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NDA: 21-433 (Flovent HFA)

Summary

The statistical evaluation of Studies FLTA3022, FAP30007, and FAP30008 concludes:

= The mean daily uses of prednisone during 16 weeks proved to be significantly less
among patients treated with Fluticasone propionate (FP) 440mcg HF A, 880mcg
HFA, 440mcg CFC, or 880mcg CFC than those under placebo (Study FLTA3022).

= The differences in the change of percent predicied FEV, from baseline, between the
FP treatments (88, 220, and 440mcg HF A) and piacebo proved to be statistically
significant, favoring FP treatments (Studies FAP30007 and FAP30008).

Overall, evidence of the effectiveness of FP HFA at doses ranging from 88 to 440mcg proved to
be adequate and statistically significant.
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introduction

Flovent (FP: fluticasone propionate) HFA inhalation acrosol, 88mcg, 220meg and 440meg BID, delivered

via HF A, is indicated for —

« . To support the ethcacy and safety claim, GlaxoWellcome (name at the time of clinical trial)
submitted Studies: FLTA3022, FAP30007, and FAP30008 as pivotal studies.

Tables 1-3, below, summarize the characteristi ¢s of Studies FLTA3022, FAP30007, and FAP3 0008, from a

statistical aspect.

Table 1. Characteristics of Study FLTA3022

Study General Feature

| Specific Characteristics

dependent asthmatics (Sec. 2).”

Objectives The objectives of the study are quoted directly from the NDA as follows.

The abjective of this study was to “compare the dose related efficacy and safety of
fluticasone propionate 440mcg BID and FP 880mcg BID utilizing the 220mcg formulation
administered by pressurized metered-dose inhaler propelled by CFC propellants 11/12 or
HF A propeliant GR106642X for 16 weeks in adolescent and adult oral corticosteroid

Protocol A 16-week treatment period
FLTA3022 follows a 2-week screening
period

Visit 1 {Screening period ends): Patients takes anti-
asthma medication, including corticosteroid (Sec.
3..1)

Visit 2 (Randomization): Each patient is randomized
to one of five treatment groups for 16 weeks. The
patient takes treatment medication twice daily and 12
hours apart at § AM and 8 PM

Weekly Visits until the 16 week.

Study time line

Study dates: 9/4/1997-5/4/1999
Report date: 9/21/2001

Randomized

Double-blind

Parallel-group

»  FP440mcg HFA

* FP830mcg HFA

=  FP440mcg CFC

=  FP880meg CFC

= Placebo
Multi-center 37 centers

Efficacy variables

The primary efficacy variable is mean daily
prednisone use. The patient records the dose of daily
prednisone on the diary card, which is reviewed at
clinic visits in order to ensure accurate recordings
(Sec. 4.1.1).

Safety variables

= Adverse events are assessed at each chinic visit
from Visit 2 onward.
=  Other safety measures.

File name: N21433v4.doc
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Table 2. Characteristics of Study FAP30007

period

Study General Feature | Specific Characteristics

Objectives The objectives of the study are quoted directly from the NDA as follows.
“The objective of this study was to assess the efficacy and safety of FP 88mcg, 220mcg
and 440mcg BID versus placebo in HFA propellant when administered via MDI for 12
weeks to adolescent and adult subjects with asthma who were previously maintained on
ICS therapy (Sec. 2.1).”

Protocol A 12-week treatment period Screening Period: During the 2-week screening

FAP300607 follows a 2-week screening period, patients continued their existing inhaled

corticosteroid, but were switched to VENTOLIN
Inhalation Aerosol as needed for asthma-symptom
telief. (Sec. 3.1.1)

Week 0 (Randomization): Each patient is randomized
to one of four treatment groups for 12 weeks. The
patient takes two inhalations of the assigned treatment
medication twice daily.

Weekly Visits for 12 week.

Study time line

Study dates: 10/26/2600-7/31/2001
Report date: 11/26/2001

Randomized Yes

Double-blind Yes

Parallel-group = FP88mecg HFA
=  FP220mcg HFA
=  FP440mcg HFA
= Placebo

Multi-center 79 centers

Efficacy variables

The primary efficacy variable was defined as “mean
change from Baseline to Endpoint in moming (AM)
pre-dose percent-predicted FEV, (Sec. 2.2.1.1).” “For
change from baseline measures of efficacy, data were
surnmarized by week and at Endpoint using a last
observation carried forward (LOCF) methodology
{Sec. 2.2.1).”

Safety variables

®*  Adverse events
= Lab tests and others (Sec. 2.2.3)
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Table 3. Characteristics of Study FAP30008

period

Study General Feature | Specific Characteristics
Objectives The objectives of the study are quoted directly from the NDA as follows.
“The objective of this study was to assess the efficacy and safety of FP 88meg, 220mcg
and 440mcg BID versus placebo in HFA propellant when administered via MDI for
12 weeks to adolescent and adult subjects with asthma who were previcusly maintained on
bronchodilator therapy (Sec. 2.1).”
Protocol A 12-week treatment period Screening Period: During the 2-week screening
FAP30008 follows a 2-week screening period, patients continued their existing inhaled

corticosteroid, but were switched te VENTOLIN
Inhalation Aerosol as needed for asthma-symptom
telief. (Sec. 3.1.1)

Week 0 (Randomization): Each patient is randomized
to one of four treatment groups for 12 weeks. The
patient takes two inhalations of the assigned treatment
medication twice daily.

Weekly Visits for 12 week.

Study time line

Study dates: 10/27/2000-8/24/2001
Report date: 11/30/2001

Randomized Yes

Double-blind Yes

Parallei-group =  FP88mcg HFA
*  FP220mcg HFA
= FP440mcg HFA
*  Placebo

Multi-center 78 centers

Efficacy variables

The primary efficacy variable was defined as “mean
change from Baseline to Endpoint in morning {AM)
pre-dose percent-predicted FEV | (Sec. 2.2.1.1).” “For
change from baseline measures of efficacy, data were
summarized by week and at Endpoint using a last
observation carried forward (LOCF) methodology
(Sec.2.2.1).”

Safety variables

*  Adverse events
= Lab tests and others (Sec. 2.2.3)

File name: N21433v4.doc
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Sponsor’s Analyses of Efficacy

Study FLTA3022

Sponsor’'s Statisticat Method

The following description of the sponsor’s statistical method is based on contents in the study report (See
Sec. 5.4.4 of the study report for details). T o compare the treatment effects, a sequential approach was used.
A serious of hypothesis tests was arranged as follows:

1. Compare FP880mcg HF A and FP880mcg CFC with placebo separ ately. I neither comparison
demonstrated statistical significance, then no further tests were to be performed.

