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Recommendation:
From the clinical pharmacology perspective, this supplemental NDA is acceptable.
Executive Summary:

This is a Phase 4 commitment to improve the dose content uniformity and the performance of the
Pulmicort based on the approval letter dated June 24, 1997 for the first version of the inhaler
(MO or version A). The second version of the inhaler utilizing the enhanced spheronization
process (ESP) was approved in December 2000 (MO-ESP or version B). The new version that
is submitted in this NDA (M3 or version C) is an improvement of the existing version. The
improvement was made by adding lactose as an excipient to improve product performance as
well as modification of mouthpiece, dose indicator, and number of dose per device.

To establish the link between the three versions, the sponsor submitted the following main
studies/analysis:

e Pivotal PK study (#601) to establish the link between M3 and M0.

* PK study to establish the link between M0 and MO-ESP (study # 708)

* Phase 3 studies (620 and 726) including PK in a small subset of patients using M3 and MO0-
ESP devices.

* A cross-study comparison between study 601 (M3 vs M0) and 708 (M0 vs M0-ESP).

e Pop PK analysis of several studies.

From all studies and analysis, it can be concluded that the three versions produce comparable
systemic exposure. Specifically, M3 device produce comparable or lower systemic exposure than
MO-ESP. The data from these studies is briefly described below:

From study 601, the 90% ClIs for the ratios of the PK parameters were within 80 to 125% for M0
(A) and M3 (C) (Table I). The plasma concentration time-Profiles were superimposed for M0
and M3 (Figure I). Similarly, the 90% Cls for the ratios of the PK parameters from study 708
was within 80% to 90% for MO and MO-ESP.

Table I. Relative Bioavailability (Study # 0601)
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Figure I. Mean PK Profiles
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Furthermore, across studies comparison and pop PK analysis demonstrate similar exposure
between M3 and M0O-ESP (Figure IT) and among the three versions of inhalers (Figure III).

Also, the 90% ClIs for the ratios of the PK parameters were for the three products were within 80
to 125% (Table II).

Figure I Individual AUC and Cmax Values of Budesonide for M3 and M0-ESP Expressed

as Percent of Corresponding Parameter After Administration of Budesonide via M0
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Figure III. Pop PK Analysis: Effect of Inhaler Type on Apparent Clearance (CV/F) and
Volume of Distribution (Vss/F) (Exposure from M0-, MO-ESP, and M3)
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Table II. Bioe.quivalence Tests Between M3 (Study 601) and MO0-ESP (Study 708)
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- The data from a subset of patients from Phase I1I studies are inconclusive, yet are important.
Considering of the high variability in the data and the small number of subjects (2 to 13) in each
treatment arm the data demonstrate that the systemic exposure with M3 is comparable or lower
than MO-ESP. These data cannot be ignored and are useful to establish the link between efficacy
and product performance/systemic exposure. Since M3 produces comparable or lower (not
higher) systemic exposure than MO-ESP there are no known systemic safety concerns. This
aspect of the relationship is discussed in more details in the Medical officer’s review.

Conclusions:

Considering all studies and the data analysis it can be concluded that the three versions (MO0, M3,
and MO-ESP) produce comparable systemic exposure. Specifically, the new version (M3) may
produce slightly lower systemic exposure than the currently marketed version (M0-ESP).
Therefore, there are no safety concerns. Patients may be monitored for adequate response and
dose adjustment may be necessary on case by case basis.

Reviewer

Sayed (Sam) Al Habet, R.Ph., Ph.D.
Office of Clinical Pharmacology and Biopharmaceutics
Division of Clinical Pharmacology and Biopharmaceutics 2

Final version signed by Emmanuel Fadiran, R.Ph., Ph.D., Team Leader
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Background:

In this submission, the sponsor submitted study reports and analysis to fulfill the
postmarketing/Phase 4 commitment to the original product Pulmicort Turbuhaler (budesonide
inhalation powder, NDA 20-441). Other related NDAs were also referenced by the sponsor.
These are NDA 21-929 for Pulmicort Respules (budesonide inhalation suspension), NDA 20-746
for Rhinocort Aqua (budesonide nasal spray), and NDA 21-324 for Entocort EC (budesonide)
capsules. NDA 20-441 for Pulmicort Turbuhaler was approved in June 24, 1997 with the
following Phase IV commitment:

“You will conduct an ongoing development program for Turbuhaler which includes
modifications of Turbuhaler, the process of controlled aggregation of micronized budesonide, the
powder composition, and possible clinical testing”

Product’s Versions:

1. MO: This is the original version of Pulmicort Turbuhaler (NDA 20-441) approved on June
24, 1997.

2. MO-ESP: Modified version that utilized Enhanced Spheronization Process (ESP). This was
submitted under S-009/NDA 20-441. This was approved in December 8, 2000.

