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Thomas P. Laughren, M.D., Director PO Box 13398

vial ] Five Moore Drive
Division of Psychiatry P.roducts Risnarie Sl Wik
Center for Drug Evaluation and Research North Carolina 27709-3398
Office of Drug Evaluation I -~
Food and Drug Administration wiw.gsk.com

5901-B Ammendale Road
Beltsville, MD 20705-1266

Re: NDA 20-031; PAXIL® (paroxetine hydrochloride) Tablets
NDA 20-936; PAXIL CR™ (paroxetine hydrochloride) Controlled-Release Tablets for
Treatment of Depression
NDA 20-982; PAXIL CR™ (paroxetine hydrochloride) Controlled-Release Tablets for
Treatment of Paric Disorder
NDA 20-885; PAXIL® (paroxetine hydrochloride) Capsules
NDA 20-710; PAXIL® (paroxetine hydrochloride) Oral Suspension
General Correspondence: Briefing Document, Clinical, Meeting Request, Statistical
Results from Suicidality Analysis of Adult MDD Paroxetine Clinical Studies

Dear Dr. Laughren:

Reference is made to our approved New Drug Application for Paxil® (paroxetine
hydrochloride) Tablets, NDA 20-031. Reference is also made to the Agency’s letter dated
December 24, 2004, requesting that GlaxoSmithKline (GSK) provide specified patient-
level data from all acute, double-blind, randomized placebo-controlled studies in adult
Major Depressive Disorder (MDD) patients treated with paroxetine to support a
suicidality analysis of antidepressants in adults. Further reference is made to GSK’s
subsequent submissions of datasets for MDD trials on September 16, 2005, for non-MDD
trials on December 23, 2005 as well as amended datasets for MDD trials on December
23,2005. In the amended submission of December 23, 2005, we informed the Agency
about our plans to perform analyses on the paroxetine adult suicidality datasets and
included a copy of the statistical analysis plan for the Agency’s information and requested
Agency comments.

GSK has recently completed the first portion of a comprehensive meta-analysis to
evaluate the risk of suicidality in adult patients treated with paroxetine in placebo-
controlled clinical trials. In this submission, we are providing the results of the first
portion of this meta-analysis, which is of trials of patients with MDD. The data are being
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submitted to NDA 20-031 and incorporated by reference into the other referenced NDAs
for paroxetine.

SUMMARY OF RESULTS OF GSK ADULT MDD SUICIDALITY ANALYSIS
AND INTERPRETATION

The results of this analysis and the GSK interpretation of the data are summarized as
follows:

e On the primary endpoint of definitive suicidal behavior or ideation, there was no
statistically significant difference between adults with MDD treated with
paroxetine compared to placebo (31/3455 (0.90%) vs. 11/1978 (0.56%); odds
ratio = 1.3 (95% CI1 0.7, 2.8); p=0.493).

e The results provide evidence of increased suicide attempts in adults with MDD
treated with paroxetine compared to placebo; however, as the absolute number
and incidence of events are very small (11/3455 (0.32%) for paroxetine, vs.
1/1978 (0.05%) for placebo; odds ratio = 6.7 (95% CI 1.1, 149.4); p=0.058), these
data should be interpreted with caution.

e The analysis provided substantial evidence for efficacy in this patient population.

o There were proportionally slightly more events (suicidal behavior with or without
ideation) in young adults between 18-24 years of age with MDD treated with
paroxetine (compared to placebo) than in older adults, and less robust evidence
for efficacy; however these data are not conclusive due to the relatively smail
sample size of the 18-24 age group and the small number of events. These trends
are consistent with findings from previous analyses in pediatrics and adolescents,
and while it appears that the risk seen in pediatrics seems to extend beyond age
18, the extent to which this occurs is less clear.

o The overall risk:benefit of paroxetine remains positive.

CONCLUSIONS AND PROPOSED NEXT STEPS

Based on these most recent findings in the adult patient dataset, GSK concludes that some
statements in the approved prescribing information will need to be amended to reflect the
results from this analysis following completion of the entire analysis. The remaining
portion of the meta-analysis, which is of the non-MDD trials, rcpresents a larger patient
population than the MDD data set. Target completion of this portion of the analysis is
end-March. Results from the non-MDD analysis will be submitted to FDA upon
completion.

GSK believes that labeling revisions and direct communication with Health Care
Professionals (HCPs) should be undertaken only after completion of the entire analysis,
but is willing to discuss earlier labeling changes or communications with HCPs if so
desired by the Agency. GSK requests that a teleconference be scheduled now for the
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second week in April to allow for discussion of the entire set of results and to agree
appropriatc actions including a labeling revision.

CONTENT OF SUBMISSION

Appended to this submission is a briefing document that provides a historical summary of
key adult suicidality analyses previously conducted with paroxetine, an overview and
comparison of methods and a clinical summary of the most recent GSK analysis of
suicidality in adult MDD clinical studies. Also included as appendices to the briefing
document are: Reporting and Analysis Plan, Data Tables for MDD Analysis, Figures for
MDD Analysis, and Narratives for Patients with Definitive Suicidal Behavior Events.

MEETING REQUEST

We respectfully request a teleconference with the Agency be arranged ideally for the
week of April 10°th to discuss thé findings, the label change and the communication
strategy. Resuits of the GSK aduit non-MDD analyses will be supplied upon availability
and in advance of the requested meeting with FDA. We suggest that this meeting can be
handled by teleconference.

This submission is provided in electronic format according to Guidance for Industry:
Providing Regulatory Submissions in Electronic Format - NDAs, January 1999. Please
see the attached Guide to FDA Reviewers for complete details on the electronic
submission.

An additional five desk copies of this submission are being provided to Dr. Renmeet
Gujral of the Division to facilitate review.