2. Ifthe above test results were statistically sigrificant, then comparisons of FP HFA and FP CFC
with placebo would be made at 440mceg level.

3. Fo justify the combination of doses across propetlants and the combination of propellants across
doses, a test of parallelism in dose across propeilants was performed. This test was to confirm
whether the differences in effects between the doses were similar for both propeliants.

The statistical methods for the efficacy analysis can also be found in Sec. 5.3.5, Efficacy, under section,
Protocol and Protocol Amendments (fta3022.pdf). For the convenience of the reader, the key portion of
the sponsor’s statistical methods is included under Appendix, Sponsor’s Statistical Method.

Reviewer’'s Comments on Statistical Method

= On Study Objectives — The sponsor failed to state its study objectives in a straightforward manner. It
is not clear to this reviewer whether the sponsor wanted to test a number of predefined hypotheses or
merely intended to explore the dose-response retationship.

*  On Statistical Method — The description of the statistical methods used in the efficacy analysis lacks
details. Statistical-test method was not described in the protocol. Only the primary efficacy measure
was stated. This could open doors for arbitrary interpretations of the data.

®  On Approach of sequential tests {in the study report) — Not only does the description of the
statistical approach lack clarity, but also contains faulty logic: for example, no reason was given for
why the HF A doses needed to be combined and why the two propellants needed to be combined (in
order to justify the test for parallelism). Furthermore, the sponsor indicated that for the sequential tests
described above, if both comparisons (of FP880mcg HF A and FP880meg CFC) with placebo failed to
show a significant difference, no more tests should be conducted. The condition for the second step to
be taken was that the p-values from both tests showed significant results. What if either FP880mcg
HFA or FP880mcg CFC was shown superior to the placebo? The statistical plan did not address the
case where only one of the tests was found statisticall y significant.

*  On Estimate of missing data — LOCF is used to estimate missing a value, which also was not
addressed in the protocol. The appropriateness of such approach is in question when nearly or more
than 50% of patients were withdrawn during the study. The data show this is the case.

File name: N21433v4.doc
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Sponsor's Conclusions on Efficacy

The sponsor noted that the analysis of efficacy was based on a reduced ITT patient population which
excluded three patients who were randomized but withdrew before post randomization assessments (Sec.
5.5 and 7). T he primary efficacy variable was the mean daily oral prednisone use.

The following snapshot from Sec. 7, Efficacy Resulls shows the mean prednisone use by treatment.
Pairwise comparisons were made between the FP treatment groups and placebo. The statistical significance
was also indicated.

Table 4. Efficacy results (Study FLTA3022, Sec. 7)
?’:uﬂﬂmw of Mean Dady Oral Prednisone Use, my

Reduced {TT Populalcs
o Placebe | FP 440mcg | FPBBOMeg § FP440mcg | FP BBImeg
HEA BIG HFE & BID HER BID CFC BIG CFG BID
iN=J2} iN=32 (N=32i (=38 =33
Baseline 4.7 125 177 130 e
Weeks 1-15 *44 5 5 ow 4 Ga el

Sours Data Tetize Wapd 11
& ooy fom placebo p<0 0

The sponsor concluded, “Each fluticasone propionate treatment group had a statisticaily significantly lower
mean daily oral prednisone dose compared with the placebo group (p<0.001) (Sec. 7.1).” “The primary
efficacy measure, mean oral prednisene dose during Weeks 1-16, was reduced significantly in both FP
HFA treatment groups relative to placebo (Sec. i1).”

Reviewer’s Comments on Efficacy
It appears that patients received higher doses delivered by the same propellant had a higher mean daily
prednisone use than did those in the lower-dose groups. But the positive dose-response relatienship is not

demonsirated in this study. Numerically, the mean prednisone use in the FP HF A groups was slightly
higher that in the FP CFC groups.
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Study FAP30007

Sponsor’s Conclusions on Efficacy

“The primary efficacy measure for this study was mean change from Baseline in AM pre-dose percent-
predicted FEV 1 at Endpoint (Week 12 with LOCF) (Sec. 7.1 Primary Efficacy Measure).” The following

table, from Sec. 7, Efficacy Results, gives a summary of the efficacy outcome.

Table 5. Efficacy results (Study FAP30007, Sec. 7)

{ITT Popuiation — Study FAPI00G7 |

Mean Change fror Baseline in AM Pre-Dose Percent Predicted FEV; at Weok 12 (LOCF)

PLA HFA FP B85 HFA FP 220 HFA | FP 446 HFA
(N=104; {N=103) {N=105) (N=102)

Baseline {n) 104 103 106 i

Wean (%) 896 65.3 §5.5 65.2
Week 12 [} 102 100 105 8

Mean (%) 580 881 697 122

Mean Change 37 28 42 55

LS dean Changs® {SE) B311.2) 224113 32 462{t 2

95% Cls {77 133) @8, 1445 | 1161, 158)

5% Dunnett Cb —- {7.1.11.8) {32 149 1866 164)

Source Daka. T#k: 7 2 Tabie 7.3 Table T4

LOCF = Ingl ohsenmtan czrmed rward, LS = kast squars. 5E = siandasd amar

Past-baseline ns arw the sample sizes used for LS mese change cAlcobian

3 pelOO1 G plarehs (Hochbes malgdcty adusiment)

£ AMCOWEA adpssed for baseline percert predcied FEV: reqiar. age pender. whelher of ot sile Rad subyecy
parhiopatng in PR ssessmens and himcime dase lewst af ICS therapy fomamsedirn o high)

T % condoence interval far e diferarce belwean the FP graans and paoeng

1 &% contdence intsrval kor Y diferance batween the FP goups and pacebs. echusted for mutipk
companaons using Dunnet s method

The sponsor concluded, “For subjects who received [CS therapy at Baseline, treatment with all three
dosages of FP HFA (88mcg, 220mcg, and 440mcg) BID resulted in inferentially significant improvements
in AM pre-dose percent-predicted FEV | compared with placebo (Sec. 7.5. Efficacy Conclusions).” As the
final conclusion on efficacy, the sponsor stated, “Treatment with all three dosages of FP HFA (88mcg,
220meg, and 440mcg) BID resulted in inferentially significant improvements in AM pre-dose percent-
predicted FEV, compared with placebo in subjects previously treated with daily inhaled corticosteroid
(Sec. 12, Conclusicns).”
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Study FAP30008

Sponsor’s Conclusions on Efficacy

“The primary efficacy measure for this study was mean change from Baseline in AM pre-dose percent
predicted FEV1 at Endpoint (Week 12 with LOCF) (Sec. 7.1. Primary Efficacy Measure).” The following
table, from Sec. 7, Efficacy Results, gives a summary of the efficacy outcome.