3. M3: New version submitted to the current NDA. This version will replace the currently
approved version (M0-ESP). The sponsor intends to discontinue marketing the existing
version. The M3 version will be available in the following®==ssstrengths/packaging:

e 90 mcg/inhalation that delivers 80 mcg of budesonide per inhalation ex-

mouthpiece (60 inhalations) b(4)
« ' N o o oo -3
b -

e 180 még/inhalation delivering 160 mcg budesonide per inhalation, ex-mouthpiece
(120 inhalations).

Tt should be noted, however, that the sponsor intends to market only two of the above
strengths/packages. These are the 90 meg (i.e., 80 mcg delivered dose) and 180 meg (i.e., 160
meg delivered dose) per inhalation containing 60 and 120 inhalations, respectively.

Historical Regulatory Perspective:

The following are the major historical interactions with the sponsor on this product:

e MO the original Pulmicort Turbuhaler was approved in June 24, 1997 (NDA 20-441).
¢ MO-ESP was approved in December 8, 2000 (NDA 20-441/5-009)

e M3 clinical program started with a new IND 63,762 that was submitted on December 7,
2001.

The currently marketed version is available as dry powder containing only the active ingredients
(budesonide). In the new version (M3), lactose was added as an excipient to improve product
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performance. In addition, there were some modifications to the device involving the following:
mouth mouthpiece, dose indicator, and number of dose per device.
What Studies Have Been Submitted?

Pivotal PK Study:

From the clinical pharmacology perspective, study SD-005-0601 is the pivotal PK study that was
submitted by the sponsor. This study was conducted to establish the bioavailability of
budesonide when administered with the to-be-marketed version, M3 inhaler, relative to the
original version, MO0 inhaler.

Supportive Studies (600 and 708):

Two additional studies were submitted. The first is study # SD-004-0600 focusing on the relative
systemic exposure and plasma cortisol suppression using two device versions, M0 and M0-ESP.
The second study is # SD-004-0708 which was conducted to establish the relative systemic
exposure of the new (MO-ESP) device and the originally approved device (M0). These two
studies, 600 and 708, were completed in 1998/99 and were part of 1999/2000 submission. It
should be noted that 708 was a pivotal PK study in 1999 submission for the approval of M0-ESP
device along with other CMC data. Since these studies were previously submitted, the sponsor
provided only two pages synopsis for each study in this submission.

A Cross-studies Comparison (601 vs 708):

The sponsor conducted a post hoc cross-study comparison between M3 PK data from Study #
0601 and MO-ESP data from study # 0708. Finally, a population PK analysis report was
submitted as supportive data analysis.

Pivotal Phase 111 Study (PK Subset):

In two Phase 3 pivotal clinical studies PK samples were collected in a small subset of patients of
approximately 8 subjects from each parallel treatment arms. Study # SD-004-0620 was
conducted in adults and adolescents and study SD-004-0726 was conducted in children.
Furthermore, the sponsor submitted two additional clinical studies (#04-3020 A and 04-3023A)
that were submitted in the original NDA 20-441 in support the current NDA.

The focus of this review is on the following studies: 601, 708, 620, and 726 as well as pop PK
analysis.
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Summary of Individual Studies:
Study SD-005-0601 (Pivotal PK Study):

Objective: To determine the relative bioavailability of budesonide following M3 180 mcg and
MO 200 mcg and to determine the dosage strengths equivalence of M3 180 mcg and M3 90 mcg.

Design: This was 3-way crossover in 37 asthmatic patients (males and females) as follows:

Treatment A (640 mcg): M3 180 mcg x 4 inhalation (720 mcg)
- Actual dose: 160 mcg per inhalation x 4 = 640 mcg.
Treatment B (640 mcg): M3 90 mcg x 8 inhalation (720 mcg)
Actual dose: 80 mcg per inhalation X 8 = 640 mcg.
Treatment C (640 mcg): MO 200 mcg x 4 inhalation (800 mcg)
Actual dose: 160 per inhalation x 8 = 640 mcg.

