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undergoing diagnostic or therapeutic procedures.
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1. EXECUTIVE SUMMAY OF STATISTICAL FINDINGS

1.1 Conclusions and Recommendations

This application requests consideration of one dose of fospropofol disodium (6.5 mg/kg) for the .
indication of sedation in adult patients undergoing diagnostic or therapeutic procedures. The
applicant conducted a dose response study and two confirmatory controlled clincal studies to
support the effcacy of fospropofol disodium for use in sedation in adult patients undergoing
diagnostic or therapeutic procedures. In all thee studies, the results for the fospropofol
disodium 6.5 mg/kg dose group demonstrated effcacy as measured by the higher proportion of
patients meeting the sedation success criteria. The efficacy of fospropofol disodium 6.5 mg/kg
was also evident for secondary endpoints evaluating treatment success, patients' memory of
being awake durig the procedure, physician satisfaction with the level of sedation, and time to
being fuly alert after the procedure.

The effcacy and safety results were presented to the Anesthetic and Life Support Drugs
Advisory Commttee on May 7,2008. The Division of Anesthesia, Analgesia, and
Rheumatology Products (DAA) sought advice on the treatment settings, personnel and
monitorig appropriate for safe use of fospropofol disodium, if approved. The feedback from the
commttee members suggested approval with limitations for use simlar to propofol (Diprivan(l).

1.2 Brief Overview of Clinical Studies

This application includes data from thee prospectively planned, controlled, randomied, double-
blind clinical studies. A Phase 2 dose response study (Study #520) in patients undergoing
colonoscopy included five treatment arms: four doses offospropofol disodium (2,5,6.5, and 8

mg/kg) and a midazolam arm. Based on ths study, the 6.5 mg/kg dose was selected as the
effective dose for the confiratory trals arid the 2 mg/kg dose was seleeted as a 10wer dose

active comparator. The Phase 3 study in colonoscopy patients (Study #522) included thee
treatment arms: fospropofol disodium 2 mg/kg, fospropofol disodium 6.5 mg/kg, and
midazolam. In each of these studies, the midazolam arm was included for general inormation
and was not planned or intended for efficacy comparisons. The Phase 3 study in patients
undergoing a flexible bronchoscopy (Study #524) included the same two fospropofol disodium
doses but did not include a midazolam ar.

In all three studies, the priar endpoint was defined as the sedation success rate. Success
required that four criteria be met: (i) 3 consecutive Modified Observer's Assessment of
Alertess/Sedation Scale (MOAAS) scores S; 4 after admistration of sedative medication and
(ii) completig the procedure (iii) without requirg the use of alternative sedative medication
and (iv) without requirg manual or mechanical ventilation. The MOAAS scale has six levels
(scores 0-5). A score of 0 denotes non-responsive and 5 denotes fullyalert. Important

secondar endpoints included treatment success, patients' memory of being awake durig the

procedure, physician satisfaction with the level of sedation, and time to fuly alert after the
procedure.
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For the effcacy endpoints, the primary analyses used the modified intent-to-treat (mITT) patient
population, defined as all patients who were randomized, received at least one dose of study
treatment and had at least one postdose clincal assessment. Only 6 randomized patients were
not included in the mITT population (2 in study #522; 4 in study #524).

Support for efficacy was tested by the pairwise comparison of the fospropofol disodium 6.5
mg/kg group to the fospropofol disodium 2.0 mg/kg group. Fisher's Exact test was used for the
priar efficacy endpoint.

1.3 Statistical Findings

In all thee studies, the 6.5 mg/g dose was statistically signficantly better than the 2 mg/kg dose
for the sedation success rate. Success rates in the fospropofol disodium 6.5 mg/kg groups raged
from 69% to 89%, compared to 24% to 28% in the fospropofol disodium 2 mg/kg groups.
Additional secondar endpoints also supported efficacy for the 6.5 mg/g dose. The results are
presented in Tables 3, 6, and 9, for studies 520, 522, and 524 respectively, and provide suffcient
information to conclude fospropofol disodium 6.5 mg/kg is efficacious for this indication.