If the Agency would like to discuss the attached data analysis on MDD trials we are
available for a teleconference at any time. Should you have any questions regarding this
submission or require additional information please do not hesitate to contact me by
phone at (919) 483-5119 or via securc email at James.E.Murray@gsk.com.

Sincerely,

James E. Murray
Vice President
Regulatory Affairs, Psychiatry and Neurology

CC: Renmeet Gujral , Division of Psychiatry Products, (Five desk copies)
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BRIEFING DOCUMENT

Paroxetine Adult Suicidality Analysis: Major Depressive Disorder

1. Introduction

Selective serotonin reuptake inhibitors (SSRIs) have been effectively used in the
treatment of depressive illness and anxiety disorders since the late 1980s. A possible
link between the use of SSRIs and suicidal behavior was first described as a case
series in the published literature in 1990 by Teicher et al, who reported that
fluoxetine, the first SSRI introduced to the U.S. market, can induce or exacerbate
suicidal tendencies. However, subsequent meta-analyses conducted shortly thereafter
did not provide evidence supporting this claim, nor did an expert panel convened by
FDA in 1991 find any compelling evidence for such an association.

This issue, i.e., whether there is an increased risk of suicidality (suicidal thinking or
behavior) associated with SSRI treatment, has heen revisited periedically by
GlaxoSmithKline (GSK, or legacy company SmithKlineBeecham) with regard to its
SSRI paroxetine (Paxil®, Seroxat®, Aropax®, Deroxat®). As was the case for the
earlier analyses of fluoxetine and suicidality in adults, these prior investigations of
paroxetine’s potential association with treatment-emergent suicidality did not produce
evidence suggestive of an association in adults. For example, an analysis conducted
by GSK in 2002 examined the incidence of attempted suicide in all placebo-controlled
paroxetine trials in patients with depression. The incidence of suicide attempts in the
paroxetine group was 2.0% (64/3192) compared to 1.9% for placebo (38/2047). This
difference was not statistically significant (p=0.76).

While lack of appropriate treatment is clearly the largest contributor to suicide risk in
depressed patients, concerns about SSRI treatment and a possible link to suicidality in
some patients have persisted since Teicher first raised this issue. These concerns were
heightened further with the recent finding that treatment with SSRIs, including
paroxetine, was associated with an increased risk of suicidality relative to placebo in
pediatric patients enrolled in controlled clinical trials. Partly as a result of this finding
in pediatric patients, a number of regulatory agencies (including the FDA, and the
Medicines and Healthcare Products Regulatory Agency (MHRA) in the UK) have
revisited this issue in adults, particularly in young adults. In May of 2003, an Expert
Working Group (EWG) of the Committee on Safety of Medicines was convened in
the UK to investigate ongoing public safety concerns with SSRIs, in particular around
suicidal behavior and withdrawal reactions/dependence. As part of this review, SSRI
manufacturers (including GSK) provided clinical trial data to the EWG in order for
this group to conduct its own assessment. The EWG also evaluated available
epidemiologic data from the UK General Practice Research Database (GPRD), as well
as data from other sources including published literature and spontaneous reports
from healthcare professionals.

Upon completion of its analyses, with respect to SSRIs as a class the EWG
concluded:
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e from the available adult clinical trial data, a modest increase in the risk of suicidal
thoughts and self-harm in those taking SSRIs compared with placebo could not be
ruled out;

o there was no clear evidence of an increased risk of self-harm and suicidal thoughts
in young adults; however, given that individuals mature at different rates and that
young adults are at a higher background risk of suicidal behavior than older
adults, as a precautionary measure young adults treated with SSRIs should be
closely monitored,;

e there was insufficient evidence from clinical trial data to conclude any marked
difference between members of the SSRI class, or between SSRIs and active
comparators, with respect to their influence on suicidal behavior; and,

¢ evidence from non-experimental GPRD studies indicated that in adults there was
no increased risk of suicidal behaviour with SSRIs compared with TCAs.

As part of its review, the EWG also conducted a meta-analysis of the adult clinical

trials of paroxetine and concluded:

e there was no strong evidence of an increased risk of suicidal events for adult
patients with depression exposed to paroxetine compared to placebo, although the
point estimates and confidence intcrvals were cousisient with a possibie increase
in risk.

During the same time period, the MHRA referred paroxetine to European (EU)
regulatory authorities for an EU-level review (known as the “Article 31 Referral”).
As part of this process, GSK was asked to provide specific analyses of its clinical trial
data to evaluate the risk of suicide, suicidal thoughts and self-harm, with particular
attention to potential risk factors including age and gender. GSK submitted the 1 set
of analyses to the initial Article 31 questions in September 2003 and submitted the 2"
set of analyses in January 2004. Overall, i.e., in all indications studied in placebo-
controlled trials in adults, the incidence of possible suicide-related events (i.e.,
thoughts and behaviors) was similar in the paroxetine and placebo groups (0.8% vs.
0.9%, respectively; OR 0.8 [95% CI 0.6, 1.2]). The findings were similar in the
studies conducted specifically in patients with depression (1.7 vs. 1.9%, respectively;
OR 0.9 [95% CI 0.6, 1.3]). In the 18-29 years age group, for all indications, the
incidence of possibly suicide-related events was greater in the paroxetine group
(1.8%) than in the placebo group (1.4%), although this difference was not statistically
significant (OR 1.3 [95% CI 0.7, 2.3; p=0.46]).

