 :I
With Evaluable —
Dala"
Y LS
Age, ¥r
Mean (8D} 51.9 0.9 51.7 4.1 $2.0 (3.6) 5.1 A9 512 4.1) 1.9 (42) 519 0% 20 A9 U
Medlan (miln,max} 53 {43,61) 51 {40,64) 53 (40,60 3 (42,39 41 (42,61 53 52 52 (40,51 51 (40,64)
Months Since Lut Menstrual Period A ﬂ
. Mean (8D} 312012 331160y 293169 103 (18.4) ey 303019 12.5(19.2) 316172
Median (min,max) 300 (2,66) 13.0 (4,61) 310 (1.62) 210 (559 24,5 (4,65) 13.0 (5,60) 265 (3.0 32.0 (1,10%) 400 (1,108)
Race, 0 (%) ‘ . ' D
© White 8 0N 8 O 85 (96) 16 (99 i 1% 46 66y (99
Black 1) 14 2 @ 0O 1 I 2 1
Other 2 @ 4 9 2 @ 2 2 3 2 n o 3
Physlcally Actlve, n (%) .
Yo s (66) s o9 o an % 60 $3 46 st 7 a6 (64 d
No ’ 29 34 10 (9 25 (1) 35 (40) 28 3 39 3 49 (6
Smoking History®, 0 (%) Tj
Nover 1% 49 16 (42) 0 {56} 15 (40) 4 34 44 M4 (AN .
Stopped 24 8 2 03 22 a% 26 (30) 28 2 1) 208 (30)
Light § (6 5 (6 4 @) 3 (3 3 1 L] 2 ®
Moderate 16 (U9 1o ud e b 14 (16 6 8 9 85 ()
Heavy ) 6 M s @3 toan 3 3 s s O
Systolic Bload Pressure, mm Hg o
Mean (3D) 170 (3.9 120 (7. 1He (13.2 121 (14.7) 124 19 e 120 (14.49) ﬂ
Diastolic Blood Pressure, mm Hg . )
Mesn (SD) 155 0.5 165 B4 152 38 T8 (38 16.5 (8.2) 158 @) 158 B8 167 (0.6 158 (8.6 |}
Welght, ks
Men(9D} 649 8.6 656 9. 647 B9 648 9.9 666 89 62 0D 65.5 (9.6) 62 00 S:]
Heght, em D
Mean (3D) 1642 (1.4) 1638 (3.9 163.0 (0.9 - 163.9 (6.6) 164.9 (6.1) 163.4 (5.8) 164.4 (6.4 1640 (6.5)

SD= Standacd devistion.

3 The 10 pg BB group wa torminated early {p
p‘ 5 cigpucnuddq; 4

ar protocof) due to AN unsccepiably high rate of endomerrisl hyperplasie.
Ho 20 cigareties/dny; Heavy = 221 clgeretterlday.
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APPENDIX C.4

SUMMARY OF MEAN (SE) AND ADJUSTED (LEAST-SQUARES ESTIMATE)

MEAN (SE) CHANGE IN BONE-MINERAL DENSITY (MG/CC) BASED ON CORRECTED DATA IF AVAILABLE

INTENT-TO-TREAT POPULATION
Time ' Placebo . NAJEE Treatment Group EE Treatment Group
: 0.2/1 0.572.5 1/5 1710 R 1 N 25 5 i
Mean Bone-Mineral Density
Month 24 ’
N 123 119 120 124 t1s 119 120 . 121 101
Baseline 119.5 2.03) 1202 (1.79) 119.8 (1.85) 117.8 (1.56) 119.4 (1.86) 119.2 (1.73) 116.9 (1.63) 119.1 (l.7§) 120.2 (1.96)
Follow-Up 111.8 2.14 1169(1.71) 117.4 (1.80) 121.0 (1.86) 1242 (2.06) 1169 (1.96) 114.4 (187D 1172 2.08) 123.0 (2.08)
Changs From Baeeline 2T 24) A3 (1.45) 24 1.37) 3.1(1.29) 4.2 (1.32) 29(143y 25007 -1.8 {1.57 2.3 (0.90)
orcent Change 63 (1.10)  21(103) 08(1.49) 30 (LI 4.5 (113 2001270 20092 09(1.56) 2.5 0.79
Adjusted Mean Bone-Minerat Density
Month 24 . .
N 123 119 120 124 113 119 120 12t 101
Change From Baseline -5.7(1.16) -1.8 (.19 0.8 (1.18) 4.6 (1.16) 6.5 (1.18) =16 (119 -12 (.18 0.2 (1.1% 4.4 (1.28)
p-Value* (NAJEE or EE va Placebo) - C0.0308°  0.0046 0.0001 0.0001 0.0207 0.0098 0.0012 0.0001
p-Value* (Follow-up va Baeeling) 0,001 0.1206 05079  0.0001 0.0001 0.1817 0.3205 0.3958 0.0007
95% Confidence Intecval® (NA/EE or
EB vs Placebo) -- [0.3, =} (1.4, o) [6.8, o] [8.6, =) {0.6, =] 1.0, oo] 2.0, =) (6.4, o)
.p-Value‘ (NA/BE v1 EE) - - 0.8740 0.8123 0.0034 0.2185 - - - -

$E = Standard error,
The 10 pg EE treatment group was terminated early (per protocol) dus to an unscceplebly high rate of endometrial hyperplesia.