2. Introduction

2.1 Overview

Fospropofol disodium is a new molecular entity and is not curently approved for any indication
in the United States or other countres. It is an intravenous sedative-hypnotic agent and is a pro-
drg of propofol.

The applicant is requesting approval for use in adult patients undergoing diagnostic or
therapeutic procedures. The clincal studies assessed its use durng two procedures: colonoscopy
or bronchoscopy. These were performed in a procedure room, with a person trained in airay

management and basic life support equipment immediately available.

The applicant has submitted a Phase 2 dose-response study and two Phase 3 studies to support
ths application. All thee studies are randomized, double-blind, active-controlled, parallel arm

studies in adult patients. My statistical review focuses on these three studies, referred to as 520,
522, and 524. The design, endpoints, and patient populations for these studies, and the clincal
development plan, were discussed with DAA at the End-of-Phase 2 meeting (March 31,
2004). The applicant followed the advice received at that meetig in the protocols.
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2.2 Data Sources

All data was supplied by the applicant to the CDER electronic data room (edr) in SAS transport
format. All necessary documentation, formats, and lins were provided as welL. The data and

final study report for the electronic submission were archived under the. network path location
\\cdsesub1\nonectd\N22244\N 000\2007-09-26. The inormation needed for ths review was
contained in modules 1,2.5, and 5.3.5.

3. Statistical Evaluation

3.1 Evaluation of Efficacy

Study 3000-0520 (conducted 8/05 to 10/05)

Design

Study 520 was a randomized, double-blind, parallel ar, multi-center study. Ths was a Phase 2

dose-response study with four dose levels of fospropofol disodium and an additional arm
received midazolam, an approved product. The dose levels are shown in Table 1. The objective
was to evaluate the trend for the four fospropofol disodium doses. No direct comparisons to the
midazolam ar were planned, which was included as a safety reference therapy group, according
to the applicant.

Patients were adults undergoing a colonoscopy procedure. Following pretreatment with
fentanyl, an analgesic, patients were randomly assigned to one of the 5 treatment arms. The
appropriate dose was prepared by a pharacist and delivered to the procedure room. Thus, all
clincal assessors remained blinded to the dose being admnistered. The treatment was
admstered via i.v. insion, with an intial bolus dose followed by up to 4 supplemental doses

as needed to achieve a MOAAS sedation score S;4. If adequate sedation was not reached, an
alternative sedative medication was used, and the patient was classified as a failure for sedation
success.

The priar endpoint was the sedation success rate. This was defined as (i) 3 consecutive
Modified Observer's Assessment of Alertess/Sedation Scale (MOAAS) scores ~ 4 after
adminstration of sedative medication and (ii) completig the procedure (iii) without requiring
the use of alternative sedative medication and (iv) without requirg manual or mechanical
ventilation. The MOAAS scale had six levels (scores 0-5). A score of 0 denoted non-
responsive and 5 denotes fully alert. Important secondary endpoints included treatment success,
patients' memory of being awake durg the procedure, physician satisfaction with the level of
sedation, and time to fully alert after the procedure.

For the efficacy endpoints, the primar analyses used the modified intent-to-treat (mITT) patient
population, defined as all patients who were randomized, received at least one dose of study
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treatment and had at least one postdose clincal assessment.

Patient Disposition

A total of 127 patients weré randomized using a 1: 1: 1: 1: 1 ratio to the five treatment ars. Only
2 patients discontinued prior to completing the study, both were recorded as 10st to follow-up.
However, both discontinued patients had post baseline clincal assessments. Therefore, all the
randomized patients met the criteria for inclusion in the modified Intent-to- Treat (mITT)
population

Table 1: Patient Disposition (Study 520)

Fospropofol Fospropofo1 Fospropofo1 Fospropofo1
disodium disodium disodium disodium Midazo1am
2.0 mg/kg 5.0 mg/g 6.5 mg/kg 8.0 mg/kg 0.02 mg/kg

Randomized 25 26 26 24 26
Discontinued
after study 0 0 1 1 0
drg
adminstered
mITT 25 26 26 24 26. .
Source: Clinca1 Study Report Table 9

Baseline Demographics

The five treatment groups were balanced with respect to relevant demographic and baseline
characteristics. These are shown in Table 2.