In April 2004, the EU scientific committee (CHMP) reached their conclusions with
respect to paroxetine use in adults, which are summarized as follows:

*  The benefit/risk balance for paroxetine remains favorable across all adult
indications; and

» There is a possibility of an increased risk of suicidal behavior associated with
paroxetine in young adults (18-29 years), although the increased risk was not
statistically significant. In the older age groups no such increase was
observed. Results from observational studies indicate no increased risk of
suicidality in patients who were prescribed paroxetine and likewise, post-
marketing reports indicate low rates of suicidal related behaviours. Clinical
trials show similar low rates in placebo and paroxetine treated depressed
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patients. Rates in patients with other disorders for which paroxetine is
indicated are similarly low.

In December 2004 the CHMP reaffirmed these conclusions following consideration of
three new epidemiology studies which utilized the UK General Practice Research
Database. That same month (Dec 2004) FDA initiated steps to enable its own
examination of the relationship between antidepressant use and suicidality in adult
patients by requesting all antidepressant manufacturers to provide specified patient-
level data from all acute (i.e., < 17 week), double-blind, randomized, placebo-
controlled adult studies in major depressive disorder. Potential cases of suicidality
were identified via adverse event text string searches, review of serious adverse event
(SAE) narratives (including all deaths), and review of the comment fields from the
Case Report Forms (CRFs) for all relevant studies. As part of this process, GSK
contracted with Columbia University to have independent experts selected by
Columbia blindly review each potential case of suicidality and classify the events into
suicidal or non-suicidal categories usmg the same approach used in the pediatric
suicidality review conducted by FDA." In May of 2005, FDA expanded its request to
also include all acute non-MDD studies (e.g., studies in anxiety disorders such as
OCD, Panic Disorder, Social Anxiety Disorder, etc.). At this time GSK has fully
complied with these requests from FDA, i.e., GSK has essentially submitted all
required data to FDA (the only exception being the data from one small study
conducted in the UK for which the data were not readily avallable and are currently
being retrieved [study #298]).

Recently, GSK decided to conduct its own analyses of the datasets provided to FDA.
To date, GSK has completed its analysis of the MDD specific dataset, which is the
subject of this document. Before conducting this analysis, GSK consulted with
external experts to obtain their advice and thoughts as to how to undertake this
analysis. In addition, GSK’s final statistical analysis plan was submitted on an
informational basis to FDA in late December 2005, and to the Dutch MEB (Reference
Member State in the EU) in early February 2006.

2. Brief Overview of Methods

The analysis plan developed by GSK for the present analysis of the adult suicidality
data (see Appendix I) is based, in part, on methods used previously by FDA during
their analysis of pediatric suicidality data. The analysis plan also reflects advice
received by external consultants with expertise in suicidality. Because GSK
previously conducted a similar analysis of suicidality data for paroxetine as part of the
Article 31 Referral process in 2003, it is important to consider key methodologic
differences between the previous and current analysis (see Table 1, below).

* It should be noted that events were coded by Columbia University in accordance with numerical
codes specified by FDA for this review of adult data. These codes differ slightly from those used for
the previous FDA review of paediatric studies, owing to the fact that there were no completed suicides
in any of the SSRI pediatric trials.
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Table 1. Key Differences Between Previous Article 31 Analysis and Current

Analysis

Article 31 Analysis

Current Analysis

Events adjudicated by external experts

No

Yes

(Columbia University)
Search algorithm for AEs Algorithm-based Algorithm-based
search of AE fields | search of AE fields
plus review of CRF
comment fields and
SAE narratives
Statistical methods Pooled analysis Exact method,
(crude odds ratios) | adjusted by trial
(primary method)
Definition of young adults 18-29 yrs 18-24 yrs
Included trials of any duration (ie, Yes Yes
included long-term trials where available)
Depression analysis — trial groupings Depressive illnesses | By indication (eg,

together

MDD, Intermittent
Brief Depression,

Dysthymia, etc.)

Depression analysis — number of trials

26 depression trials
(Dec 1982 through
Aug 2001)

19 MDD trials
(Dec 1982 to date;
ie, through May
2005)

2.1 Comparison of statistical methods

The current analysis of suicidality data has been conducted using two statistical
methods for estimating the common odds ratio and its confidence interval, as well as
testing the null hypothesis that the common odds ratio is equal to 1. The primary
analysis used an exact approach (Mehta et al, 1985) implemented in the statistical
software StatXact®. The second approach was to use the Mantel-Haenszel (MH)
method, with 0.5 continuity correction (Sutton et al, 2002) applied at the level of the
trial. GSK used this additional approach because it was the same one used by FDA in

its analysis of the pediatric datasets.

In some cases the results from the two methods diverge substantially. Notably, the
odds ratios for Definitive Suicidal Behaviour are 6.7 (by the exact method) and 1.6
(by the MH method). The lower odds ratio estimated by the MH method is explained
by the addition (under the continuity correction) of 4.5 events to each of the treatment
groups which, proportionately, yields a greater increase in the placebo group than in

the paroxetine group.

For the endpoint of Rating Scale Emergent Behaviour there is one event on paroxetine
(0.03%) and zero events on placebo (0%), but the MH method estimates the odds ratio
to be 0.4 (indicating lower risk with paroxetine than placebo). This is a result of the
imbalanced randomization in study 009, in which the one event occurred.
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With this dataset, GSK believes the MH method with continuity correction
substantially underestimates the odds ratio for Definitive Suicidal Behaviour
compared with the exact method, because of the small and disproportionate number of
events observed between the two treatment groups and because of the imbalanced
randomization in some of the trials. The exact method is not affected by either of
these problems, and is designed particularly for sparse datasets such as this. We
believe the exact method is the most appropriate statistical method for the assessment
of this dataset, and should be used in preference to the MH method with continuity
correction.