Table 6. Efficacy results (Study FAP30008, Sec. 7)

Mean Change from Baseline in AM Pre-Dose Percent Predicled FEV, at Week 12 (LOCF)

{ITT Population — Study FAP30008}
PLAHFA FP 88 HFA FP 220 HFA FP 440 HFA
N {N=99) =100} | (n=gg) (N=100)
Baseline {n) 99 &% o8 100
Wean (%) 870 67.0 67.3 571
Week 12 {n) 96 85 85 %
Mean (%) .1 78.3 76.8 78.1
Mean Change 4.0 84 84 1.1
L5 Mean Change® {SE) 34010 TR G8741.1) 1210
5% CI - (2.7 848 (34,93} 4. 10h
95% Qunnett Ci — 22 9.3 f2.6, 9.9} (43,113

Sopce Data Table 7.7 Tabie 73 Teme 74

LOCF = laat qaservalioe samied Yoraard LS 5 isast square. SE = stavdar ente

Posl-baseline 7's e the semole sizes used jor LS mean shange cacuegion,

a3  pQHt s placeno (Hoohbarg mubpicty adustnert

ANCOYA adjusted for baseline percant pradicted FEY-, region, aga. and gandar

85% confrlerce mtervid for e differerce befawan FP groups and placebo

3% worikderde: Fdervad for te dference between FP gioups and placebo. sdustesd or mubpic corasmans
i) Durnsit's mslsod

(=T N &

The sponsor concluded, “For subjects who received short-acting bronchedilator therapy atone at Basetine,
treatment with all three dosages of FP HFA (88mcg, 220mcg, and 440mcg) BID resulted in inferentially
significantly greater improvements in AM pre-dose percent-predicted FEV1 compared with placebo (Sec.
7.5. Efficacy Conclusions).” As the final conclusion on efficacy, the sponsor stated, “Treatment with all
three dosages of FP HFA (88mcg, 220mcg, and 440meg) BID resulted in inferentially significantly greater
improvements in AM pre-dose percent-predicted FEV | compared with placebo in subjects previously
maintained on short-acting bronchodilator therapy alone (Sec. {1, Conclusions).”
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Reviewer’s Evaluation of Efficacy for Study FLTA3022

Patients’ Distribution

The numbers and percentages of patients by treatment and sex are populated in Table 7. The patients
appeared to be evenly distributed between the sexes.

Table 7. Patients by treatment and sex (Study FLTA3022)

Treatment
Total
PlarahnHFA ] FPAANHEA FoRANHEA EFPAANCET FPagnrer
A oL N ar R~ oL PN oL N~ L3 [tEY aL
Sex
c 18] 593871 19| £59.38)] 18| 56.251 181 50.00] 14] 42.42| 88} 53.33

M 13} 40.63§ 13| 4063| 14] 43.75] 18] 50.00] 19| 57.58] 77§ 46.67

Total| 32 100.00( 32|100.00| 32]{100.00] 36]100.00] 33]100.00} 1651 100.00

Source: Data set: AnalysisPred3022.sd7, visit: 0, patients: ITT {SAS Code 4.)

Table 8 shows the numbers and percentages of patients by treatinent and status of completion. Patients
received placebo had a 65.6% o f dropout rate compared with 33% among other groups. The dropout rate
among FP880HFA patients is 40.6%, the highest dropout rate among treated groups. The overall rate of
dropout across treatments was 32.7%. The effect of such a high rate of dropout should not be ignored while
mterpreting the data.

Table 8. Patients by treatment and status of completion (Study FLTA3022)

Treatment
Total

PlaceboHFA | FPA40HFA | FPSBOHFA | FP440CFC | FRBBDGFC

No. % MNo. % No. % No. % No, % Na, %
Complete
No 211 6563 6] 18.75] 13| 40.63 6] 16.67| B8] 2424 54| 3273
Yes 11| 34.38| 26} 81.25| 19| 59.38[ 30] 83.33| 25| 75.76 | 111] 67.27
Tatal 321100.00| 321100.00] 324100.00| 36]100.00] 331100.00( 165]100.00

Source: Data set: AnalysisPred3022.5d7, visit: 0, patients: ITT (SAS Code 5.)
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Table 9 shows that the main reason for early withdrawal was the lack of efficacy. Eighteen (18) patients in
placebo group dropped out, about six-fold that in any other treatment group,

Table 9. Reasons for dropout (Study FLTA3022)

Reason for dropout Total
Adverse event | Lack of efficacy | Other
No. No. No. | No.

Treatment
PlaceboHFA B 3 A
FP440HFA 2 4 8
FPSBOHFA 3 4 6] 13
FP440CFC 1 3 2 6
FP8SOCFC 1 2 5 8
Total 5 29 20 54

Source: Data set: AnalysisPred3022 sd7, vigit: 0, patients: ITT, COMPANAL=0

Figure 1, below, shows the number of patients staying in study by week, while Figure 2, the percentages of
patients staying in study by week. The placebo patients had a higher rate of drepout than did those in other
groups. At the end of the study, only 11 patients (34.4%) in the placebo group remained, while those in
other groups maintained a 59.4% or more follow-up rate (See Table 8, above). Note that the use of
prednisone, as the primary efficacy measure, might be influenced by the high rate of withdrawal,
particularly in the placebo group; therefore it needs to be factored in the evaluation of efficacy. Perhaps the
method of LOCF and any other methods of missing-data imputation, which are likely to introduce biases,
should not be considered.

Figure 1. Number of patients in study by week (Study FLTA3022)
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Figure 2. Percent of follow-ups by week (study FLTA3022)
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Source: Data set: AnalysisPred3022.sd7, visit: ALL, patients: [TT
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Reviewer’s Statistical Analysis

The following Tabile 10 and Table 11 show simple (unadjusted) means of daily prednisone use by treatment
and status of completion. Table 10 indicates that, at baseline, the mean daily prednisone uses were simitar
across freatment groups.

Table 10. Mean daily pred nisone use at baseline (Weck 0) (Study FLTA3022)

#Pationts Prednisone use
Mean

Treatment
PlaceboHFA 32 14.218
FPA40HFA 32 12.500
FP8SOHFA 32 12.734
FP440CFC 36 12,986
FPBBOCFC 33 14.318

Source: Data set: AnalysisPred3022.sd7, visit: Week 0, patients: [TT

The mean daily prednisone uses averaged over Weeks I to 16 are shown in Table 11. The mean daily
prednisone uses in the placebo was about twice that in any FP groups.