The randomiation plan included strata for the American Society of Anesthesiologists(ASA)
Physical Classification System status, with two levels: Pl/P2 or P3/P4. The medical descriptions
corresponding to PI though P4 status are no known systemic disease, mild systemic disease,
severe systemic disease, and systemic disease that is a constat theat to life, respectively. Of the
total 127 patients randomized, only 3 were in the higher P3/P4 strta. The other randomiation
stratu was age: ..65 or ~65. The 5 groups are similar for the age categories.
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Table 2: Demographic Characteristics at Baseline (mITT population: Study 520)

Fospropofol Fospropofol Fospropofol Fospropofol
disodium disodium disodium disodium Midazolam
2.0mg/kg 5.0 mg/kg 6.5 mg/kg 8.0 mg/kg 0.02 mg/kg

N=25 N=26 N=26 N=24 N=26

Age (years)
Mean (SD) 55 (10) 56 (11) 54 (15) 53 (15) 54 (12)
Range 25,72 36,80 21, 75 18,75 25,76

Age group:
18-64 yrs 21 (84%) 21 (81 %) 21 (81 %) 20 (83%) 22 (85%)
~65 yrs 4 (16%) 5 (19%) 5 (19%) 4 (17%) 4 (15%)

Gender
Female 13 (52%) 12 (46%) 15 (58%) 13 (54%) 16 (62%)
Male 12 (48%) 14 (54%) 11(42%) 11 (46%) 10 (39%)

Race
Caucasian 17 (68%) 24 (92%) 21 (81%) 22 (92%) 20 (77%)
Black 4 (16%) 1 (4%) 4 (15%) 2 (8%) 3 (12%)
Asian 0 1 (4%) 0 0 2 (8%)
Hisp!Latio 4 (16%) 0 0 0 1 (4%)
Other 0 0 1 (4%) 0 0

Weight (kg)
Mean (SD) 79 (15) 82 (23) 77 (19) 86 (23) 78 (15)
Range 53, 110 43,146 48,113 50, 132 45, 111

Wt. group:

0:60 kg 3 (12%) 4 (16%) 6 (23%) 4 (17%) 1 (4%)
60-90 kg 16 (64%) 15 (58%) 13 (50%) 10 (42%) 19 (73%)
~90kg 6 (24%) 7 (27%) 7 (27%) 10 (42%) 6 (23%)

ASA Status
PI 15 (60%) 10 (39%) 15 (58%) 8 (33%) 12 (46%)
P2 10 (40%) 15 (58%) 11 (42%) 16 (67%) 12 (46%)
P3 0 1 (4%) 0 0 1 (4%)
P4 0 0 0 0 1 (4%)

. .
Sources: Clinical Study Report Table 13 and SAS datasets
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Efficacy Results

The planed hypothesis of this study was a trend test for sedation success rate among the four
fospropofol doses using Cochran-Artage test for trend at alpha=0.05. The result indicated a
statistically significant trend (p-value ~ 0.001). Based on the overall results, the applicant
selected only the 6.5 mg/kg dose to move forward into the Phase 3 studies. The 2.0 mg/kg dose
was selected as a non-placebo comparator in the Phase 3 studies. The sponsor also performed
between-group pairise comparisons among the fospropofol groups using a Fisher's Exact test
for the difference in the sedation success rate. There were no planned adjustments for multiple
tests.