Plasma PK samples were collected over 12 hours for the determination of budesonide
concentrations.

Results:

o The PK parameters and the plasma concentration-time profiles following the three treatments
were comparable (Table 1 and Figure 1).

e The 90% Cls for the ratios Cmax and AUC were within 80% to 125% for all treatments
(Table 2).

e The ratios for M3/MO for both Cmax and AUC were about 100% (96% to 100%).

e For dosage strength, the ratio of M3 (4 x 180 mcg /M3 8 x 90 mcg) were around 93% for
Cmax and AUC (92% to 94%).

Table 1. Mean PK Parameters (Study # 0601)
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Figure 1. Mean PK Profiles

— M3 dx180 ug
B M3 &x ug
+— MU 45208 ug

ES
T

ra

plosme hudesonkds {rmol, L1
- ™

R S S S NENAE T M
Tirwe (heure) shica dose adminletratlen

Table 2. Relative Bioavailability (Study # 0601)
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Conclusion:

Based on the data from this study the systemic exposure of the two formulations and the dosage
strengths are comparable.

Study 0708:

This study was originally submitted in October 1999 as part of the Phase 4 commitment as stated
in the approval letter dated June 24, 1997 (NDA 20-441). This Phase 4 commitment was mainly
related to CMC issues in order to improve the dose-delivery characterization and spheronization
process. Based on the data from this study as well as CMC related data, MO-ESP was approved
in December 8, 2000.

The study was conducted in 36 healthy subjects following administration 640 mcg (4 x 160 mcg)
using M0O-ESP and a replicate of 640 mcg (4 x 160 mcg) using MO device in a 3-way crossover
design. The 90% CI for the Cmax and AUC were within 80 to 125% (Tables 3-and 4).

Table 3. 90% CI for AUC (Study # 708)
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Table 4. 90% CI for Cmax (Study # 708)
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Conclusions:

Based on the above data, it can be concluded that the bioavailability of the MO-ESP is similar
relative to that of MO device. Therefore, MO-ESP was approved and has been marked since
December 2000.

Studies 62I0 (Phase III Clinical Study):

Study Design:

This is a placebo controlled safety and efficacy study using M3 and MO-ESP devices in
asthmatic adults. It is parallel group 12 weeks study at a dose of 180 mcg QD or 360 mcg bid of

M3 inhaler and 400 mcg BID or 200 mcg QD of MO-ESP. Blood samples fro PK analysis were
collected from a small subset of subjects on active treatments.

Results:

The total number of subjects who provided viable data ranged from 2 to 13 as shown in Table 5.
In some instances, only 2 and 3 subjects provided data for AUCq.12n for M3 arms at doses of 360
mcg BID and 180 mcg QD treatments, respectively. In addition, there was a high variability in
the data as shown in Figure 2. Specifically, there was one outlier that had a significantly higher
systemic exposure conipared to the other patients at a dose of 400 mcg BID in MO-ESP arm.
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Table 5. Summary of PK AUC Parameters (Study 620)

Parameter Treatment grouphudesonide content
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Figure 2. Individual Plasma Concentration-Time Profiles (Study 620)
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Reviewer’s Comments:

Due to the observed high variability and the small number of subjects at each dose/treatment
levels, the mean data and specifically the mean plasma concentration-time profile of budesonide
it is very difficult to reach a definitive conclusion (Figure 3). However, considering all the
variability in the data, the exposure from M3 appears to be lower than MO-ESP. The extent of the

clinical impact of this lower exposure on the efficacy of the new inhaler is questionable at this
time. ~ ‘

Figure 3. Mean Plasma Concentration-Time Profile for M3 and M0-ESP (Study 620)
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Conclusions:

From the PK perspective, the data is inconclusive due to the small number of subjects at each
treatment. However, there are no systemic safety issues with M3 device as the systemic exposure

appears to be lower than MO-ESP. Therefore, the low systemic exposure with M3 may have
some impact on the efficacy. ‘
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Study 726 (Phase 3 Clinical Study):
Study Design:

This study was similar in design to Study 620 in which M3 and M0-ESP devices were tested.
The doses administered in each arm of this study are also similar to those administered in study
620. However, the main difference is that the study was conducted in children and adolescents of
age ranging from 6 to 17 years.