The null hypothesis is that the mean changes in the NAJEE or EE treatment group is 5 to the mean change in the placebo group.

.
*  The null hypothesia ia that the mean change from baseline i equal to zero.

4 For difference in mean chenges between the NA/EE or EE trestment group and placebo group; 1-sided confidencs interval.
*  The null hypothesis is that the mean changes in the NA/EE and corresponding EE treatment groups are equal,

p-values for percent change from baseline:
p-Value (NA/EE or EE vs Placebo)
p-Value (Follow-up vs Baseline) :
95% Confidence Interval (NA/EE or EE vs Placebo)
p-Value (NA/EE vs EE)

1Z1£0-07L 94
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TABLE 17. Summary of Mean (SE) Uncorrected Form 5 Bone-Mineral Density
: Intent-to-Treat Population

121€0-0TL 3

) NA/EH Treatment Qroup, mg/pg EE Treatmem Qrqup, pg
Time Placebo o2l 05128 s 1710 ] 2.5 3 10°
Month 24 .
N 123. 119 120 124 118 19 120 12¥ 100
Baseline, mafee 124.8 (1.98) 123.4 (1.64) 125.4 (1.89) 1213 (L5T) 124.9 {1.80) 125.0 (1.6% 121.6 (1.91) 1131 (1.79) 125.7 (1.94)
Follow-Up, mgleo 1119 222 1219 (1.89) 123.4 (1.80) 128.0 (1.98) 1315 @.39) 121.4 (2.0%) I20.I,(7..08) 1209 2.09) 1294 .17
Change From Basellne, mg/co 49 (139 15 (2 20 (.37 48 (1.29) 6.5 (L.5D) _ A6 (L4 L6 (L2 2.2 (154 3.6 (1.05)
Percent Change _ S4(109) 09 O 08 (LI 40 (10D 54 (119 2.6 (1) <10 097 L4 {t29) 3.0 (0.84)
of endometriat hyperplash,
yperp . f'-c’f Ve

p-values for percent change from baseline:
p-Value (NA/EE or EE vs Placebo)

p-Value (Follow-up vs Baseline)
95% Confidence Interval (NA/EE or EE vs Placebo)

QUES 770
J

¥S

+ From Baseline in Uncorrected Form 5 Bone-

p-Value (NA/EE vs EE)
—- dation
Placeh MAJEE Treatment Oroup, mgfpg EB Treatment Group, pg

Time e TN 0SS 1710 i 2.5 3 10
Month 24

N (PE) 19 120 124 18 19 " 120 121 100

Change From Bsaeline, mglee ) 48(1.18) 020120 0501200 63({.1%) 82(1.20 -2_.3 (2n 06200 0.6(1.20) $.6(1.31)

p-Valus® (NA/EE or BB va Placebo) - 0.0094 0.0162 0.0001 0.0001 0.1786 0.0183 0.0175 - 0.0001

95% Confidence Intervel® (NA/EB or EB vs

Placebo), mgiee - [1.0, o] 0.7, o] [2.6, o] (9.4, o] {-1.0, o= 0.7, o= 10.7, o 6.7, o=
p-\laluod (Pellow-up v» Batetine) 0.0001 0.8749 0.6656 0.0004 0.0001 0.0604 0.6274 0.6416 0.0001
p-Value* (NAJEB vo EB) - 0,2087 0.9706 0.0001 0.1437 e - .- -

SE = Standard error. ‘ . .
& The 10 pg BE treatment group wai terminated early (per protocol) due to an unacceptably filgh rate of endometrial hyperplasle,

The nuil hypothesis 1s that the mean change in the NAJEE or BE treatmant group I3 < to the mean change In the placebo group.
Por difference In mean changes betwean the NAJEB or EB treatment group and placebo group; I-slded confidence {ntervsl.