The results of the analyses are presented in Table 3. The 6.5 mglg dose offospropofol was
statistically significantly different from, and superior to, the 2.0 mglg fospropofol dose.for the
sedation success rate. The secondar endpoints were also favorable for the 6.5 mg/kg dose.
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Table 3: Study 520 (Phase 2: Colonoscopy) Efficacy Analysis Results

Fospropofo1 Fospropofo1
disodium disodium
2.0mg/kg 6.5 mglkg

n=25 n=26
Primary Endpoint:

Sedation Success Rate n/ 6/25 18/26
% 24% 69%

Difference 45%
p-va1ue p-=O.OOl

Secondary Endooints:

Treatment Success Rate n/ 9/25 21/26
% 36% 81%

Proportion of patients who required n/ 16/25 5126
alternative sedative medication % 64% 19%

Proportion of patients who did not recall n/ 10/25 15/26
being awake % 40% 58%

Proportion of patients who required n/ 19/25 14/26
supplemental analgesic medication % 76% 54%

Proportion of physicians who rated high n/ 3/25 10/26
overall satisfaction at sedation intiation % 12% 38%

Proportion of physicians who rated high n/ 2/25 7/26
overall satisfaction at endofprocedure % 8% 27%

Time to sedation (minutes) Mean 12 7
Median 12 6
Range 0,22 0,18

Time to fully alert (minutes) Mean 7 8

Median 5 7
Range 0,29 0,30

. .
Source: Chmcal Study Report 3000-0520 and SAS datasets
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Study 3000-0522 (conducted 3/06 to 8/06)

Design

Study 522 was a randomized, double-blind, parallel arm, multi-center study in adult patients
undergoing colonoscopy. The priary objective was to evaluate the efficacy offospropofo16.5
mg/kg dose in providing mial-to-moderate sedation in patients undergoing colonoscopy. The
study included three treatment ars: fospropofol 2.0 mg/kg, fospropofol 6.5 mg/kg, and
midazolam 0.02 mg/kg. Patients were randomied in a 1:3:2 ratio, respectively.

This study had the same design, patient population, endpoints, and analyses as study 520. The
main difference was that there were only three treatment ars in study 522.

Patient Disposition

As shown in Table 4, 314 patients were enrolled. There were only two patients who
discontinued from the study, both in the fospropofol disodium 6.5 mg/kg dose group and prior to
study drg admstration. There were no concerns about the disposition across the groups.

Table 4: Patient Disposition (Study 522; Colonoscopy)

Fospropofol Fospropofol Midazolam
disodium disodium 0.02 mg/kg
2.0mg/g 6.5 mg/g

Randomized 102 160 52
Discontinued prior to study
drg admstration 0 2 0
Discontinued after study drg
admstered 0 0 0
mITT 102 158 52
Source: Clincal Study Report Table 10
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Baseline Demographics

The two trèatment groups were well balanced with respect to relevant demographic and baseline
characteristics as shown in Table 5.

Table 5: (Study 522: Co10noscopy)

Fospropofol disodium Fospropofol disodium Midazolam
2.0 mg/kg 6.5 mg/kg 0.02 mg/kg

N=102 N=158 N=52

Age (years)
Mean (SD) 52 (11) 53 (12) 54 (11)
Range 19,76 18,85 25,79

Age group:
18-64 yrs 88 (86%) 137 (87%) 42 (81%)
~65 yrs 14 (14%) 21 (13%) 10 (19%)

Gender
Female 56 (55%) 82 (52%) 18 (35%)
Male 46 (45%) 76 (48%) 34 (65%)

Race
Caucasian 69 (68%) 133 (84%) 43 (83%)
Black 20 (20%) 11 (7%) 6 (12%)
Asian 3 (3%) 3 (2%) 1 (2%)
Hisp/Latino 9 (9%) 11(7%) 2 (4%)
Other 1 (1%) 0 0

Weight (kg)
Mean (SD) 81 (18) 87 (20) 84 (20)
Range 45,132 48,147 50, 134

Wt. group:

~60kg 13 (13%) 9 (6%) 4(8%)
60-90 kg 56 (55%) 86 (54%) 31 (60%)
~90kg 33 (32%) 63 (40%) 17 (33%)

ASA Status
PI 27 (27%) 54 (34%) 17 (33%)
P2 71 (70%) 99 (63%) 32 (62%)
P3 4 (4%) 5 (3%) 3 (6%)
P4 0 0 0
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Sources: Clinical Study Report Table 14 and SAS datasets

Effcacy Results

For the priary endpoint, the treatment groups were compared using a Fisher's Exact test for the
difference in the sedation success rate between the 2.0 mg/kg and 6.5 mg/kg fospropofol groups.