. Results:

As was discussed in study 620, the number of subjects was also small and the variability was
also high in order to make a definitive conclusion of the data. In each arm there were
approximately 8 subjects with a total of 32 subjects in the four arms. In terms of exposure with
M3 inhaler, the data appears to be consistent with study 620 indicating a lower or comparable
exposure compared to MO-ESP (Tables 6 and 7).

As in study 620, there was a highly variability in the plasma concentration-time profiles (Figure
4). Because of the high variability, there was some separation in the mean plasma concentration-
time profiles between M3 and MO-ESP (Figure 5). These mean profiles are also consistent with
those obtained from Study 620 indicating a lower exposure from M3 device compared to MO-
ESP.
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Table 6. Statistical Summary of PK Parameters, Geometric Means (Study #

726)
PULMICORT
TURBUHALER
Variable ireatment i GMean CV Min = Median Max
AUC {nmol*hd) MO-ESP 20 uggd 8 1262 1575 017 1.52 4861
MO-ESP40ughbid 10 4752 463 240 493 823
M3 180 pgqd § 1746 582 087 1352 4.27
M3 360 po bid 8 43143 300 L4 424 £.45
Croax {nmobL) MO-ESP X0pugqgd 8 7.381 2287 003 1Y 232
MO-ESP40pgbid 10 1898 414 078 2406 2.86
A3 180 pg gd & G444 662 016 .52 .89
M3 360 ug bid 8 1518 463 0.83 134 274
T2 (I MO-ESP200uggd B 332 225 a7 33 5.1
MO-ESP 400 pgbid 10 381 372 19 40 73
33 180 pz gd 6 348 383 23 31 6.8
M3 360 ug bid 8 3.68 1%.1 3.0 34 48
AUChg, {nmol*hL) MO-ESP200uggd 8 2944 1700 01D 108 339
MO-ESP400pugtid 16 3796 502 1.889 380 5.565
W3 180 pz qd ] P28y 8335 058 109 3.23
M3 350 ug bid 8 3267 383 171 333 404
AUCqomw (mmol*hd) MOEESP 200 ugagd 7 1581 1021 043 143 437
MO-ESP400pghid B 4546 4646 240 415 823
33 180 pgad § Lsgg 612 078 1.34 $.10
M3 360 pg bad 7 3353 182 124 193 §.45
i Twice daily. gd Once daily.
PULMICORT TURBUHALER M3, vew device. PULMICORT TURBUHALER M0-ESP, curreut device,
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Table 7. Relative Systemic Exposure from M3 and M0-ESP (Study # 726)

Yartable PULMICORT TURBUEALER treatinens contrast  Mean ratio

90% CL

AUC M3 180 pz gd vs. MO-ESP 200 pg qd 1383
33 380 pg bid ws. MEO-ESP 400 pg bid 872
Cos b3 180G ug qd vs. MO-ESP 200 ug gd 1167
M3 360 g bid vs. MO-ESP 400 pg bud 80.C
AUCe s M3 180 pg gd vy MO-ESP 200 pg gd 1359
M3 360 pg bid vs. MO-ESP 400 11z bid 84.1
AUCq 2 M3 180 pe gd ve. MO-ESP 2006 pg qd i01.1
b3 360 ug bid vs. MO-ESP 400G ng bid 1G0.2

(74.010 258 4)
(30310 151.0)
(36.5 10 240.8)
42410 151.2)
(69.6 to 264.5)
(47.9 10 154.7)
(39.110 172.9)

{61.610 162.9}

hid Twice dailv. gd Once daily. CL Cenfidence limit

Figure 4. Individual Plasma concentration Time-Profiles (Study # 726)
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Figure 5. Mean Plasma Concentration-Time Profiles (Study # 726)
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Reviewer’s Comments (Studies 620 and 726):

The PK data from studies 620 and 726 is limited due to the small number of subjects with good
data in each treatment arm (n=2 to 8). Also, these are not crossover studies. The following are
some of the specific issues:

e Only 2 subjects provided AUCq.1; data in one of the arms in study # 620.

e There were some outliners in both studies. Specifically, in study 620 one subject had
significantly higher systemic exposure. The high variability along with some of the outliers
affected the overall mean data.

From the PK perspective and considering all sources of variability, M3 and MO-ESP produce
comparable exposure. However, the exposure from M3 could be lower than MO-ESP. Therefore,
there is no systemic safety concern. In addition, the 90% CI for PK parameters from study 601
and 708 are within the 80 to 125% for M3 and MO.