3. Clinical Summary

GSK has recently completed its analysis of paroxetine placebo-controlled clinical
trials in patients with Major Depressive Disorder (MDD); see Appendices IT - IV. A
brief summary of key findings follows:

- On the primary endpoint of definitive suicidal behavior or ideation, there was
no statistically significant difference between adults with MDD treated with
paroxetine compared to placebo (31/3455 (0.90%) vs. 11/1978 (0.56%); odds ratio
=1.3(95% CI 0.7, 2.8); p=0.493).

- The results provide evidence of increased suicide attempts in adults with MDD
treated with paroxetine compared to placebo; however, as the absolute number
and incidence of events are very small (11/3455 (0.32%) for paroxetine, vs.
1/1978 (0.05%) for placebo; odds ratio = 6.7 (95% CI 1.1, 149.4); p=0.058), these
data should be interpreted with caution.

- The analysis provided substantial evidence for efficacy in this patient population.

- There were proportionally slightly more events (suicidal behavior with or without
ideation) in young adults between 18-24 years of age with MDD treated with
paroxetine (compared to placebo) than in older adults, and less robust evidence for
efficacy; however these data are not conclusive due to the relatively small sample
size of the 18-24 age group and the small number of events. These trends are
consistent with findings from previous analyses in pediatrics and adolescents, and
while it appears that the risk seen in pediatrics seems to extend beyond age 18, the
extent to which this occurs is less clear.

- The overall risk:benefit of paroxetine in the treatment of adult patients with MDD
remains positive.

The finding of evidence of increased suicide attempts in adults with MDD treated
with paroxetine compared to placebo is new, and was not found in GSK’s Article 31
analysis nor GSK's prior analyses of suicide attempts. In the Article 31 analysis of
self-harm in patients with depressive illness, there were 45 events reported in 3421
patients treated with paroxetine (1.3%), and 33 events in 2117 patients treated with
placebo (1.6%), for an odds ratio of 0.84 (95% CI 0.54, 1.32). In contrast, the current
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analysis of definitive suicidal behavior' in patients with MDD revealed 11 events in
3455 patients treated with paroxetine (0.32%), and 1 event in 1978 patients treated
with placebo (0.05%); odds ratio 6.7 (95% CI 1.1, 149.4). There are two likely
explanations for the difference in results between the prior Article 31 analysis and the
current analysis: the datasets included in the analyses, and the methodology used for
identifying the relevant events. With respect to the datasets, the current analysis was
restricted to a single indication, MDD, consistent with FDA's approach. In terms of
the methodology used to identify events, the cases comprising the current analysis
were individually reviewed by external experts who were blinded to treatment. Asa
consequence of the above two factors, 36 events in the paroxetine group and 33
events from the placebo group that were included in the Article 31 analysis of self-
harm were not included in the present analysis. The majority of these events (33
paroxetine and 33 placebo) were from two trials investigating intermittent brief
depression, and involved patients with a previous history of suicidality. The
remaining 3 paroxetine cases were not classified as suicidal behavior by the expert
raters. Additionally, there were an additional 2 events identified in the paroxetine
group and 1 event in the placebo group that were not identified by the methods used
in the Article 31 analysis.

4. Implications for Labeling

Based on these most recent findings in the adult patient dataset GSK concludes that
some statements in the approved prescribing information will need to be amended to
reflect the results from this analysis following completion of the entire analysis. The
remaining portion of the meta-analysis, which is of the non-MDD trials, represents a
larger patient population than the MDD data set. Target completion of this portion of
the analysis is end-March. Results from the non-MDD analysis will be submitted to
FDA upon completion.

GSK believes that labeling revisions and/or direct communication with Health Care
Professionals (HCPs) should be undertaken only after completion of the entire
analysis, but is willing to discuss earlier labeling changes or communications with
HCPs if so desired by the Agency.

References:
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¥ “Definitive suicidal behavior” included events classified as completed suicide, suicide attempt, and
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no completed suicides nor events classified as preparatory acts (ie, all events were classified as suicide
attempt).
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1. Introduction

This document describes the statistical analysis and reporting to be undertaken for
paroxetine adult suicidality data. The data include trials submitted, or planned to be
submitted, as part of the adult suicidality review for the Food and Drug
Administration (FDA) in September and December 2005. The data also include trials
which, because of their duration, fall outside the scope of the FDA review.

Adult, randomized, parallel group, placebo controlled trials in which the total number
of patients treated with paroxetine and placebo was at least 30, comprised the full set
of trials included in the analysis (Appendix 1). The subset of trials which were less
than 17 weeks in duration formed the set of trials submitted to the FDA.

2. Objectives
2.1 Primary objective

The primary objective is to compare the incidence of definitive suicidal behaviour and
ideation on paroxetine and placebo. The null hiypotliesis is that there is no difference
between the two treatment groups. The alternative hypothesis is that a difference
between the two treatment groups does exist.

2.2 Secondary objectives

The secondary objectives are:
» To compare the incidence of other measures of suicidal behaviour and ideation
on paroxetine and placebo.
e To compare the incidence of suicidal behaviour and ideation on paroxetine
and placebo in disease and demographic subgroups.
e To compare the efficacy of paroxetine and placebo.

3. Indications
3.1 Datasets to be analysed

The following datasets will be analysed, according to the indication being
investigated:

All Indications
All Depression (i.e. 3-7 below)
Major Depressive Disorder (MDD)
Intermittent Brief Depression (IBD)
Dysthymia*
Bipolar Disorder*
Depression with Chronic Back Pain*
All Non-Depression (i.e. 9-16 below)
Panic Disorder
10. Obsessive Compulsive Disorder (OCD)
11. Social Anxiety Disorder (SAD)
12. Generalized Anxiety Disorder (GAD)
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13. Post-traumatic Stress Disorder (PTSD)

14. Pre-menstrual Dysphoric Disorder (PMDD)
15. Detoxification in Alcoholics (EtOH)*

16. Fibromyalgia*

*indicates that the indication contains only one trial
The trials included in each indication are specified in Appendix 1.
3.2 Long term extension trials

Where data are included from long term extension trials, in which patients continue
on medication to which they were randomized in an acute trial, the data from the long
term phase will be displayed within the results of the original trial in which patients
were randomized. The trials affected are specified in Appendix 1.