Table 1. Mean daily prednisone use averaged over weeks 1-16 (Study FLTA3022)

#Pationts Prednisone use
Mean

Trealment
PlaceboHFA 3z 12.711
FP440HFA 32 5.380
FPBBOHFA 3z 6.242
FP440CFC 36 4,584
FPB80CFC 33 5,597

Source: Data set: AnalysisPred3022.sd7, visit: Weeks [-16, patients: [TT

APPEARS THIS waY
ON ORIGINAL
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Visual displays of Table 10 and Table 11 are shown in Figure 3 and Figure 4, below. At baseline, the
differences in mean prednisone uses among the treatrment groups did not appear to be much different.

Figurc 3. Mean daily prednisone use at baseline (Week 0) (Study FLTA3022)
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Subseet wet=0
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Unformatted |Trea1ment Mear Std. Upper Quartile Median Lower Quartile
0 PlaceboHFA  [14.219 __?.308 1?,500__ 16.0C0 10.000 N
1 FP440HFA 12.500 7.014 20.900 10.000 5.250
2 FPBSOHFA 12.734 7.333 15.200 12 500 5.000
3 FP440CFC 12,986 8.779 20.000 10 Q00 5,000
|4 FPA8SOCFC 14 318 10 556 20.000 10,000 15.000
Source: Data set: AnalysisPred3022.sd7, visit: Week 0, patients: [TT

Figure 4 showed that, over weeks 1-16, the gap between the actively treated and the placebo-treated was
wider among those who withdrew prematurely than those stayed for the entire trial . Note the fact that the
majority of early withdrawal was due to the lack of efficacy, as shown in Table 9, above. This might, to
some extent, explain why patients of early withdrawal, in general, relied (used) more prednisone than did
the completers. Please note that, the mean prednisone use between FP880EHFA and placebo were similar:
634 and 7.55 among the completers
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Figure 4. M can daily prednisone use averaged over weeks 1-16 {(Study FLLTA3022)
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*: “N” represents the number of observations based on which the mean is calculated.
Source: Data set: AnalysisPred3022.sd7, visit: Weeks from | to 16, patients: All
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Although the primary efficacy variable was defined as the mean daily use of prednisone over £6 weeks, it is
useful to visualize how weekly averages changed. Figure 5, below, indicates a generally downward trend of
prednisone use across treatment groups. Because of the high percentages of dropouts, Figure 6 and Figure 7
display by-week mean daily prednisone uses for completers and dropouts, respectively.

Figure 5. M ean daily prednisone use by week (Study FLTA3022)
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Source: Data set: AnalysisPred3022.5d7, visit: Weeks i—16, patients: ITT

For the completers, the pattern of the mean daily prednisone uses was similar across all treatment groups.
The reduction of prednisone use among the placebo patients appears to be similar among drug-treated
patients.

Figure 6. Mean daily prednisone use by week for completers (Study FLTA3022)
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Source: Data set: AnalysisPred3022.sd7, visit: Weeks [-16, patients: [TT, COMPANAL=1
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The mean daily prednisone uses demonstrated greater variations among the dropouts than the completers

(Figure 7, below).

Figure 7. M ean prednisone use by week for dropouts (Study FLTA3022)
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Source: Data set: AnalysisPred3022.5d7, visit: Weeks 1-16, patients: [TT, COMPANAL=0

The reviewer’s statistical analysis was done applying ANCOV A, including the terms of TREATMENT,
CENTER, PATIENT'S COMPLETION STATUS, and PRE-TREATMENT MEAN DAILY PREDNISONE USE as the

baseline. Table 12 shows that the mean daily uses of prednisone were significantly less among the treated
groups than that among the placebo group.

Table 12. Comparisons of 16-week mean daily prednisone uses between treated groups and the

placebo group (Study FLTA3022)

Caontrast DF | Contrast SS { Mean Square |F Value | Pr>F
FP8BOHFA vs placebo | 1| 3669.1512651 3669.151265 ] 78.97 | <.0001
FPBROCFC vs placebo | 1| 4459.052253 [ 4459,052253 | 95.97 | <.0001
FP440HFA vs placebo | 1]3592.243234 | 3592.243234 |  77.31 | <.0004
FP44GCFC vs placebo | 1| 5401,180026 | 5401.180026 | 116.25 | <.0001

Source: Data set: AnalysisPred3022.5d7, visit: Weeks 116, patients: ITT
SAS Code: SAS Cede 1. ANCOVA for Study FLTA3022

The following subset analysis indicates that, among the completers, the difference in mean prednisone use
between FP880HFA and placebo was not statistically significant (Table £3).

Table 13. Comparisons of 16-week mean daily prednisone uses between treated groups and the
placebo group ameng the completers (Study FI,TA3022)

Contrast DF | Contrast 55 | Mean Square | F Value { Pr>F
FPBBOHFA vsplacebo | 1| 87.708187| 87.708187 2.2210.1367
FP88OCFC vs placebo | 1| 671.886383 ] 671.996383| 16.98 | <.0001
FP440HFA vs ptacebo | 1 510.029562| 510.029562 12.8910.0003
FP440CFC vs placebo | 1| 1003.658794 | 1003.658794 | 25.37 | <.0001

Source: Data set: AnalysisPred3022.5d7, visit: Weeks [-16, patients: ITT and COMPANAL=1
SAS Code: SAS Code 1. ANCOVA for Study FLTA3022
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Reviewer’s Conclusion for Study FLTA3022

*  The percentages of dropouts were high: 65.6% in placebo group and ranging 16.7-40.6% in FP
treatment groups. The major reason for dropout was lack of efficacy (in treated groups).

*  The l16-week mean daily uses of prednisone were significantly less among the FP treatment
groups than among the placebo patients.

*  Among the completers, the difference in mean prednisone use between FP880mcg HFA and
placebo did not appear to be much different, though numerically FP880mcg HF A had a slightly
lower LS-mean than did placebo.

APPEARS THIS WAY
ON ORIGINAL
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Reviewer’s Evaluation of Efficacy for Study FAP30007

Patients’ Distribution

The number and percentage of patients by treatment and sex are listed in Table 7. The number and
percentage of patients are slightly higher in the females than in the males (223 and 59% vs. 154 and 41%).
But the distribution of patients between the two sex groups appeared to be fairly balanced.