]
[ ]
4 The nol§ hypothesls is that the mean change from bassline )t equal to 2ero.
®  The null hypothosis lu that the mean changes in the NA/ER and corresponding EE treatment groups are equal,




(TO91) bergysy =

ddV 1ZIE00T LRI Ty

33
L

Fan g " . »
B ey -

APPENDIX C.5
SUMMARY OF MEAN (SE) BONE-MINERAL DENSITY (MG/CC)
OBSERVED CASES DATA
. NA/EE Treatment Group EE Treatment Group
Time Placebo -
: , 0.2/) 0.52.5 15 1/10 1 2.8 3 10
' Corrected Bone-Mineral Density : : ’
Month 12 :
N : 109 , 105 TV 1 108 108 , 1 T3 60
Baseline 119.6 @23) 119.6 (1.73) 119.6 (1.96) 118.7 (1.61) 119.8 2.03) 118.9 (L.84) 117.0 (1.70) 118.3 (1.85) 119.2 (2.68)
Follow-Up C115.6 @38) 1177 (193) 119.4 (1.93) 1233 (1.81) 1249 @.1D) 1180 2.08) (16,1 (1.79) 117.8 @.01) 122.4 2.87)
Change From Baseline 3.9 0.91) 19 (109 0.1 (1.40) 46 091) 52 (1.13) 09 (109 09 @8H 05 (.03 32 (132
Percent Change 35084 15 @9 09 (2 39 0.83) 45 (1.00) 0.8 0949 0.6 075 02 @89 3.0 (1.20)
Month 24 . - :
N .97 o» 9 | 102 .98 96 7] 105 14
Busoline 120.4 (2.47) 1202 Q01) 1183 .05 [I8.7 (L.72) 117.9.Q.06) 119.3 (1.9 1163 (1.79) 118.7 (1.95) 113.4 (6.02)
Follow-Up 112.5 @.53) 1161 (1.92) 1163 (1.94) 121.2 2.02) 122.8 2.30) 16,1 Q.19 113.3 @.14 1173 2.26) 116.9 (6.76)
Change From Baseline 19 (1.43) -4 (1.66) 2.2 (1.54) 2.5 (1.41) 4.9 (1.40) A2(L7) 2928 -3 (L) 35 .20
Percent Change £4 (120 -2 (115 05 (1M 26 (12T A6 (129 20 (1.5 24 (109 05(1.7) 3.2 Q)

‘SE = Suandard error.

p-values for percent change from bzltseline:
p-Value (NA/EE or EE vs Placebo)
19)-‘Va1ue (Follow-up vs Baseline) \
5% Confidence Interval (NA/EE or EE vs P|.
p-Value (NA/EE vs EE) " "eebo)

" The 10 ug EE treatment group was terminsted early due ta an unacceptably high rate of endometrial hyperplasia.

1Z1£0-02L ¥
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W TABLE 14 Swnmary of Mean (SE) Bone-Mineral Density BEvaluable Data
g g NA/EE Treatment Qroup, mg/pg EE Treaiment Orovp, 8 )
5 Time Plaeebo 020 0.512.5 s 1o i 23 5 o
L, Monih 12 .
N 98 94 93 96, 92 91 96 99 51
o Baseline, mglce 120.5 2.36) 1200 (.80 119.1 @20y 7.8 (1. s 2.23) 117.7 @on 111e Iy e aon 1101 .99
Pollow-up, mglec 1159 (2.54). 1177 oy  1s? Q.14 1121 198 1131 (2.24) 157 @2y 1189 ass 1170 @i 1136 (3.}0)
Change From 4.6 (0.94) 2.4 (119 0.4 (15T 42 (0.39) 4.4 (1.13) 20 (.17 -1.2 (0.99) 28 097 1.5 (1.36)
Baseline, mgfce ‘
ercent Change 4.1 (085 -1.9 '(0.9%) 08 (141D 1.5 (0.85) 4.3 (1.02) 47 102y 09 (080 0.5 (0.84) A Pri))
|
Month 24
N 86 86 a5 L i LY 80 90 10
" Baneline, mgfeo 216 @.63) 1200 (198 1115 @24 182 (18D 11712 229 1182 @.19) 1164 (131} 1715 @42 1129 (8.2
Follow-up, mglee 125 2.7h 1154 Qon 1153 @00 1202 @16 1215 239 1ag @39 - 1133 239 1S3 30 1155 (8.4
Chlnn!j From 9.0 (1.54) 4.6 (123 2.0 (168 2.0 (1.49 4.3 (1.41) 3.4 {1.85) 30 (14) 2.4 (1.66) - 2.6 (380
Baseline, mglco |
ercent Change g4 (13D 3.6 (0.9% 0.2 (1.99) 2.2 (1.36) 42 (.27 2.0 (esy  27 (120 1.3 (1.82) 2.7 (3.49)
= Stndard error. .
®  The 10 pg BB treatment group was terminated ently (per protocol} due to an unacceptably high tate of endometrist hyperplash.
t
O

p-values

for percent change from baseline:

p-Value (NA/EE or EE vs Placebo)

p-Value (Foll
95% Confidence Interval
p-Value (NA/EE vs EE)

ow-up vs Baseline)
(NA/EE or EE vs Placebo)
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NDA 21-102 FemHRT A September 24, 1999
(norethindrone acetjte[NA]/ethinyl estradiol[EE] tablets) Parke-Davis