However, the data from the subsets of patients in clinical Studies 620 and 726 can not be
ignored. The clinical data should be interpreted with the variability in mind. However, in terms
of systemic exposure and comparability, the emphasis should be on study 601. The situation can
be simplified as follows:
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Study (708): A (M0) = B (MO-SEP)
Study (601): C (M3) = A (M0)
Study (620 and 726) =C £ B (?)

In conclusion, the PK data should be carefully integrated with clinical data efficacy to assess the
overall performance of the M3 device.

Comparative Analysis Across Studies (#0601 and 0708):

The objective of this analysis is to determine the comparative bioavailability link between M3
(180 mcg per inhalation) and MO-ESP. Studies 601 and 708 were conducted to establish the
relative bioavailability between the following inhalers:

Study 601: M3 vs M0
Study 708: MO vs MO-ESP

No formal PK study was conducted to establish the link between M3 (the ~to-be marketed
version) and MO-ESP (the currently marketed version). The only PK data that is available to
establish the link between M3 and MO-ESP is from the subsets of patients in Phase 3 Studies,
620 and 726. As described above, the usefulness of this data is limited and can not be used to
provide definitive conclusions.

Therefore, the sponsor conducted across study comparative analysis for the data from study 601
and 708 using ANOVA. Due to several sources of variability including but not limited to
different population (patients vs. healthy) the exposure from M0 were different between the two
studies. Therefore, the sponsor corrected the values of M3 and MO-ESP based on MO0 exposure.
This was performed by simply dividing each subject’s value from M3 or MO-ESP by the
corresponding value from MO in each study.

Results:

Based on this analysis, the 90% Cls for ratio of Cmax and AUC were within 80 to 125% for MO,
M3, and MO-ESP (Table 8). Considering the variability in the data, the exposure from the two
devices appears to be comparable as shown in Figure 6. Based on this analysis, the exposure in
asthmatic subjects appears to be approximately 15% (13% to 16%) lower than in healthy subjects
(Table 9).

Table 8. Bioequivalence Tests Between M3 (Study 601) and M0-ESP (Study 708)

Pararneter MIAMD MO-ESPAR MIN-ESP 90% confidence
liznits

AL %0 $6.34 2648 9707 (8674 20 103.00%

Coer $35) i 101.08 0683 (38.85 40 11347
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Figure 6. Individual AUC and Cmax Values of Budesonide for M3 and M0-ESP Expressed
as Percent of Corresponding Parameter After Administration of Budesonide via M0
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Table 9. Statistical Analysis Between Astmatic Subjects (Study 601) and Healthy Subjects
(Study 708) for MO0 Inhaler.

Parameter Asthma Healthy Asthma/Healthy (90) 20%4 CE

AUC gz (ool min'L) 5377 8152 g7.41 {7930 10 96.11)

ey (milL) 328 381 8394 7377 10 95.32)
Conclusions:

From this analysis it can fairly be stated that overall, M3 and MO-ESP devices produce a
comparable systemic exposure to budesonide.

Pop PK Analysis:

This analysis covers pooled PK data collected from three different inhalers, M0 200 mcg, MO-
ESP 200 mcg, and M3 (90 and 180 mcg). The main object of this analysis is to provide
additional support to link M3 and MO-ESP and to examine the effects of covariate on the PK of
budesonide.

The focus of this analysis was on the effect of covariates on the apparent clearance (CI/F) and the
apparent steady-state volume of distribution (Vss/F). Several covariates were used in this
analysis including but not limited to: weight, age, race, and body mass index (BMI). A total of
365 subjects were included in the analysis obtained from 11 current and old studies reported
throughout the pulmicort development program. The subjects demographics for these studies are
as follows:

4 studies in healthy subjects

7 studies in asthmatic patients

2 studies in pediatrics ages 6 to 11 years of age
2 studies in adolescents 12 to 17 years of age
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Results:

e The results of the Pop PK analysis are summarized in Tables 10 and 11 and Figures 6-9.
e The apparent (CI/F) was influenced to some degree by age, weight, height, BMI, CrCl, and
race. Also, the apparent volume of distribution (Vss/F) was influenced by inhaler type, age,

weight, and height (Figures 6-9).