Table 14. Patients by treatment and sex (Study FAP30007)

Treatment

Totat
PlaceboHFA | FPBBHFA FP220HFA | FP440HFA
N Ya N % N % N % N Yo
Sex
£ 50 57.47 | 50| 53.76 | 60 57.69163| 67.74 1223 | 5915

M 37 4253 43| 46241 44 4231 |30 3226 (154 | 40.85

Total | 87 | 100.00 ( 93 { 100 GO { 104 | 100.00 | 93 | 100.00 { 377 | 100.00

Source: Data set: P{130007.sd7, visit: 20, patients: ITT

Table 15 shows the numbers and percentages of patients by treatment and status of completion. A total of
54% ol patients received placeboe dropped out, compared with a combined 46% dropout rate among treated
groups. The overall percentage of dropout across treatments was 23 6%, The effect of such a high rate of
dropouts among placebo treated patients was considered during the eflicacy evaluation.

Table 15, Patients by treatment and status of completion (Study FAP30007)

Treatment
Tatal
PlaceboHFA 1 FPBBHFA FP220HFA | FP440HFA
N % N % N %o N % N %
4. U

Completed patient

47 54021 B 860 20| 19.23 (14| 1505] B9 | 2361

No
Yes 40 4598 |85 | ©1.40| 841 B80.77 79| B4.95 288 | v6.39
Tatat 871 100.00 [ 93 [ 100.00 | 104 | 100 0C | 93 | 100.00 | 377 } 100.00

Source: Data set: PA3GOOT sd7, visit: 20, patients: [TT

File name: N21433v4 doe




NDA: 21-433 (Flovent HFA) 24

Table 9 indicates that the number-one cause for dropout was lack of efficacy. A total of 37 patients in the
placebo group dropped out due to lack of efficacy, representing a much higher number of dropouts than
that in any other treatment group and for any other reason.

Table 16. Reasons for dropout (Study FAP30007)

Treatment Total
PlaceboHFA | FP88HFA { FP220HFA | FP440HFA
N M N N N

Reason for dropout
Adverse event 4 3 3 10
Cansent withdrawn 1 1 1 1 4
Lack of efficacy 37 6 1 5 59
Noncomphance 1 1
Other 3 1 2 2 8
Prolocol violation 2 3 2 7
Tatal 47 B 20 14 89

Source: Data set: Pt30007.sd7, visit: 20, patients: I'TT and COMPANAL- 0

Figure 8, below, shows the number of patients staying in study by week, while Figure 9, the percentage of
patients staying in study by week. The placebo patients started to withdraw significantly at Week 2 and
onwards. The trend of dropout was slower among the treatment groups. Note that, at Week 12, the rate of
follow-up for the placebo group was 45 98% (Figure 9).

Figure 8. Number of paticnts in stady by week (Study FAP300IT7)

100 .
B — 8 —— 4
80 — - 11
5 T
‘#, 80 e -
g, 40 e —
z
20
o
L B A | B R S Sl —
o -
T T T T T B
3 1 2 2 ¥ 2 # &
g = B E B £
wisIT
—B—&  [lacchoHM 3B HHESHFR
o= RROHFA soR e EPAOHFA
Y—aue N_AATIENT Kermoa VISIT, By—grup TREATMENT. B

Source: Pata set: PRAVOOT sd7. visit: between 20 and 90

File name: N21433v4.doc



NDA: 2!-433 (Flovent HF A)

Figure 9. Percent of follow-ups by weck (study FAP30(007)

w000
t::‘L B
[ 8000
H ]
‘,:3 5200
£ 4000
& ]
E 2000
g 3
aop -4

T T Y T T T T T

L T 2 T T B S

3 £ H £ d £ ¢ :

[+ 1]
ST

—8—€ PlaccboHBFA T+ -0 FROSHFA
A FRZ2OHFA &t FP4A0HFA

nst between 2 and 60
Y—ee PATENT Follow up, X —aoe WSIT, By—group TREATMENT . 1

Source: P30007analysis, visit between 20 and 90

Reviewer’s Statistical Analysis

Table 17, Table 18, and Table 19 show the number of patients and the unadjusted {raw) means of percent
predicted FEV, at baseline, Week 12, and at endpoint (Week 12 and LOCF for missing at Week 12).

Table 17. Mean percent predicted FEV, at baseline (Study FAP30007)

FEV1 Pct Predicted at baseline
HPatients
Mean

Treatment
PlaceboHFA 87 5744
FPBBHF A 53 65 004
FP220HFA 104 65.504
FP440HFA 93 66.414

Source: Data ser: PA3G007 sd7, visit: 20, patientﬁ_: ITT
Table 18. Mean percent predicted FEV | at Week 12 (Study FAP30007)

. FEV1: pct predicted
HPatients .~ |
Mean

Treatment
PlaceboHFA 40 66 535
FP88HF A 85 0212
FP220HFA 84 73101
FP440HFA 79 74 487

Source: Data set: PR30OO7.sd7, visit: 98, patients: 11T

Fite name: N21433v4 doc
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Table 19. Mcan percent predicted FEV, at endpoint {(Week 12 LOCF) (Study FAP30007)

#Patients FEV1: pet predicted
Mean
Treatment
PlaceboH FA 87 63.549
FPBBHF A 93 69.087
FP220HFA 104 70.633
FP440HFA 93 73.009

Source: Data set: PA3I0007T sd7, visit: Endpoint, patients: ITT

The following two tables, Table 20, and T able 21 show the number of patients and the unadjusted (raw)
means of changes in percent predicted FEV, from baseline, measured at Week 12, and at endpoint (Week
12 and LOCF for missing at Week 12), respectively.

Tabhle 20. Mean change in percent predicted FEV, from baseline at Week 12 (Study FAP3)007)

. FEV1: Chyg in Pct Predicied from baseline
#Patients
Mean

Treatment
PlaceboHFA 40 -0.082
FPBBHFA B5S 4.751
FP2Z20HFA B4 6 374
FP440HFA 75 7.705

Source: Data set: PA30O007.sd7, visit: 90, patients: ITT

Table 21. Mean change in percent predicted FEV, from baseline at endpoint: Week 12 LOCF (Study
FAP30007)

. FEV1: Chg m Pct Predicted from baseline
#Patients
Mean

Treatment
PlaceboHFA 87 2194
FPa8HF A 93 4.092
FP2Z0HFA 104 5129
FP440HFA 93 6.585

Source: Data set: PR3I0OOOT sd7. visit: endpoint. patients: ITT
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Figure 10 and Figure 11, below, depict the means shown in Table 20 and T able 21 above. Note that the
change in percent predicted FEV | from baseline increases with dose.