[ 4:05 - 4:10 PM

MEMORANDUM OF TELECON

FDA Participants:
Joanna Zawadzki, MD, Medical Officer, DMEDP

Enid Galliers, CPMS, DMEDP

Parke-Davis Participants:

Mary Q" Sullivan

Mary O’Keefe, Biostatistics

Ross Lobell, Senior Manager, Worldwide Regulatory Affairs

Purpose: To clarify bone mineral density (BMD) data and their presentation in labeling.

Discussion: FDA commented that the BMD data had been given in a range, and asked Parke-
Davis if they had done T-score or Z-score.

Parke-Davis replied that they didn’t know but would find out and let FDA know.

”~ / -
/5
Enid Galliers, CPMS, DMEDP

3

CC: Ong. NDA 21-102
HFD-510/div. Files

APPEARS THIS wAY |
ON ORIGINAL




Teleconference Minutes

-

Date: October 13, 199% Time: 10:30-11:30 a.m. Location: Parkiawn; Rm. I'IB-43_
NDA: 21-065 Drug: Femhrt (norethindrone acetate and ethiny! estradiol)
Indication: Hormone Replacement Therapy .

Sponsor: Parke-Davis Pharmaceutical

Type of Meeting: Guidance

Meeting Chair: Marianr_ie Mann, M.D.

External Lead: Ross Lobell

Meet_ing Recorder: Domette spcll-LcSme, NP-C

FDA Attendees: ‘

Lisa Rarick, M.D., Division Director, Division of Reproductive and Urologic Drug Products, -
(DRUDP; HFD-580) '

Marianne Mann, M.D., Deputy Director, DRUDP (HFD-580)

Dan Davis, MD, Medical Officer, DRUDP (HFD-580)

Cioria Troendell, M.D., Deputy Director, Division of Metabolic and Endocrine Drug Products
(DMEDP; HFD-510)

Joanna Zawadzki, Medical Officer, DMEDP (HFD-510)

Michael Ortwerth, Ph.D., Chemist, Division of New Drug Chemistry Il @DRUDP (HFD-580)

Venketeswar Jarugula, Ph.D., Pharmacokinetics Reviewer, Division of Pharmaceutical Evaluation [

DPE 11 @ DRUDP (HFD-580)

David Hoberman, Statistician, Division of Biometrics I @ DRUDP (HFD-580)

Enid Galliers, Chief Project Management Staff, DMEDP (HFD-510)

Terri Rumble, Chief Project Management Staff, DRUDP (HFD-580)

Domette Spell-LeSane, Project Manager, DRUDP (HFD-580)

| }

External Attendees:

Ross Lobell, Manager, Regulatory Affairs

Mary Okeeth, Statistician

Mary Taylor, Regulatory affairs

Jim Symons, Clinical group

Rochelle Hannley, Clinical Group

Rebecca Boyd, Pharmakokinetics = LA
Beth Attias, Marketing

Andy Panagy, Marketing

Randall Whitcomb, Drug Development

Byron Scott, Regulatory Affairs .

*
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NDA 21-065
Teleconference minutes
10/13/99

Page 2

Meeting Objectives:

1. To discuss the “participants report of bleeding” data in Jge proposed label.
2. To discuss the approvability of the(L

Background:

The sponsor was informed during a teleconference September 29, 1999, by DRUDP of the
uestionable approvability of the the sponsor received labeling changes omitting the
[ from the osteoporosis indication from DMEDP followed by a teleconference discussing this issue
on October 7, 1999, the sponsor submitted arguments to support the% lon October 12, 1999;
FDA requested a teleconference with the sponsor to convey the decision based on review of the
information submitted.

Discussion:

Issue #1: Reporting vaginal bleeding/spotting data in tﬁe label

Sponsor: B

* the reporting of 3-month data in the label is useful information for physicians when assessing

patients and educating them regarding the potential for irregular bleeding as a result of starting
femhrt i

FDA:
= 3-month data is not an accurate report of bleeding; 12-month data is most relevant; a chart/graph is

acceptable to demonstrate the cumulative effect that would allow for interpretation of bleeding
occurring during the first year; patients are most concerned with bleeding over time

Issue #2: Approvability of thef ]

—

[
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NDA 21-065
Teleconference minutes
10/13/99

Page 3

-

Decisions made:

= 1/5 is the lowest effective dose for femhrt

Action Items:

Sponsor to submit draft label by 3:00 p.m., 10/13/99

I

Minutes Uparer

(2

APPEARS THIS WAY.
“ON ORIGINAL ‘

¥

/S/ \‘]

“Concur¥ence, Chair

/0/2‘1/9‘{
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NDA 21-102 FemHRT October 7, 1999
{norethindrone acetate[NA}/ethinyl estradiol[EE] tablets) Parke-Davis
(. ) 10:30 - 11:30 AM

MEMORANDUM OF TELECON

FDA Participants:

Glona Troendle, MD, Deputy Director, DMEDP
Joanna Zawadzki, MD, Medical Officer, DMEDP
Enid Galliers, CPMS, DMEDP

Parke-Davis Participants:

Randall Whitcomb, MD, Drug Development

Barbara Gillman, Drug Development

Rochelle Hanley, MD, Clinical -

James Symons, Ph.D., Clinical

Mary O’Keefe, Biostatistics

Mary Taylor, MPH, Director, Worldwide Regulatory Affairs
Ross Lobell, Senior Manager, Worldwide Regulatory Affalrs
Andrew Panagy, Marketing

Elizabeth Attias, Marketing

Purpose: To discuss osteoporosis-related changes to labeling that DMEDP had sent to Parke-
Davis (PD) by secure email on October 1 and 6, 1999.

Discussion: DMEDP reiterated the reasons for the changes that had been requested.

Parke Davis referred to the DMEDP request to remove information regarding th
J)\n.e firm asked DMEDF to

explain the rationale for not approving the” { DMEDP noted that there are

L v :

L -

Paike Davis said that the labeling revised according to DMEDP’s twourecent requests would be
submitted the next day.

¥

|
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NDA 21-102 Teiecon October 7, 1999 10:30 AM
Page 2

/S/

Enid Galliers, CPMS, DMEDP .~

Cc: Orig. NDA 21-102
HFD-510/div. Files
HFD-510/1Zawadzki, GTroendle, EGalliers

APPEARS THIS WAY
ON ORIGINAL
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Meeting Minutes
Date: October 4, 1999 - Time: 4:00-5:05PM . . Place: Parklawn; Rm. 13B-45

Type of Meeting: Internal discussion

NDA: 21-065 Drug Name: fembhrt (1.0 mg norethindrone acetate and 5.0 mcg ethinyl
estradiol) Tablets

NDA: 21-102 . Drug Name: femhrt (1.0 mg norethindrone acetate and 5.0 mcg ethmyl
: estradlol) Tablets

Indications: NDA 21-065- treatment of moderate-to-severe vasomotor symptoms (MSVS) associated
with the menopause
NDA 21-102- prevention of osteoporosis

Sponsor: Parke-Davis Pharmaceuticals

NDA -
NDA/ :

‘Lisa Kummerman, Ph.D. - Team Leader,

—

FDA Lead: Dr. Florence Houn
Meeting Recorder: Ms. Diane Moore

FDA Participants:

Florence Houn, M.D., M.P.H. - Office Director, ODE III (HFD-103)

Victor Raczkowski, M.D. — Deputy Office Director, ODEII (HFD-103)

Lisa Rarick, M.D. - Director, Division of Reproductive and Urologlc Drug Products
(DRUDYP; HFD-580)

Marianne Mann, M.D. - Deputy Director, DRUDP (HFD-580)

Dan Davis, M.D., - Medical Officer, DRUDP (HFD-580)

Terri Rumble - Chief, Project Management Staff, DRUDP (HFD-580)

Diane Moore — Regulatory Project Manager, DRUDP (HFD-580)

Domette Spell-LeSane, NP-C. — Regulatory Project Manager, DRUDP (HFD-580) -

Moo-Jhong Rhee, Ph.D. - Chemistry Team Leader, Division of New Drug Chemistry II (DNDC
1) @ DRUDP (HFD-580)

Michael Ortwerth, Ph.D. - Review Chemist, DNDC II @ DRUDP (HFD-580)

Venkateswar R. Jarugula, Ph.D. - Phammagokinetic Reviewer, OCPB @ DRUDP (HFD-580)

%msnon of Biometrics I (DBI) @ DRUDP{HFD-580)

John Jenkins, M.D. — Office Director, ODE II (HFD-102)

Lee Ripper — Associate Office Director, ODE II (HFD-102)

Sol Sobel, M.D, — Director, Division of Metabol:c and Endocrine Drug Products (DMEDP I-IFD

. 510)

Leo Lutwak, M.D. Medxcal Officer, DM'EDP (I-[FD-S 10)

t
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NDA 21-065 Page 2
NDA 21-102

NDA!