The results of the analyses are presented in Table 6. The 6.5 mg/g dose offospropofol was
statistically significantly different from, and superior to, the 2.0 mg/kg fospropofol dose for the
sedation success rate. The secondar endpoints were also favorable for the 6.5 mg/kg dose.

Table 6: Study 522 æhase 3: Colonoscopy) Efficacy Analysis Results

Fospropofol Fospropofol
disodium disodium
2.0mg/kg 6.5 mg/kg

N=102 N=158
Pnmary Endpoint:
Sedation Success Rate n/ 26/102 137/158

% 25% 87%
Difference 61%

p-value p': 0.001

Secondary Endooints:

Treatment Success Rate n/ 29/102 139/158
% 28% 88%

Proportion of patients who required n/ 73/102 19/158
alternative sedative medication % 72% 12%

Proportion of patients who did not recall n/ 45/102 83/158
being awake % 44% 53%

Proportion of patients who required n/ 78/102 87/158
supplemental analgesic medication % 76% 55%

Proportion of physicians who rated high n/ 4/102 61/158
overall satisfaction at sedation initiation % 4% 39%
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Proportion of physicians who rated high n/ 15/102 82/158
overall satisfaction at end of procedure % 15% 52%

Time to sedation (minutes) Mean 17 9
Median 18 8

Range 0,34 2,28

Time to fully alert (minutes) Mean 7 7
Median 3 5
Range 0,54 0,47

Source: C1incal Study Report 3000-0522 Tables 16-19 and 23; SAS datasets
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Study 3000-0524 (conducted 4/06 to 2/07)

Design

Study 524 was a randomized, double-blind, parallel ar, multi-center study. The objective was

to evaluate the effcacy of fospropofol 6.5 mglkg dose in providing minimal-to-moderate
sedation in patients undergoing flexible bronchoscopy. The study included two treatment arms:
fospropofol 2.0 mg/kg, and fospropofol 6.5 mg/kg. Patients were randomized using a 2:3 ratio,
respectively.

This study used the same design endpoints, and analyses as studies 520 and 522. The main
difference was the patient population. In study 524, patients were adult males and feiales
undergoing a flexible bronchoscopy procedure, and on average were older and had more baseline
medical issues (ASA categories P31P4) than the colonoscopy patients (see Table 8).

Patient Disposition

As shown in Table 7, a total of256 patients were enrolled in ths study. Four patients
discontinued prior to study drg admstration, and none discontinued after study drug was
admnistered. The two groups were simlar in terms of their disposition.

Table 7: Patient Disposition (Study 524: Bronchoscopy)

Fospropofol Fospropofol
disodium disodium
2.0mglg 6.5 mg/kg

Randomized 103 153
Discontinued prior to study drg
adminstration 1 3

Discontinued after study drg
admstered 0 0
mITT 102 150
Source: Clincal Study Report Table 10
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Baseline Demographics

The two treatment groups were well balanced with respect to relevant demographic and baseline
characteristics as shown in Table 8.

Table 8: Patient Demographics (Study 524: Bronchoscopy)

Fospropofol disodium Fospropofol disodium
2.0mg/kg 6.5 mg/kg

N=102 N=150

Age (years)
Mean (SD) 60 (14) 61 (13)
Range 22,84 25,83

Age group:
18-64 yrs 60 (59%) 89 (59%)
~65 yrs 42 (41%) 61 (41%)

Gender
Female 48 (47%) 64 (43%)
Male 54 (53%) 86 (57%)

Race
Caucasian 84 (82%) 130 (87%)
Black 14 (14%) 16 (11%)
Asian 0 1 (1%)
Hisp./Latino 3 (3%) 3 (2%)
Other 1 (1%) 0

Weight (kg)
Mean (SD) 79 (23) 79 (23)
Range 43, 136 37, 154

Wt. group:

-:60 kg 19 (19%) 27 (18%)
60-90 kg 51 (50%) 81 (54%)
~90kg 32 (31%) 42 (28%)

ASA Status
PI 6 (6%) 7 (5%)
P2 58 (57%) 74 (49%)
P3 31 (30%) 61 (41%)
P4 7 (7%) 8 (5%)
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Sources: Clinical Study Report Table 14 and SAS datasets

Efficacy Results

For the priary endpoint, the treatment groups were compared using a Fisher's Exact test for the
difference in the sedation success rate between the 2.0 mg/kg and 6.5 mg/kg fospropofol groups.