Figure 10. Change in percent predicted FEV, from baseline at Week [2 (Study FAP30007)
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Source: Data set: PR30007analysis.sd7, visit: 90, patients: ITT

Figure 11. Change in percent predicted FEV, from baseline at end peint: Week 12 LOCF (Study
FAP3007)
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Source: Data set: PA30007analysis.sd7, visit: endpoint, patients: 1TT

Analysis of covanance {ANCOV A} was performed on the change in percent predicted F EV, from baseline,
at Week 12 and at endpoint (Week 12 LOCE), Because of the high percentage of dropouts, particularly in
the control group, the resuits with and witheut LOCF were compared to confirm the consistency. The
ANCOVA model includes terms of treatment, center, status of completion, and baseline percent predicted
FEN) as the covariate.
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Table 22 Shows the LS-means and 95% confidence intervais for the mean percent predict FEV, changes
from baseline.

Table 22. 95% confidence intervals for the mean percent predict FEV; changes from baseline (Study
FAP30007)

TREATMENT | FEVPCTPREDCHG LSMEAN | 95% Confidence Limits
PlaceboHFA -1.811428 | -3.910486 | 0.267630
FP88HFA 2.065881 | -0.144824 | 4.276585
FP220HFA 3162914 | 1171041 { 5.154787
FP440HFA 5.275293 | 3.081617 | 7.468959

Source: Data set: P30007.5d7, visit: endpoint, patients: [TT

Table 23 shows the test result of the following nuil hypothesis: There is no difference between the FP
treatment groups and the placebo in percent predicted FEV | changes from baseline. Multiple comparisons
were adjusted using the Dunnett’s method to control the overall type-1 error under the 0,05 level. Note that
the means here are LS-means. The differences in percent predicted FEV, changes from baseline between
the FP treatments and the placebo are shown to be statistical ly significant.

Table 23. ANCOVA of Change in percent predicted FEV, from baseline at endpoint: Comparisons
with placebo (Week 12 LOCF) (Study FAP30007)

HO:LSMean=Contral
TREATMENT | FEVPCTPREDGCHG LSMEAN Pr> |t
PlaceboHFA -1.81142829
FPBBHFA 2.06588057 0.0240
FP220HFA 3.16291400 0.0018
FP440HFA 5.27529280 <.0001

Source: Data set: Pft30007.sd7, visit: endpoint, patients: [TT

The comparisons between FP treatments and placebo, above, can also be expressed in terms of confidence
intervals. [n Table 24, *j” represent the placebo, and “i=2,” FP88HFA, “i=3,” FP220HFA; “i=4,"
FP440HFA.

Table 24. 95% confidence intervals of the differences in percent predicted FEV, from baseline
between FP treat ments and placebo (Study FAP30007)

Least Squares Means for Effect TREATMENT
Difference Between | Simultanecus 95% Confidence Limits
ifj Means for LSMean(i}-LSMean {j}
211 3.877309 0.414569 7.340049
31 4.974342 1.599074 B.349611
411 7.08B6721 3.580620 10.592822

Source: Data set: Pft30007.sd7, visit: endpoint, patients: ITT

The differences in percent predicted FEV | changes from baseline between the FP treatments and the
placebo are shown to be statistically significant.
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For additional information, Table 25 lists selected tables from the ANCOVA. The pregram used to
compute the tables is: Analysis3000730008.8AS.

Table 25. ANCOV A model (Study FAP30007)

Source DF | Sum of Squares Mean Square F Value | Pr>F
Model 83 12790.58919 154.10348 2.25 | <.0001
Ermor 293 20111.52322 68.64001
Corrected Total 376 32902.11241
R-Square Coeff Var Root MSE FEVPCTPREDCHG Mean
0.388747 233.7188 B.284927 3.544828
Source DF Type lIl 8§ Mean Square F Value { Pr>F
TREATMENT 3 1596. 106298 532.035433 7.75 | <.0001
CENTER 78 6743.180073 86.451027 1.26 | 0.0893
COMPANAL 1 1812.238456 1812.238456 26,40 | <0001
FEVPCTPREDBASE 1 5.903992 5.903992 0.09 [ 0.7695

Source: Data set: Pft30007 sd7, visit: endpoint, patients; ITT
Comments on Sponsor's Data

The sponsor applied the LOCF approach to fill in the missing observations. For some patients’ data, this
method was not done as described : The last observations before missing data were not used to carry
forward. Instead, numbers other than last observations were used. In Study FAP30007, the number of
patients whose data were treated this way ts shown in Table 26. A complete list of these patients can be
found in the Appendix.

Table 26. Patients with incorrect estimates for missing observations while LOCF was applied (Study
FAP306G07)

Treatment | Number of Patients
PlaceboHFA 50
FPBBHEA 15
FP220HFA 12
FP440HFA 14
Alt 91

Source: Pfisumm / Computer program: SAS Code 3

Reviewer’s Conclusion for Study FAP30007

The statistical results are summarized as follows:

=  The differences in percent predicted FEV | changes from baseline between the FP treatments and
the placebo prove to be statistically significant.

«  The same analysis was repeated using Week-12 data alone (without LOCF}. it reached the same
statistical conclusions.
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Reviewer’s Evaluation of Efficacy for Study FAP30008

Patients’ Distribution

The numbers and percentages of patients by treatment and sex are listed in Table 27. The number and
percentage of patients are stightly higher in the femaies than in the males (201 and 53% vs. 177 and 47%).
But the distribution of patients between the two sex groups appeared to be fairly balanced.

Tabie 27. Patients by treatment and sex (Study FAP30008)

Treatment
Total

PlaceboHFA | FPBBHFA { FP220HFA | FP440HFA

N % N % N % N % N %

Sex

£ 491 5269{59| 62.11}38] 417655 5556201 53.17

M 44| 47.31{36| 37.89|53| 58.24 |44| 44.44]177| 4683

Total] 93| 100.00 195 100.00 | 91 [ 100.00 | 93 | 100.00 | 378 | 100.00

Source: Data set: PRR30008.sd7, visit: 20, patients: ITT

Table 28 shows the numbers and percentages of patients by treatment and status of completion. A total of
26% of patients received placebo dr opped out, compared with a combined 15% dropout rate among treated
groups. The overall percentage of dropout across treatments was 17.5%.