4. Definitions
4.1 Columbia University Suicidality Classifications of Adverse Events

As part of the FDA’s adult suicidality data review, potential cases of suicidality were
identified from searches of adverse event terms, a review of all deaths and serious
adverse events (SAEs) and from a review of comments fields on Case Report Forms
(CRFs). Cases were only included in the list of potential events if they occurred
during the double-blind phase of treatment or within one day following the cessation
of randomized treatment.

For all potential events a detailed narrative was prepared by Drug Safety Alliance, Inc
(DSA) and these narratives were forwarded to Dr Kelly Posner at the Columbia
University Medical Centre, who randomly assigned them to a group of independent
suicide experts for review and classification. Each narrative was reviewed by three
expert raters and assigned a code according to the following classifications specified
by the FDA:

Completed suicide

Suicide attempt

Preparatory acts toward imminent suicidal behaviour
Suicidal ideation

Self-injurious behaviour, intent unknown

Not enough information (fatal)

Self-injurious behaviour, no suicidal intent

Other: accident; psychiatric, medical

Not enough information (non-fatal).
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Categories 1-4 above will be referred to collectively as Definitive Suicidal Behaviour
and Ideation. Categories 1-3 above will be referred to collectively as Definitive
Suicidal Behaviour.
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4.2 Rating Scale Emergent Ideation and Behaviour (Depression only)

Data from the suicidality questions on the Hamilton Depression Rating Scale
(HAMD, item 3) and Montgomery Asberg Depression Rating Scale (MADRS, item
10) will also be used to assess the risk of suicidality in trials of depression. In other
indications the HAMD and MADRS were generally administered only at baseline,
and for this reason they will not be used to assess emergent suicidality in those
indications.

Item 3 of the HAMD measures suicidal thoughts and behaviour on the following
scale:

0 = Absent

1 = Feels life is not worth living

2 = Wishes he were dead or any thoughts of possible death to self
3 = Suicidal ideas or gesture

4 = Attempts at suicide.

Item 10 of the MADRS measures suicidal thoughts and behaviour on the foiiowing
scale:

0 = Enjoys life or takes it as it comes

1

2 = Weary of life. Only fleeting suicidal thoughts

3

4 = Probably better off dead. Suicidal thoughts are common, and suicide is
considered as a possible solution, but without specific plans or intention.

5
6 = Explicit plans for suicide when there is an opportunity. Active preparation
for suicide.

Emergent suicidal behaviour and ideation on HAMD (item 3) or MADRS (item 10)
will be defined as any case where a patient’s pre-treatment baseline score was 0 or 1
and where this score increased to a score of > 3 while on double-blind treatment
(including one day after the cessation of the treatment).

Emergent suicidal behaviour on HAMD (item 3) or MADRS (item 10) will be defined
as any case where a patient’s pre-treatment baseline score was 0 or 1 and the patient
had a post-baseline score of 4 (HAMD) or 6 (MADRS) while on double-blind
treatment (including one day after the cessation of the treatment).

In any trial where both the HAMD and MADRS were used, data will be assessed
independently on each scale, and a patient will be considered to have satisfied the
definition of emergent ideation or behaviour if the criteria have been met for one or
both of the scales.
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4.3 Intent to Treat Population

All analyses will be based on the Intent-to-Treat population, which is defined as all
patients who were randomized and received at least one dose of trial medication. This
is the same definition that was used in populating datasets for submission to the FDA.

Additionally, analyses of change from baseline require that at least one post-baseline
measurement was taken for the parameter of interest.

5. Assessment of Risk
5.1 Endpoints
The following endpoints will be analysed:

Definitive Suicidal Behaviour and Ideation

Rating Scale Emergent Suicidal Behaviour and Ideation
Composite Suicidal Behaviour and Ideation (i.e. 1 or 2 above)
Definitive Suicidal Behaviour

Rating Scale Emergent Suicidal Behaviour

Composite Suicidal Behaviour (i.e. 4 or 5 above)

Dy 0 B L e

Definitive Suicidal Behaviour and Ideation (endpoint 1) is the primary endpoint.
Endpoints 2, 3, 5, and 6 pertain only to the Depression indications.

Endpoints 1 and 4 above are obtainable directly from datasets supplied to FDA as part
of the adult suicidality submissions (short term trials less than 17 weeks duration
only). Endpoints 2, 3, 5, and 6 require additional data not included as part of the FDA
datasets.

5.2 Statistical methods

For each endpoint the incidence of events will be compared between treatment groups
(paroxetine and placebo). The analysis will be adjusted for trial using the exact
method of StatXact® (PROC STRATIFY, StatXact for SAS®). Together with the
incidence of the event in each treatment group, an estimate of the common odds ratio
will be presented, together with 95% “mid-p” confidence interval (CI). For the overall
estimates of treatment effect, but not for each individual trial, a p-value will be
presented. For the adjusted analysis the exact p-value will be calculated by the method
of summing all probabilities less than or equal to the observed.

To assess the robustness of the method of adjusting for trial, an overall estimate of the
odds ratio and its 95% CI will also be obtained by adjusting for trial using the Mantel
Haenszel method (with 0.5 continuity correction).

