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A. Placebo controlled trials

L.

9.

Identify all placebo-controlled trials used in original NDA, including
paroxetine and placebo data from three-arm trials. Studies PAR-04 and PAR-
014 will be excluded by virtue of their design (PAR-04 is an extension of
PAR-03, and encompasses some element of crossover of treatments between
the two studies; PAR-014 is described as a placebo-controlled trial in the
study title, but is more accurately considered as uncontrolled). A footnote will
be provided to confirm the studies included.

Confirm denominators for the subset of patients defined by point 1.

Confirm list of PIDs with events that were included in the 1991 FDA
submission.

Exclude events outside the "On-Therapy plus 30 Days Post Therapy" window.
Only the on-therapy phase will be included for patients continuing into an
extension phase. Events occurring during an extension phase are captured in
section C analysis. (Note: on this basis events occurring during placebo run-in
phases are excluded.)

Identify by footnote any patients excluded through point 4, that were part of
the list of patients with events in the 1991 FDA submission.

Calculate PYE for all patients, and calculate rate of patients with event
relative to exposure. Exposure is calculated only for the period on-therapy, i.e.
the 30-day post-therapy window is not used in calculating exposure.

The hypothesis of no association between treatment and incidence of “suicide
attemnpt” will be tested using Fisher's exact test (two-tailed). Statistical
significance will be assessed at the 5% level.

The number of patients attempting suicide relative to PYE (incidence density)
will be analysed using SAS® PROC GENMOD. Should the frequency of
suicides in either treatment group be too low for the model to converge to
precise estimates, the Wilcoxon-Gehan exact test for right censored data will
be employed from ST ATXACT® version 3.

Refer back to original Oracle tables, ¢.g. paroxetine_uspat.st@usarc7.

10. Provide a cell index listing patients with the event in both treatment groups.

Paroxetine

Placebo

P-value

N (%)

5/921 (0.5%)

1/554 (0.2%)

0.42

PYE

108

51

/PYE (rale relative to exposure)

0.05

0.02

0.43

+ in both cases above, n refers to the number of patients with the event
Five patients with attempted suicide have been excluded from the figures above for the placebo
group because they occurred during the placeba run-in phase (1 09 021, 1 46 010,7119 011, 7119

071, 7119 118).




B. Active control trials

L.

9.

Identify all active-controlled trials used in original NDA, including paroxetine
and active control data from three-arm trials, Study PAR-04 will be excluded
by virtue of its design (PAR-04 is an extension of PAR-03, and encompasses
some element of crossover of treatments between the two studies). A footnote
will be provided to confirm the studies included.

Confirm denominators for the subset of patients defined by point 1.

Confirm list of PIDs with events that were included in the 1991 FDA
submission.

Exclude events outside the "On-Therapy plus 30 Days Post Therapy” window.

Only the on-therapy phase will be included for patients continuing into an
extension phase. Events occurring during an extension phase are captured in
section C analysis. (Note: on this basis events occurring during placebo run-in
phases are excluded.)

Identify by footnote any patients excluded through point 4, that were part of
the list of patients with events in the 1991 FDA submission.

Calculate PYE for all patients, and calculate rate of patients with event

relative to exposure. Exposure is calculated only for the period on-therapy, i.e.

the 30-day post-therapy window is not used in calculating exposure.

The hypothesis of no association between treatrnent and incidence of “snicide
attempt” will be tested using Fisher’s exact test {(two-tailed). Statistical
significance will be assessed at the 5% level.

The number of patients attempting suicide relative to PYE (incidence density)
will be analysed using SAS PROC GENMOD. Should the frequency of
suicides in either treatment group be too low for the model to converge to
precise estimates, the Wilcoxon-Gehan exact test for right censored data will
be employed from STATXACT version 3.