Table 28. Patients by treatment and status of completion (Study FAP30008)

Treatment
Total

PlaceboHFA ] FPBBHFA | FP220HFA | FP440HFA

N % N % N % N % N %

Completed patient

No 24 2581121 2211|119 120910 1010 66| 17.46
Yes 69| 74.19|74| 77.89(80| B7.91}89| 89.90|312| B2.54
Total 93| 100.00{95]100.00191 ( t00.00 99 j 100.00 | 378 | 100.00

Source: Data set: PIi30008 sd7, visit: 20, patients: [TT
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Table 9 indicates that the number-one cause for dropout was the lack of efficacy. A total of 12 patients in
the placebo group and 9 in FP88HFA group dropped out due to lack of efficacy, representing a much
higher number of dropouts due to lack of efficacy than those in FP220HFA and FP440HFA groups.

Table 29. Reasons for dropout (Study FAP30008)

Treatment Total
PlaceboHFA | FP8BHF A | FP220HFA | FP440HFA
N N N N N

Reason for dropout
Adverse event 1 4 5
Consent withdrawn 5 5 4 2 16
Lack of efficacy 12 9 3 2 26
Lost to follow up 1 2 1 4
Noncompliance 1 2 3
Other 2 2 3 7
Protocol viclation 3 1 1 5
Total 24 21 11 0] 66

Source: Data set: Pft30008.sd7, visit: 20, patients: [TT and COMPANAL=0

Figure 12, below, shows the number of patients staying in study by week, while Figure 13, the percentage

of patients staying in study by week.

Figure 12. Number of patients in study by week (Study FAP30008)
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Figure 13. Percent of follow-ups by week (study FAP30008)
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Reviewer’s Statistical Analysis

Table 30, Table 31, and Table 32 show the number of patients and the unadjusted (raw) means of percent
predicted FEV, at baseline, Week 12, and at endpoint (Week 12 and LOCF for missing at Week 12).

Table 30. Mean percent predicted FEV, at baseline (Study FAP30008)

. FEV1: Pct Predicted at baseline
#iPatients
Mean

Treatment
PlaceboH FA 93 66.975
FPBBHFA 95 66.703
FP220HFA 91 67.248
FP440HFA 99 66.995

Source: Data set: Pft30008.sd7, visit: 20, patients: ITT
Table 31. Mean percent predicted FEV, at Week 12 (Study FAP30008)

FEV1: pet predicted

#Patients
Mean
Treatment
PlaceboH FA 69 72819
FP8BHFA 74 79.165
FP220HFA 80 77.648
FP440HFA 89 78.718

Source: Data set: Pft30008.5d7, visit: 90, patients: [TT
Table 32. Mean percent predicted FEV, at endpoint (Week 12 LOCF) (Study FAP3G008)

FEV1: pct predicted

#Patients
Mean
Treatment
PlaceboHFA 93 71.552
FP88HFA 95 76.397
FP22CHFA 91 77.378
FP440HFA 99 78.281

Source: Data set: Pft30008.5d7, visit: Endpoint, patients: ITT
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The following two tables, Table 33 and Table 34 show the number of patients and the unadjusted (raw)
means of changes in percent predicted ¥ EV, from baseline, measured at Week 12, and at endpoint {Week
12 and 1.OCF for missing at Week 12), respectively.

Tabie 33. Mean change in percent predicted FEV, from baseline at Week 12 (Study FAP36008)

. FEV1: Chg in Pct Predicted from baseline
#Patients
Mean

Treatment
PlaceboHFA 69 5612
FP8GHFA 74 11.649
FP220HFA 80 10.916
FP440HFA 89 11.751

Source: Data set: PRRIVOOY . sd7, visit: 90, patients: [TT

Table 34. Mean change in percent predicted FEV, from baseline at end point: Week 12 LOCF {Study
FAP30008)

. FEV1: Chg in Pot Predicted from baselme
#Patients
Mean

Treatment
Placebal FA 93 4576
FPBBHF A a5 9.694
FP220HFA 91 10 130
FP440HFA 99 11 286

Source: Data set: PR30ONOE sd 7, visit: endpoint, patients: [TT

Figure 14 and Figure 15, below, depict the means shown in Table 33 and Table 34, above.

T T - - ¥ - T
PlaceboHFA FPSEHFA FP220HFA FR4OHFA
Box & Whiskers Mg Upper Quarle, Lower Quarile, and 34in

Subaet wad= 2 and ttanal = 1

Figure 14. Change in percent predicted FEV, from baseline at Week 12 (Study FAP30008)

Source: Data set: P 30008analysis.sd7. visit: 90, patients, [TT
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Figure 15. Change in percent predicted FEV, from baseline at end point: Week 12 LOCF (Study
FAP30008)

40.000

20060

nooo ~

= 20000

PlacebnHFA FPE3HFA FP220HFA FP440-FA
Bax & Whitkers Max, Upprer Cuactle, Lower Quasie, and M

Subaet endpant=1and thanai=1 e
Source: Data set: PA30008analysis.sd7, visit: endpoint, patients: ITT

Analysis of covariance (ANCOV A) was performed on the change in percent predicted FEV, from baseline,
at Week 12 and at endpoint (Week 12 LOCF). Because of the high percentage of dropouts, particularly in
the control group, the results with and without LOCF were compared to confirm the consistency. The
ANCOVA model includes terms of treatment, center, status of completion, and haseline percent predicted
FEV,; as the covariate.

Table 35 Shows the LS-means and 95% confidence mtervals for the mean percent predict FEV, changes
from baseline.

Table 35. 95% confidence intervals for the mean percent predict FEV ; changes from baseline (Study
FAP30008)

TREATMENT | FEVPCTPREDCHG LSMEAN | 95% Confidence Lirmits
PlaceboHFA 3.223117 | 0 B71B87 | 5.574367
FPBBHFA §.034501 | 5 625081 | 10.443921
FP220HFA 8.20845% | 5.642236 | 10.774681
FPR440HFA 8.259199 | 5.772272 | 10.746125

Source: Data set: PR3DO0OE . sd7, visit: endpoint, patients: [TT

Table 36 shows the test result of the following nutl hypothesis: There is no difference between the FP
treatment groups and the placebo in percent predicted FEV, changes from baseline. Multiple comparisons
were adjusted using the Dunnett’s method to control the overal] type-1 error under the 0.05 level. Note that
the means here are LS-means.
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Table 36. ANCOVA results: Change in percent predicted FEV, from baseline at endpoint (Week 12
LOCF) (Study FAP30008)

HO:LSMean=Control
TREATMENT { FEVPCTPREDCHG L SMEAN P>t
PlaceboHFA 3.22311666
FPS8HFA 8.03450053 0.0057
FP220HFA 8.20845922 0.0037
FP440HFA 8.25919885 0.0028

Source: Data set: Pft30008.sd7, visit: endpoint, patients: ITT

The differences in percent predicted FEV | changes from baseline between the FP treatments and the
placebo are shown to be statistically significant.