Table 10. Summary of Pop PK Analysis of PK Parameters by Inhaler

MO MOESP M3

Mu MOESY All
5D D S0 55 5%
n=16% w=112 1=94 =33 182 =541
CUF{Lh 1947 2134 1911 1833 1823 1933
{range} 84.1257 108.2259 118.353 43.508 L0909 £4.1542 27.405¢
YVaF @4 ERIE 8321 8350 855 BésS $204
{range) 3289388 3518706 4742 2382450 11139941 338046 11139041

5D single dose: 55 sready staze; CVF appazent clearnnes; VisF volums of dismibusion {steady siate)

e The systemic exposure from MO was slightly higher than M0-ESP. In addition, consistent
with the data from other studies, the systemic exposure from M3 was slightly lower than M0O-

ESP (Table 11 and Figure 6).

Table 11. Summary of PK Parameters from the Pop PK Analysis

Parameter Estimate 9585 €1 V%
CLF (Lohy 1838.1 {1768, 200.1 334
VEF L 33l 307, 35.6) 3073
VAIF{L) Sl (4922, 3.0 1134
QL 842 {775,415 106.5
a .38 {0.37, 540
Fral QA0 -ESP) 112 {103, 120 -
Frel 340-E5F) ) L0 092,108 -
@ frst-prday absororion rame Faw relative Moavatizbility
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Figure 9. Effect of Height on Apparent Clearance (CI/F) and Volume of Distribution
(Vss/F)
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Conclusions:

Based on this analysis, it can be concluded that considering all the variability in the data among
all studies, the systemic exposure to budesonide is overall comparable among the three inhaler
versions (M0, MO-ESP, and M3). The data is also in good agreement with the conclusions drawn
from a cross-study comparison between Studies 708 and 601.

In terms of the effect of covariates on the apparent clearance and volume of distribution the
analysis shows some but inconsistent effect. Although, some of these effects are at statistical

significant level, the clinical impact of these small effects could be questionable.

Labeling Comments:

The labeling comments will be incorporated directly into the sponsor’s proposed label after the
discussion with the review team
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Figure 6. Figure . Effect of Inhaler Type on Apparent Clearance (CI/F) and Volume of
Distribution (Vss/F) (Exposure from M0-, M0-ESP, and M3)

. o wl we ] - MG, s
% MOLEP, 39 2 NGLEP, 4
- & U3, 54
* D, %% * N0,
« WRERE, 48 1p* ® MOPER, 5
5 ) & R, 25 83,
1041 Vi
%,
< 2 / :
Y & b(4)
<) ¥ 148
09t
, ) in? » . .
G MO~-ESE M3 MG M- 50 M3
Inhalar type Innaler bype
Figure 7. Effect of Age on Apparent Clearance (CVF) and Volume of Distribution (Vss/F)
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Figure 8. Effect of Weight on Apparent Clearance (CI/F) and Volume of Distribution
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Chronopharmacokinetics
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Primary reviewer Signature and Date Sayed (Sam) Al Habet, R.Ph., Ph.D.
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DEPARTMENT OF HEALTH AND HUMAN SERVICES

FOOD AND DRUG ADMINISTRATION

CENTER FOR DRUG EVALUATION AND RESEARCH

OFFICE OF PHARMACOEPIDEMIOLOGY AND STATISTICAL SCIENCES
OFFICE OF BIOSTATISTICS

Filing Review

NDA: 21,949
Drug Name : Pulmicort Turbuhaler M3
Indication: Asthma
Applicant: AstraZeneca '
Dates: Electronic submission dated 09/12/2005
Biometrics Division: Division of Biometrics IT (HFD-715)
Statistical reviewers: James Gebert, Ph.D.
Concurring Reviewer: Ruthanna C. Davi, M.S., Statistics Team Leader
Medical Division: Division of Allergy and Pulmonary Drug Products
(HFD-570)
Clinical reviewer: J. Kaiser, M.D.
Medical Team Leader: P. Starke, M.D.
Project manager: C. Jackson

Keywords: Clinical studies

The statistical review of this submission will focus on two studies, SD-004-0620 and SD-004-0726. On
their face, these studies have the potential to support the described indication. The corresponding
electronic data files are accessible. Therefore, the submission is adequate for filing from a statistical
perspective. This reviewer has the following information request from the sponsor.

Information request

The values of the variables CONTENT and _CONTENT in files_ PULMO02 and _DIARYO02 in folder SD-
004-0620 do not match for all subjects. Explain. Specify the correct values for CONTENT and
_CONTENT in file_PULMO02 in folder SD-004-0620 for patients 4007, 4009, 4010, 4011, 4030, 4041,
4043, 4044, and 4053.
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