Refer back to original Oracle tables, e.g. paroxetine_uspat.st@usarc7,

10. Provide a cell index listing patients with the event in both treatment groups.

Paroxetine Active Control ‘P-value

N (%) 12/1096 (1.1%) 11/1063 (1.0%) 1.00

PYE 136 120

n/PYE (rate relative to exposure) | 0.09 0.09 0.93

+ in both cases above, n refers to the number of patients with the event
Two patients have been excluded from the count of events in this table; 03.006.088 (Active
Control group) because the event occurred in the uncontrolled extension phase, and 1 13010

(paroxetine group) because the event occurred in an open label extension.




C. All Paroxetine Data

i

Include data from all studies, both controlled and uncontrolled, including
extension phases. A footnote will be provided to confirm the studies included.
Confirm denominators for the subset of patients defined by point I.

Confirm list of PIDs with events that were included in the 1991 FDA
submission.

Exclude events outside the "On-Therapy plus 30 Days Post Therapy” window.
(Note: on this basis events occurring during placebo run-in phases are
excluded.)

Identify by footnote any patients excluded through point 4, if any, that were
part of the list of patients with events in the 1991 FDA submission.

Calculate PYE for all patients, and calculate rate of patients with event
relative to exposure. Exposure is calculated only for the period on-therapy, ie.
the 30-day post-therapy window is not used in calculating exposure.

7. Refer back to original Oracle tables, e.g. paroxetine_uspat.st@usarc7.

8. Provide a cell index listing patients with the event in both treatment groups.
Paroxetine

N (% ) 40/2963 (1.3%)

PYE 1008

1/PYE (rate relative to exposure) | 0.04

t in both cases above, n refers ta the number of patients with the event
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Appendix B Attempted Suicide Events
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A. Placebo controlled trials

1. Identify all placebo-controlled trials used in original NDA, including
paroxetine and placebo data from three-arm trials. Studies PAR-04 and PAR-
014 will be excluded by virtue of their design (PAR-04 is an extension of
PAR-03, and encompasses some element of crossover of treatments between
the two studies; PAR-014 is described as a placebo-controlled trial in the
study title, but is more accurately considered as uncontrolled). Appendix A
lists all studies contributing to this analysis, while applicable suicides are
identified in Appendix B.

2. Confirm denominators for the subset of patients defined by point 1.

3. Confirm list of PIDs with events that were included in the 1991 FDA
submission.

4. Exclude events outside the "On-Therapy plus 30 Days Post Therapy” window.
Only the on-therapy phase will be included for patients continuing into an
extension phase. Eveénts occurring during an extension phase are captured in
section C analysis. (Note: on this basis events occurring during placebo run-in
phases are excluded.)

5. Identify by footnote any patients excluded through point 4, that were part of
the list of patients with eveats in the 1991 FDA submission.

6. Calculate PYE for all patients, and calculate rate of patients with event
relative to exposure. Exposure is calculated only for the period on-therapy, ie.
the 30-day post-therapy window is not used in calculating exposure.

7. The hypothesis of no association between treatment and incidence of "suicide
will be tested using Fisher's exact test (two-tailed). Statistical significance will
be assessed at the 5% level.

8. The number of suicide patients relative to PYE (incidence density) will be
analysed using SAS® PROC GENMOD.

9. Refer back to original Oracle tables, e.g. paroxetine_uspat.st@usarc7.

10. Provide a cell index listing patients with the event in both treatment groups.

Paroxetine Placebo P-value
N (%) 0/921 (0.0%) 0/554 (0.0%) #
PYE 108 ) 51
w/PYE (rate relative to exposure) | 0.00 0.00 #

1 in both cases above, n refers (o the number of patients with the event

# p-values are not obtainable from analysis of zero frequencies
Two patients (7119 009 and 7119 062) have been excluded from this analysis because their

suicides occurred pre-treatment.



B. Active control trials

L.

Identify all active-controlled trials used in original NDA, including paroxetine
and active control data from three-arm trials. Study PAR-04 will be excluded
by virtue of its design (PAR-04 is an extension of PAR-03, and encompasses
some element of crossover of treatments between the two studies). Appendix
A lists all studies contributing to this analysis, while applicable suicides are
identified in Appendix B.