The number needed to harm (NNH) will also be presented. The NNH is equal to the
reciprocal of the probability difference and is interpreted as the number of patients
who need to be treated to incur one additional adverse outcome over a fixed time
period. Larger values of NNH correspond to a lower risk of an adverse outcome on
paroxetine relative to placebo. If the value of the NNH is negative this indicates that
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the adverse outcome is less likely on paroxetine than on placebo and it is referred to
as the number needed to treat (NNT) i.e. the number of patients who need to be
treated to prevent one additional adverse outcome across a fixed time period. For
adjusted analyses the NNH and NNT will be calculated using a conversion from the
adjusted odds ratio (Appendix 2).

The results will be presented in a table similar to Table 1.

Table 1: Incidence of Definitive Suicidal Bebhaviour and Ideation by

Indication, Treatment Group, and Trial

Indication = Major Depressive Disorder
Trial Paroxetine Placebo OR (95% CI) P-value NNT/NNH
Overall (exact, adjusted) xS xxx (x.xx%) | v/yvy (v.yy%) zz(z.2,2.z) 0.xxx z.z
Overall (Mantel Haenszel) | x/xxx (x.xx%) | y/yyy (y.yy%) z2.2(2.2,2.7) 0.0xx z.z
Trial 1 x /0 (x.xx%) | v/vyyy (v.yv%) 2.2(zz,2.2) z.z
Trial 2 X/ xoxx (x.xx%) | v/yyy (v.yy%) z2.2(z.2,2.2) z.z
Trial 3 x /o (x.xx%) | v/ yyy (y.yy%) 2.z(zz,2.7) 2z

The results will also be presented in a Forest plot, displaying the results for each trial
and for the overall results. An additional Forest plot may also be produced in which
small trials are combined into a single group; this is dependent on the results and the
visual clarity of the initial Forest plot.

Heterogeneity of results across trials will be assessed using Zelen’s exact test, or with
the Breslow-Day test if Zelen’s test cannot be computed.

For datasets 1, 2, and 8 (i.e. All Indications Combined, All Depression Combined, and
All Non-Depression Combined) the analysis will be adjusted for trial, but the tables
and figures will be presented by indication, not by trial.

5.3 Risk factors

In addition to the overall analysis, results will be presented according to the following
risk factors:

1. Baseline suicidal ideation, defined as the presence of one or more of:
HAMD item 3 score >3
MADRS item 10 score> 3
Symptom Checklist 90 (SCL-90) Q15 score > 1
Beck Depression Inventory (BDI) Q7 score > 2
BDI Q9 score > 1
One or more previous suicide attempts (trials 057 and 106).
2. Age (continuous covariate)
3. Age group (18-24, 25-64,> 65)
4. Gender

For categorical covariates (i.e. 1, 3 and 4 above) the data will be analysed and
presented in the same way as the exact analysis described in section 5.2. A table
similar to Table 2 will be produced to present the results according to each risk factor.
A Forest plot will be presented showing the results for each risk factor.
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Table 2: Incidence of Definitive Suicidal Behaviour and Ideation by
Indication, Treatment Group, and Risk Factors
Indication = Major Depressive Disorder
Trial Paroxetine Placebo OR (95% CI) P-value NNT/NNH
Overall (exact, adjusted) x /o (0%} | v/ yyy (y.yy%) z.72 (2.2, 2.2) 0.0 z.2
Baseline suicidal ideation
Absent X/ xxx (xxx%) | v/ yyy (y.yy%) z.2(z2,2.2) 7z
Present x / xxx (x.xx%) | y/yyy (y.yy%) zz(z.z,2.2) z.z
Age Group
18-24 X/ xxx (x.xx%) | y/yyy(y.yy%) z.z(z.2,2.2) zz
25-64 X/ xxx (x.xx%) | y/yyy (y.yy%) 2,2(2.2, 2.2) Z.Z
>65 X/ xox (x.xx%) | y/yyy (y.yy%) zz(z.z,2.2) ZZ
Gender
Male x/ xxx (x.xx%) | v/yyy (y.yy%) z.z(z.z,2.2) Z.Z
Female X/ xxx (x.xx%) | v/vyyy (v.yy%) 2.z (2.2,2.2) 2.z

For the analysis of age as a continuous covariate a generalized linear model will be
fitted modelling the log-odds of an event as a linear function of age. In the event that

the linear model does not previde 2

onnd it h

BYV Lt

othcr models (6.8, quadrailc) wiil be

assessed. The results will be presented graphically showing the predicted odds ratio as
a function of age. The incidence of an event for each individual age will be presented
by treatment group in a histogram, similar to that in Figure 1 (Note: the data in Figure
1 are illustrative only, they are not data collected from paroxetine clinical trials). The
number and percentage of patients with Definitive Suicidal Behaviour and Ideation
will be tabulated by age.

In the initial stage, risk factor and subgroup analyses will be conducted only for the
primary endpoint of Definitive Suicidal Behaviour and Ideation. Risk factor and
subgroup analyses may be conducted subsequently for other endpoints if there are
notable differences between the conclusions derived from the different endpoints.

Figure 1: Percentage of Patients with Definitive Sulcidal Behaviour and ldeation by Treatment Group
and Age

Parcentage of Patients with 0SBI

0z §

R PP PP D PP P DR PRSP PP PSSP PO
Age (years)
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Note: in the figure that is produced the data will be clustered for each
treatment group, not for each age group in the way shown in this illustration.

6. Assessment of Efficacy
6.1 Statistical methods

Continuous efficacy measures (i.e. “change from baseline™) will be analysed using a
general linear model, which will contain terms for baseline score, trial, and treatment
group. If the model fails to converge then the smallest trials will be combined with
each other until convergence is achieved. Categorical efficacy measures (i.e.
“responder™ analyses) will be analysed using the exact method described in section
5.2.

For efficacy measures the last time point eligible for inclusion as an endpoint measure
will be the first day following the cessation of treatment.