ND '

Meeting Minutes — October 4, 1999

Joanna Zawadzki, M.D. - Medical Officer, DMEDP (MFD-510)

Enid Galliers — Chief, Project Management Staff, DMEDP (HFD-510)

Maureen Hess, MPH., R.D. — Regulatory Project Manager (DMEDP; HFD-510)

Lisa Stockbridge, Ph.D. - Regulatory Reviewer, Division of Drug Marketing, Advertising and
Communication (DDMAC; HFD-42)

Sammie Beam, R.Ph. - Project Manager, Office of Pharmacology Drug Review (OPDRA; HFD-400)

Carol Pamer — Safety Evaluator, Medical Errors Staff (HFD-400)

Meenng Objective: To discuss the status and ha.ndlmg of four NDAs that are currently being reviewed
in both DRUDP and DMEDP. '

Background: NDA 21-065 was submitted to DRUDP for the indications of VMSD.nd
osteoporosis. The osteoporosis indication was unbundled and sent to DMEDP as a Type 6 NDA (NDA
21-102). Once the review of NDA 21-102 has been completed, the NDA will be rolled into NDA 21-065

asan efficacy review and NDA 21-102 will be retired.

Discuséion Items relevant to NDAs 21-065 and 21-102:

¢ the Tradename, “FemHRT” was found to be acceptable by the labeling and nomenclature committee

(LNC) in 1996; during the current NDA review cycle, the tradename was reviewed at the Office

Level and was found to be unacceptable

o there was concern that the “HRT™ part of the word could be interpreted as*“heart” and, therefore,
imply a claim to improve the health of the heart, a claim that has not been addressed by any
studies with this product

o the sponsor contacted Dr. Lumpkin regarding this dec:snon a compromise has been proposed to
use the same letters, but they must all be the same size, font, color and written in lower case
(fembhrt)

 in addition, the sponsor requested that they be aliowed to use internal blister-foil packaging they
have already printed which uses the previous name (FemHRT) for six months; the Division
agreed that the sponsor could use the FemHRT printing on only the aluminum packaging and all
other labels must use the lower case (femhrt); FemHRT cannot be used in any promotional
materials; this topic is still under discussion and negotiation with the sponsor

e the name is pronounced “femert” ‘
e the sponsor is seeking to remove thej } the sponsor

seeks approval of the 1/5 and! )
e DRUDP and DMEDP are considering approval of the 1 mg norethindrone acetate/5S mcg ethiny!
estradiol dose for the treatment of VMS and prcventlon of osteoporosis indications -

e the 1/5 dose will not be approved for the{, Jbecause
inadequate objective data was prov1ded to prove the efficacy of the drug product for this
indication

»




NDA 21-065 Page 3
NDA 21-102

ND.

NDA! 3

Meeting Minutes — October 4, 1999

e
e 3 teleconfcrence is scheduled for October 6 1999, with Parke-Davis to discuss the tradename -
issue

. Discussions relevant to ; _ \
f
{
|
!

Decisions: )

o the sponsor should provide an updated label
representatives from OPDRA should be included in the labeling meetings

¢ action packages for NDA 21- -065 and Wili be cnrculated in DRUDP and action packages 21-
102 and will be circulated in DMEDP 2

e there will be one combined label for NDA 21-065 and NDA 21-102 to include both the VMS and
osteoporosis indications

.Ir ) . : ' )

>
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NDA 21-065 : ' Page 4
NDA 21-102 ' ' '

NDA)

NDA

Meeting Minutes — October 4, 1999

» there wiil be one combined letter for NDA 21-065 and NDA 21-102; this letter will contain the
signatures from both DRUDP and DMEDP Division Directors

. , . B
i s

e Action items: . . .

e Item . Responsible Person: Date Due:

of

L [S] Vb (:_ /S/ 7!!/(/47

Signature, minufes preparer _ Signature, Chair

Concurrence:

"~ KColangelo, TRumble 10.19.99
TRumble, LKammerman, MOrtwerth, FHoun, JJenkins, MMann, LLutwak, MHess, JZawadzki

10.26.99/DSpell-LeSane, DDavis 10.27.99/MRhee 11.04.99/LRarick, Vlarugula, 11.05.99

Concurrence not received from VRaczkowski, LRipper, SSobel, EGalliers, SBeafn, CPamer

cc:
HFD 570

D S0
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Printed by Enid Galliers
Electronic Mail Message

Sansitlvity: COMPANY CONFIDENTIAL Dato: 14-0ct-1999 08:56am

From: Joanna Zawadzki
ZAWADZKIJ
Dept: HFD-510 PKLN 14B04
N Tel No:. 301-827-6430 FAX 301-443-9282

TO: Enid Galliers { GALLIERS )

TO: Gloria Troendle { TROENDLE )

TO: Solomon Sobel { SOBEL )

CC: Daniel Davis { DAVISD }

CC: Marianne Mann { MANNM )

CC: Dornette Spell-LeSane ( SPELLLESANED )

Subject: Labeling Changes
Good morning.
My labeling changes for femhrt are attached. HFD-580 relayed their changes to the sponsor
yesterday. | will talk with Dan this morning to coordinate our changes with those made by
HFD-580. :
‘Thanks.