2. Confirm denominators for the subset of patients defined by point 1.

3. Confirm list of PIDs with events that were included in the 1991 FDA
submission.

4. Exclude events outside the "On-Therapy plus 30 Days Post Therapy” window.
Only the on-therapy phase will be included for patients continuing into an
extension phase. Events occurring during an extension phase are captured in
section C analysis. (Note: on this basis events occurring during placebo run-in
phases are excluded.)

5. Identify by footnote any patients excluded through point 4, that were part of
the list of patients with events in the 1991 FDA submission.

6. Calculate PYE for all patients, and calculate rate of patients with event
relative to exposure. Exposure is calculated only for the period on-therapy, i.e.
the 30-day post-therapy window is not used in calculating exposure.

7. The hypothesis of no association between treatment and incidence of "suicide”
will be tested using Fisher's exact test (two-tailed). Statistical significance will
be assessed at the 5% level.

8. The number of suicide patients relative to PYE (incidence density) will be

~ analysed using SAS PROC GENMOD.

9. Refer back to original Oracle tables, e.g. paroxetine_uspat.st@usarc?.

10. Provide a cell index listing patients with the event in both treatment groups.

Paraxetine Active Control P-value

WN (%) 3/1096 (0.3%) 2/1063 (0.2%) >0.999

PYE 136 120

W/PYE (rate relative to exposure) | 0.022 0.017 0.7588

1 in both cases above, n refers 10 the number of patients with the event

An active control patient (2371 054) has been excluded from the count of events in this table
because the event cccurred 31 days post treatment.

An active control patient (6 67 002) who had a missing onset date for the adverse event "Suicide”
has been included in the above analysis.

A paroxctine patient (1 13 126) has been excluded from the count of events in this table because

the event occurred during the open label part of the study.
Two paticnts (7119 009 and 7119 062) have been excluded from this analysis because their

suicides oecurred pre-treatment.




C. All Paroxetine Data

L.

Include data from all studies, both controlled and uncontrolled, including
extension phases. Appendix A lists all studies contributing to this analysis,
while applicable suicides are identified in Appendix B.

Confirm denominators for the subset of patients defined by point 1.
Confirm list of PIDs with events that were included in the 1991 FDA
submission.

Exclude events outside the "On-Therapy plus 30 Days Post Therapy” window.

(Note: on this basis events occurring during placebo run-in phases are
excluded.)

Identify by footnote any patients excluded through point 4, if any, that were
part of the list of patients with events in the 1991 FDA submission.
Calculate PYE for all patients, and calculate rate of patients with event

relative to exposure. Exposure is calculated only for the period on-therapy, i.e.

the 30-day post-therapy window is not used in calculating exposure,

7. Refer back to original Oracle tables, e.g. paroxetine_uspat.st@usarc?.

8. Provide a cell index listing patients with the event in both treatment groups.
Paroxetine

N {%) 32963 (0.2%)

PYE 1008

n/PYE (cate relative to exposure) | 0.005

1 in both cases above, n refers to the number of patients with the event
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. Appendix B Suicide Events

Al G-al] 2 ) DAL ¢ sk Al 3

PLACEBO RUN-IN |DFG 119 P30 7119 009

PLACEBORUN-IN |DFG 1 19=>3o 7119 062
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Two placebo run-in patients (7119 009 and 7119 062) have been excluded from all analysis.
Active control patients do not contribute to section C analysis (All Paroxetine Data)
An active control patient (2371 054) has been excluded from the section B analysis because the

event accurred 31 days post treatment,
A paroxetine patient (1 13 126) has been excluded from the section B analysis because the event

occurred during the open label part of the study.
. An active control patient (6 67 €02) who had a missing onset date for the adverse event "Suicide”

has been included in the scction B analysis,