The comparisons between FP treatments and placebo, above, can also be expressed in terms of confidence
intervals. In Table 24, “j” represent the placebo, and “i=2,” FP88HFA; “i=3," FPZ20HFA: “i=4."
FP440HFA.

Table 37. 95% confidence intervals of the differences in percent predicted FEV, from baseline
between FP treat ments and placebe (Study FAP30008)

Least Squares Means for Effect TREATMENT
Difference Between | Simultaneous 95% Confidence Limits
i{3 Means for LSMean (i} -LSMean (§)
2{1 4.811384 1.167724 8.455044
3|1 4.985343 $.360511 8.610175
411 5.036082 1.469469 8.602696

Source: Data set: Pft30008.sd7, visit: endpoint, patients: [TT

For additional information, Table 25 lists key tables from the ANCOVA. The program used to compute the
tables is: Anal3000830008.SAS (See SAS Code 2).

Table 38. ANCOVA model (Study FAP36008)

Source DF | Sum of Squares Mean Square | F Vaiue | Pr>F
Madel 80 15941.99246 199.27491 2341 <0001
Error 297 25279.53601 85.11628
Corrected Total 377 41221.52847
R-Square Caoeff Var Root MSE | FEVPCTPREDCHG Mean
0.386739 103.0060 9.225849 8.956614
Source DF Type ill 35 Mean Square | F Value | Pr>F
TREATMENT 3 1326.703513 442 234504 5.2010.0016
CENTER 75 7243.250217 96.576670 1.1310.2312
COMPANAL 1 1052.440264 1052.440264 12.36 { 0.0005
FEVPCTPREDBASE 1 4036.759620 4036.759620 | 47.43 [ <.0001

Source: Data set: Pft30008.sd7, visit: endpoint, patients: ITT
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Comments on Sponsor’s Data

37

The sponsor applied LOCF approach to fill in the missing observations. For some patients’ data, this
method was not done as deseribed : The Iast observations before missing data were not used to carry
forward. Instead, numbers other than last observations were used. In Study FAP30007, the number of
patients whose data were treated this way is shown in Table 39. A complete list of these patients can be

found in the Appendix.

Table 39. Patients with incorrect estimates for missing observations while LOCF was applied (Study

FAP30008)
Treatment | Number of Patients
PlaceboHFA 23
FP8BHFA i6
FP220HFA 9
FP440HFA 9
Adt 57

Scource: Pfisumm / Computer program: SAS Code 3

Reviewer’'s Conclusion for Study FAP30008

The statistical results are summarized as follows:

e The differences in percent predicted FEV | changes (rom baseline between the FP treatments and
the placebo prove to be statistically significant.
¢ The same analysis was repeated using Week-12 data alone (without LOCF). It reached the same

statistical conclusions.
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Sponsor’s Statistical Method

From NDA, FLTA3022.PDF:

5.4.4. Multiple Comparisons and Multiplicity

The protocol stated that a protected {(after an overall treatments comparison test) anatysis between treatment
groups would be used to detect differences and that pairwise treatment testing would be viewed as
descriptive when the overall treatment test was not statistically significant. However, this is an older
methodology that is not currently the standard approach used in GlaxoWellcome US Clinical Statistics.
Instead a sequential approach was used, detailed in the Data Analysis Plan, and described below.

Pairwise comparisons to placebo were performed in a sequential manner, beginning with the FP 880mcg
HF A group and the FP 880mcg CFC group. [f neither of these comparisons was significantly different
from placebo, further p-values were not interpreted, since efficacy relative to placebo was not demonstrated
by the test product if the high dose was not different than placebo. [f these p-values were significant,
comparisons to placebo were interpreted for the FP 440mcg HF A group and the FP

440mcg CFC group.

A comparison to determine whether there was parallelism in doses across propellants was also undertaken
to establish whether similar patterns in doses exist for the two propellants. Parallelism here was the
condition where the difference between the effects of the two doses was the same for both propellants, i.e.
there is no interaction between dose and propellant. Parallelism was assessed in order to justify the
combination of doses across propellants and the combination of propellants across doses.

Because the comparisons between propellants were related to equivalency (and not superiority), confidence
intervals were used. Since a clinical equivalency criterion was not established a priori, confidence intervals
were an informative method to assess clinical comparability/equivakency. If all active group comparisons
were significantly different from placebo, and there was evidence for parallelism in dosings across
propeliants, then the confidence interval comparing both dose groups of HFA propellant to both dese
groups of CFC propellant was considered the confidence interval of primary interest. If parallelism was not
established, then little emphasis was placed on this confidence interval, since if the high dose of one
propellant was more similar to the low dose of the other propellant, then grouping doses within propellants
was not justified. (If the parallelism contrast [which can also be seen as an inleraction between propellant
and dose] was significant, an investigation of the cause was undenaken to assess the degree to which the
propellants and doses had an interaction.}

The dose comparisons were made using both confidence intervals and p-values. [ the parallelism contrast
was not significant (suggesting parallelism holds for this study), then the primary dosing comparison of
interest was both high dose groups compared to both low dose groups. 1f there appeared to be significant
interaction between propellant and dose, then the individual treatment groups were compared.
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From Protocol and Protocol Amendments, FLTA3022.PDF

§.3.5. Efficacy

The primary measurc of efficacy is the mean daily oral prednisont use. Other measures of
efficacy include the reduction in oral prednisone dosc, the mean dose of prednisone at
baseline and endpoint, the mean change from baseline in prednisonc dose, duration of study
participation, FEV), subject-administered PEF, subject-rated daily sympiom scores,
nighttime awakenings, and inhaled Ventolin® use.

A protected (after an overal! treatments comparison test) analysis between treatment groups
will be used to detect differences. Pairwise treatment testing will be viewed as descriptive
when the overall reatments test is not statistically significant.

I. Mean Daily Oral Predaisune Use

The dose of oral prednisone over the course of the study will be determined for each
subject and summarized by treatment group. The total prednisone use will incorporate
both regular maintenance doses of oral prednisone as wall as those doses taken during
the entire pericd of an oral predaisone burst. Treatment-related effects will be assessed
by camparison of the mean daily dose of oral preditisone between treatment gIoups.

PPEARS THIS WAY
A ON ORIGINAL
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