The results of the analyses are presented in Table 9. The 6.5 mg/kg dose offospropofol was
statistically significantly different from, and superior to, the 2.0 mg/kg fospropofol dose for the
sedation success rate. The secondar endpoints were also favorable for the 6.5 mg/kg dose.

Table 9: Study 524 (Flexible Bronchoscopy) Efficacy Analysis Results

Fospropofol Fospropofol
disodium disodium
2.0 mg/kg 6.5 mg/kg

n=102 n=150
Primary Endpoint:

Sedation Success Rate n/ 28/102 133/150
% 27% 89%

Difference 61%
p-value p.:O.OOl

Secondary Endpoints:

Treatment Success Rate n/ 42/102 137/150
%. 41% 91%

Proportion of patients who required n/ 60/102 12/150
alternative sedative medication % 59% 8%

Proportion of patients who did not recall n/ 56/101 125/150
being awake % 55% 83%

Proportion of patients who required n/ 38/102 25/150
supplemental analgesic medication % 37% 17%

Proportion of physicians who rated high n/ 12/102 83/150
overall satisfaction at sedation initiation % 112% 55%

. .
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Proportion of physicians who rated high n/ 23/102 93/150
overall satisfaction at end pf procedure % 23% 62%

Time to sedation (minutes) Mean 14 6
Median 18 4
Range 0,30 2,22

Time to fully alert (minutes) Mean 9 8

Median 3 6
Range 0,114 0,61

Source: Clinical Study Report 3000-0524 Tables 16, 17, 19,20 and 22 and SAS datasets

Appears This Way
On Original

11



3.2 Evaluation of Safety

Dr. Schultheis requested additional information on the number of patients in each study who
reached sedation levels deeper than intended for the protocols, and the length of time patients
remained at those levels. Table 10 provides descriptive information on the number of patients in
the thee effcacy studies who had Modified OAAS scores of 1 or 0 at any time after the first
dose of study medication. A score of 1 denotes "Responds only after painl trapezius squeeze"
and a score of 0 denotes "Did not respond to painful trapezius squeeze." Sedation in the 2-4
range (responds to name or mild stimulus) was preferred durg the procedures in the clincal

studies. The results for the midazolam arm in each study are included for descriptive puroses
only. The studies were not designed for any comparsons offospropofol disodium treatment
groups to the midazolam groups.

Table 10: Patients Who had MOAAS Scores of 0 or 1

Fospropofol Fospropofol Midazolam
disodium disodium 0.02 mg/kg
6.5 mg/kg 2.0 mg/kg

Study #520 nI 1/26 2/25 1/26
% 4% 8% 4%

Time atO or 1 4 minutes 2 to 4 mis. 8 minutes

Study #522 nI 6/158 1/102 0/52
% 4% 1% 0%

Time at 0 or 1 2 to 16 mins. 2 miutes

Study #524 nI 24/150 8/102 NA
% 16% 8%

Time at 0 or 1 2 to 20 mins. 2 to 52 mis.

Source: SAS datasets
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4. Findings in Special/Subgroup Populations

4.1 Gender, Race and Age

I reviewed exploratory analyses for the priary endpoint by age groups, gender, and race.
There were no notable differences in the responder rates for the treatments across any of these
subgroups. Results for gender and race are shown in Table 1 1. The results for age are shown in
Table 12 in the next section.