For responder analyses the number needed to treat (NNT) will also be presented, and
will be calculated using a conversion from the adjusted odds ratio {Appendix 2), The
NNT is interpreted as the number of patients who need to be treated to achieve one
additional positive outcome across a fixed time period. Smaller values of NNT
correspond to a larger benefit of paroxetine relative to placebo. If the value of the
NNT is negative this indicates that a positive outcome is more likely on placebo than
on paroxetine and it is referred to as the number needed to harm (NNH) i.e. the
number of patients who need to be treated to produce one additional adverse outcome
across a fixed time period.

Trials with both an acute phase and an extension phase (see section 2.2) will be
considered as a single trial, with the baseline measurement defined according to the
point of randomization into the trial. For Last Observation Carried Forward (LOCF)
analyses, the endpoint will always be measured for the acute phase of the trial,

6.2 Efficacy measures
6.2.1 All Depression Combined
Efficacy will be assessed using the following measures:

Change from baseline on the HAMD total score to LOCF endpoint.
Change from baseline on the MADRS total score to LOCF endpoint.
Change from baseline on the HAMD item 3 to LOCF endpoint.

Change from baseline on the MADRS item 10 to LOCF endpoint.
Declining suicidal ideation, i.e. a baseline score of > 3 on HAMD item 3 or
MADRS item 10, reducing to a score of 0 or 1 at endpoint.

6. Responder analysis, i.e. reduction of 50% or more between baseline and
endpoint on HAMD total score (or MADRS total score for trials where
HAMD not recorded).

N
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6.2.2 Major Depressive Disorder

Efficacy will be assessed using the following measures:

o T B

Change from baseline on the HAMD total score to LOCF endpoint.
Change from baseline on the MADRS total score to LOCF endpoint.
Change from baseline on the HAMD item 3 to LOCF endpoint.

Change from baseline on the MADRS item 10 to LOCF endpoint.
Declining suicidal ideation, i.e. a baseline score of > 3 on HAMD item 3 or
MADRS item 10, reducing to a score of 0 or 1 at endpoint.

Responder analysis, i.e. reduction of 50% or more between baseline and
endpoint on HAMD total score (or MADRS total score for trials where
HAMD not recorded).

6.2.3 Intermittent Brief Depression

Efficacy will be assessed using the following measures:

1,
2.
3.

4,

Change from baseline on the MADRS total score to LOCF endpuint.
Change from baseline on the MADRS item 10 to LOCF endpoint.
Declining suicidal ideation, i.e. a baseline score of > 3 on MADRS item 10,
reducing to a score of 0 or 1 at endpoint.

Responder analysis, i.e. reduction of 50% or more between baseline and
endpoint on MADRS total score.

6.2.4 Dysthymia

Efficacy will be assessed using the following measures:

1.
2
3.

4,

Change from baseline on the HAMD total score to LOCF endpoint.
Change from baseline on the HAMD item 3 to LOCF endpoint.
Declining suicidal ideation, i.e. a baseline score of > 3 on HAMD item 3,
reducing to a score of 0 or 1 at endpoint.

Responder analysis, i.e. reduction of 50% or more between baseline and
endpoint on HAMD total score.

6.2.5 Bipolar Disorder

Efficacy will be assessed using the following measures:

1.
2.
3

4.

Change from baseline on the HAMD total score to LOCF endpoint.
Change from baseline on the HAMD item 3 to LOCF endpoint.
Declining suicidal ideation, i.e. a baseline score of = 3 on HAMD item 3,
reducing to a score of 0 or 1 at endpoint.

Responder analysis, i.e. reduction of 50% or more between baseline and
endpoint on HAMD total score.

6.2.6 Depression with Chronic Back Pain

Efficacy will be assessed using the following measures:
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Change from baseline on the MADRS total score to LOCF endpoint,
2. Change from baseline on the MADRS item 10 to LOCF endpoint.
3. Declining suicidal ideation, i.e. a baseline score of > 3 on MADRS item 10,
reducing to a score of 0 or 1 at endpoint.
4. Responder analysis, i.e. reduction of 50% or more between baseline and
endpoint on MADRS total score.
6.2.7 All Non-Depression Combined
Efficacy will be assessed using the following measure:

1. Responder analysis, i.e. Clinical Global Impression (CGI) Improvement Score
of 1 (Very Much Improved) or 2 (Much Improved) at LOCF endpoint.

6.2.8 Panic Disorder
Efficacy will be assessed using the following measure:

1. Responder analysis, i.e. Clinical Global Impression (CGI) Improvement Score
of 1 (Very Much Improved) or 2 (Much Improved) at LOCF endpoint.

The number of panic attacks is an endpoint common to all panic disorder trials, and
being submitted as part of the FDA submission, but the time period in which the
number of attacks is measured varies between trials. Consequently, this measure is not
being used in this pooled analysis of data from panic disorder trials.
6.2.9 Obsessive Compulsive Disorder
Efficacy will be assessed using the following measures:
1. Change from baseline on the Yale Brown Obsessive Compulsive Scale
(YBOCS) total score to LOCF endpoint.
2. Responder analysis, i.e. Clinical Global Impression (CGI) Improvement Score
of 1 (Very Much Improved) or 2 (Much Improved) at LOCF endpoint.
6.2.10 Social Anxiety Disorder
Efficacy will be assessed using the following measures:
1. Change from baseline on the Liebowitz Social Anxiety Scale (LSAS) total
score to LOCF endpoint.
2. Responder analysis, i.e. Clinical Global Impression (CGI) Improvement Score
of 1 (Very Much Improved) or 2 (Much Improved) at LOCF endpoint.
6.2.11 Generalized Anxiety Disorder

Efficacy will be assessed using the following measures:

10
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1. Change from baseline on the Hamilton Anxiety Scale (HAMA) total score to
LOCF endpoint.