Joanna p

/S/ )} S LS /é/

r
— 7

i - 7Y
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CONSULTATION RESPONSE
Office of Post-Marketing Drug Risk Assessment
(OPDRA; HFD-400)

DATE SENT: October 12, 1999 DUE DATE: N/A | OPDRA CONSULT #: 99-055

TO (Divisions): .
Lisa Rarick, MD

Director, Division of Reproductive and Urologic Drug Products
HFD-580

Solomon Sobel, MD
Director, Division of Metabolic and Endocrine Drug Products
HFD-510

PRODUCT NAME: femhrt MANUFACTURER: Parke-Davis

NDA #: 21-065

"ASE REPORT NUMBER(S): Not applicable.

SUMMARY:

In response to consults from the Division of Reproductive and Urologic Drug Products and Division of —
Metabolism and Endocrine Drug Products, OPDRA conducted a review of the proposed proprietary
name femhrt to determine the acceptability based on potential for confusion with approved proprietary
and generic names as well as pending names.

| OPDRA RECOMMENDATION:

Since the Divisions permitted the firm to utilize the proprietary name “femhrt”, OPDRA recommends
the use of the phonetic spelling in conjunction with the proprietary name to eliminate the potential risk
of cardiac promotional claims. '

—751 ' | - IS/ | ec:
j\“lxgﬂq | / D/E' 7 ort

!

} Jerry Phillips . ' | Honig, MD NDE-al-le.

| Associate Director for Medication Error Prevention uty Director * W

 Dfficeof Post-Marketing Drug Risk Assessment ce of Post-Marketing Drug Risk Assessment HFD-> /

¥ Phone: (301) 827-3246 - Center for Drug Evaluation and Research div.hles
Fax: (301) 827-5189 . Food and Drug Administration
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Office of Post-Marketing Drug Risk Assessment
HFD-400; Rm 15B03
Center for Drug Evaluation and Research

MEDICATION ERROR REVIEW

DATE OF REVIEW: October 6, 1999

NDA# 21-065

NAME OF DRUG: femhrt (Norethindrone Acetate and Ethinyl Estradiol Tablets, USP)
NDA HOLDER: Parke-Davis

1.  INTRODUCTION:

On October 4, 1999, the Division of Metabolic and Endocrine Drug Products (HFD-510) requested
OPDRA evaluate the proposed propnetary name *“femhrt” for NDA 21-065 manufactured by
Parke-Davis.

Originally the tradename was proposed as FemHRT. The Division reported the LNC committee
reviewed this proprietary name on October 1, 1996 during the IND phase and the committee rendered
the following decision:

“The Committee found no look-alike/sound-alike conflicts or any misleading and fanciful
aspects with the proposed proprietary name. The Committee does wonder how this name is to be
‘pronounced. The LNC has no reason to find the proposed name unacceptable.”

The Division sent a consult for reassessment of the tradename on September 27, 1999 as an NDA and
stated the sponsor has on numerous occasions pronounced the tradename as “FemHeart”. The LNC
Committee rereviewed the name and rendered the following decision:

“The Committee felt the name is too close to Femstat (OTC product) and ka)
Additionally, the DDMAC representative is uncomfortable with the name unplymg a therapeutic
indication (hormone feplacement therapy). They also have misgivings about the inexact
pronunciation and the possibility of “heart” being co-promoted. The LNC finds the name
unacceptable.”

On September 29, 1999, the Division informed the firm that the proposed name was unacceptable. On
September 30, 1999 the firm contacted the Director, Office of Review Managemcnt and expressed their
objections to the decision on the proposed name.

On October 3, 1999, the Division of Reproductive and Urologic Drug Products and the Division of
Metabolism and Endocrine Drug Products met to discuss the appropriate name for this combination
product. The Divisions decided to allow Parke-Davis to utilize “femhrt” as the proprietary name
thinking it would likely be pronounced “fem-hert™ rather than “fem-heart”. The firm objected because
they had already preprinted the foil lining of the tablets with “FemHRT” and stated it would be very
costly and pose a 6 month delay in getting their product to the market and therefore was unfairly
burdensome. Parke-Davis suggested that they be permitted to initially market their product as




Y

“FemHRT” but they would commit to changing all packaging with the FDA’s suggestion of “femhrt” as
soon as possible or within 6 months. The Divisions did not agree with this proposal because they
remained concerned that the product name would be fairly well established in the first 6 months of
marketing as “FemHRT™. The Divisions requested the firm change the name to “femhrt” immediately
for all packaging and promotional materials but clarified that we could accept the inner foil reading
“femHRT” until the new foil could be printed.