Table 11; Subgroup Analyses

Primary Study 520 Study 522 Study 524
Endpoint: Colonoscopy Colonoscopy Bronchoscopy
Sedation
Success Rate

n(%)
Fospropofol 2.0 mg/kg 6.5 mg/kg 2.0mg/kg 6.5 mg/kg 2.0 mg/kg 6.5 mg/kg
dose:

N=25 N=26 N=102 N=l58 N=102 N=l50

Gender
Female 3/13 (23) 9/15 (60) 14/56 (25) 73/82 (89) 16/48 (33) 59/64 (92)
Male 3/12 (25) 9/11 (82) 12/46 (26) 64/76 (84) 12/54 (22) 74/86 (86)

Race
Caucasian 2/17 (12) 14/21 (67) 13/69 (19) 114/13 (86) 24/84 (29) 114/10 (88)
Non-Caucasian 4/8 (50) 4/5 (80) 13/33 (39) 23/25 (92) 4/18 (22) 19/20 (95)

Sources: SAS datasets

4.2 Other Special/Subgroup Populations

Dr. Schultheis requested subgroup analyses for thee groups who may be at higher risk for
complications durng anesthesia. His safety analysis wil cover these same groups, and he asked
for the corresponding efficacy results. The groups of interest were elderly (age ~ 65), existing
health problems (ASA status P3/P4), or body weight 0: 60 kg. The results for the priar

effcacy endpoint for these subgroups are presented in Table 12. There were no notable
differences.in efficacy for these subsets of patients.
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Table 12: Additional Subgroup Analyses

Primary Study 520 ~tudy 522 Study 524
Endpoint: Colonoscopy Colonoscopy Bronchoscopy
Sedation
Success Rate

n(%)
Fospropofol 2.0mg/kg 6.5 mg/kg 2.0 mg/kg 6.5 mg/kg 2.0 mg/kg 6.5 mg/g
dose:

N=25 N=26 N=102 N=158 N=102 N=150

Age groups 

18-64 years 6/21 (29) 15/21 (71) 24/88 (27) 119/137 (87) 17/60 (28) 77/89 (87)
~65 years 0/4 (0) 3/5 (60) 2/14 (14) 18/21 (86) 1142 (26) 56/61 (92)

Weight groups

~60kg 0/3 (0) 4/6 (67) 2/1 (15) 9/9 (100) 7/9 (37) 25/27 (93)
60-90 kg 5/16 (31) 9/1 (69) 13/56 (23) 72/86 (84) 14/51 (27) 75/81 (93)
~90kg 1/6 (17) 5/7 (71) 11/33 (33) 56/63 (89) 7/32 (22) 33/42 (79)

ASAStatus
PL/P2 6/25 (24) 18/26 (69) 26/98 (27) 133/153 (87) 18/64 (28) 71/81 (88)
P3/P4 No pts. Nopts. 0/4 (0) 4/5 (80) 10/38 (26) 62/69 (90)

Sources: SAS datasets

5. Summary and Conclusions

5.1 Statistical Issues and Collective Evidence

There were no additional statistical issues identified durg the review. The studies were
conducted as planned, and any protocol amendments did not impact the analysis or interpretation
of the results. Dropouts were not a concern, and missing data was handled appropriately.

5.2 Label Issues

The applicant's proposed label reports the results from the analysis in the Clincal Studies
section. The study design, patient population, and endpoints for the thee efficacy studies are
appropriately described. I have the following suggestions regarding the reportg of the results;

1. ..

2. b(4)- .
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3. b\4)

5.3 Conclusions and Recommendations

The goal of these thee studies was to investigate the efficacy of the 6.5 mg/kg dose of
fospropofol disodium for sedation in adults undergoing diagnostic or therapeutic procedures. In
all thee studies, results indicated that the 6.5 mg/g dose was statistically supenor to the 2.0
mg/kg dose of fospropofol disodium for sedation success. Additional clincally relevant
secondary endpoints provided supportive evidence that the 6.5 mg/kg dose was favorable. Based
on my review of these studies, I conclude there is sufficient evidence of effcacy for the 6.5
mg/kg dose of fospropofol disodium for this indication.
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