SAFETY AND RISK ASSESSMENT:

1.

An internal study was conducted within OPDRA to evaluate the proposed proprietary name and
determine how the proposed name would be pronounced. This analysis was conducted to determine
if the new presentation of the name would still have the connotation of “heart” associated with it.

Methodology:

A study was conducted for the proposed name “femhrt” involving 14 health care practitioners within
OPDRA. The participants were comprised of pharmacists, physicians and nurses. Participants were
contacted via phone and e-mail. The first group contacted, via telephone, were informed OPDRA
had an established name they were evaluating and wanted their interpretation of the name
pronunciation. The name was then spelled “femhrt”, at that point every participant questioned the
spelling of the proposed name. OPDRA stated the spelling was correct and they in turn provided
their verbal interpretation of the pronunciation of the proposed name. The second group of
participants were e-mailed and informed that OPDRA had a proprietary name “femhrt” that they
were ‘evaluating and needed their interpretation of the name pronunciation. Each individual was
instructed to telephone OPDRA with their response.

Results:

Thirteen out of fourteen individuals responded to the survey. 1% responded with the name
pronunciation that the Division most likely expected, “femhert”. 54% responded with the
pronunciation of “femheart”. 23% responded with “femert”, 1 % responded with “Femhar” and

1% responded with [Fem “h” “r” “t”],

Femheart Femert Femhert Femhar Fem "h" “r "t

Analysis:

54% of the participants pronounced the drug name “femheart”. Most participants stated the speiling
of the drug name made no sense to them and did not appear to be*grammatically correct and needed -
to confirm the spelling prior to providing their responses. The responses did not contain any names
that had the potential to be confused with any approved or pending drug products. The decrease in
the prominence of “hrt” appears to not have made a significant difference in the pronunciation of the
name. Most health care practitioners will probably pronounce “femhrt” as “femheart™. These




findings substantiate the Division’s original concerns when the name was originally proposed as
“FemHRT™.

A search of the American Drug Index (43rd Edition), Physicians’ Desk Reference [53 Edition; 1999]
and Drug Facts and Comparisons (Updated Monthly) for potential sound-alike or look-alike names
to approved drugs was completed. The findings were discussed in a focal group within OPDRA.

In OPDRA'’s opinion/ hnd Femstat, could possibly pose a problem with confusion when
written. OPDRA believes a written analysis would be needed to assess the degree to which these
prOprietary names might be confused. (i.e., overlapping strengths, etc.). Written analysis studies
require more review time and due to time constrains with this review, a written analysis was not
performed.

A search of the Agency’s internal databases, Establishment Evaluation System (EES), Drug Product
Reference File (DPR), and the Labeling and Nomenclature Committee database (LNC) for potential
sound-alike or look-alike names to unapproved/approved drugs dxd not reveal any potential problems
with sound-alike/look-alike issues.

III. RECOMMENDATIONS:

1.

¥

From a safety perspective, OPDRA believes the use of the proposed proprietary name “femhrt”
poses no significant safety risk.

"After review of the results of the study, OPDRA concludes “femhrt” will most likely be
pronounced as “femheart”. From a promotional perspective, OPDRA believes this is
unacceptable. The firm may possibly promote cardiac claims given “heart” is associated with
the pronunciation of the name. In addition, the name may also be considered misleading in that
it implies some effect on the “heart”.

We recognize the Division’s decision to accept the name *“femhrt”. If this name is utilized,
OPDRA recommends the firm be requested to introduce the phonetic spelling of the.
pronunciation of “femhrt” on promotional, carton and insert labeling (i.c. fem ert). This might
diminish the likelihood of mispronunciation of the name as “femheart” and hopefully help

- eliminate the concerns surrounding the cardiac promotional claims.
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If you have any questions concerning this review please contact Carol Holquist at 301-827-3244.

( /S/

Carol Holquist, RPh D
Safety Evaluator
Office of Post-Marketing Drug Risk Assessment

Concur:

’ / S/ 8 '0/11/79

erry Phillips, RPR
Associate Director for Medication Error Prevention
Office of Post-Marketing Drug Risk Assessment

CC:
Office Files ,
HFD-510; Lanh Green, Safety Evaluator, DDRE II, OPDRA
HFD-580; Denise Toyer, Safety Evaluator, DDRE II, OPDRA
HFD-400; Jerry Phillips, Associate Director, OPDRA
HFD-400; Peter Honig, Deputy Director, OPDRA
HFD-002; Murray Lumpkin, Acting Director, OPDRA
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