2. Responder analysis, i.e. Clinical Global Impression (CGI) Improvement Score
of 1 (Very Much Improved) or 2 (Much Improved) at LOCF endpoint.

6.2.12 Post-traumatic Stress Disorder
Efficacy will be assessed using the following measures:

1. Change from baseline on the Clinician-Administered PTSD Scale (CAPS-2)
total score to LOCF endpoint.

2. Responder analysis, i.e. Clinical Global Impression (CGI) Improvement Score
of 1 (Very Much Improved) or 2 (Much Improved) at LOCF endpoint.

6.2.13 Pre-menstrual dysphoric disorder

Efficacy will be assessed using the following measures:
1. Change from bascline in Mean Luteal Phase Visual Analogue Scale (VAS)
Mood Score to LOCF endpoint (trials 677, 688, 689 only).
2. Responder analysis, i.e. Clinical Global Impression (CGI) Improvement Score
of 1 (Very Much Improved) or 2 (Much Improved) at LOCF endpoint.

6.2.14 Detoxification in Alcoholics
Efficacy will be assessed using the following measures:
1. Change from baseline on Total Daily Alcohol Consumption to LOCF
endpoint.

2. Responder analysis, i.e. Clinical Global Impression (CGI) Improvement Score
of 1 (Very Much Improved) or 2 (Much Improved) at LOCF endpoint.

6.2.15 Fibromyalgia
Efficacy will be assessed using the following measures:

1. Change from baseline on the VAS to LOCF endpoint.

2. Responder analysis, i.e. Clinical Global Impression (CGI) Improvement Score

of 1 (Very Much Improved) or 2 (Much Improved) at LOCF endpoint.

7. Comparison of Adverse Event Reporting by Time
To assess whether there has been a change over time in adverse event reporting in
general, or specifically for adverse events relating to suicidality, the incidence of
Definitive Suicidal Behaviour and Ideation, and the incidence of any adverse event,

will be plotted by trial and treatment group in a histogram. Trials will be ordered by
start date. A corresponding summary table will also be produced.

11
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8. List of Tables and Figures

The tables and figures to be produced are listed below.

Number Title Comments

Table 1.01 | Demographic Characteristics by Indication,
Treatment Group and Trial

Table 2.01 | Number and Percent of Patients with Definitive | Ordered by Start
Suicidal Behaviour and Ideation by Indication, | Date
Treatment Group and Trial

Table 2.02 | Number and Percent of Patients with Rating Ordered by Start
Scale Emergent Suicidal Behaviour and Date. Depression
Ideation by Indication, Treatment Group and indications only
Trial

Table 2.03 | Number and Percent of Patients with Composite | Ordered by Start
Suicidal Behaviour and Ideation by Indication, | Date. Depression
Treatment Group and Trial indications only

Table 2.04 | Number and Percent of Patients with Definitive | Ordered by Start
Suicidal Behaviour by Indication, Treatment Date
Group and Trial

Table 2.05 | Number and Percent of Patients with Rating Ordered by Start
Scale Emergent Suicidal Behaviour by Date. Depression
Indication, Treatment Group and Trial indications only

Table 2.06 | Number and Percent of Patients with Composite | Ordered by Start
Suicidal Behaviour by Indication, Treatment Date. Depression
Group and Trial indications only

Table 2.07 | Number and Percent of Patients with Any Ordered by Start
Adverse Event by Indication, Treatment Group | Date
and Trial

Table 2.08 | Number and Percent of Patients with Definitive
Suicidal Behaviour and Ideation by Indication,
Treatment Group and Risk Factors

Table 3.01 | Change from Baseline on HAMD Total Score Depression
to LOCF endpoint by Indication, Treatment indications only
Group and Risk Factors

Table 3.02 | Change from Baseline on MADRS Total Score | Depression
to LOCF endpoint by Indication, Treatment indications only
Group and Risk Factors

Table 3.03 | Change from Baseline on HAMD Item 3 to Depression
LOCF endpoint by Indication, Treatment Group | indications only
and Risk Factors

Table 3.04 | Change from Baseline on MADRS Item 10 to Depression
LOCF endpoint by Indication, Treatment Group | indications only
and Risk Factors

Table 3.05 | Number and Percent of Patients with Declining | Depression

Suicidal Ideation by Indication, Treatment
Group and Risk Factors

indications only

12
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Table 3.06

Number and Percent of Patients with >= 50%
Reduction in HAMD or MADRS Baseline
Score by Indication, Treatment Group and Risk
Factors

Depression
indications only

Table 3.07 | Number and Percent of CGI Responders (Very | Non-Depression
Much Improved or Much Improved) at LOCF Indications only
endpoint by Indication, Treatment Group and
Risk Factors

Table 3.08 | Change from Baseline on YBOCS Total Score | OCD only
10 LOCF endpoint by Treatment Group and
Risk Factors

Table 3.09 | Change from Baseline on LSAS Total Score to | SAD only
LOCF endpoint by Treatment Group and Risk
Factors

Table 3.10 | Change from Baseline on HAMA Total Score GAD only
to LOCF endpoint by Treatment Group and
Risk Factors

Table 3.11 | Change from Baseline on CAPS-2 Total Score | PTSD only
io LOCF endpoiiit by Trecatment Group and
Risk Factors

Table 3.12 | Change from Baseline on Mean Luteal Phase PMDD only
VAS Mood Score to LOCF endpoint by
Treatment Group and Risk Factors

Table 3.13 | Change from Baseline on Total Daily Alcohol | EtOH only
Consumption to LOCF endpoint by Treatment
Group and Risk Factors

Table 3.14 | Change from Baseline on VAS Score to LOCF | Fibromyalgia only
endpoint by Treatment Group and Risk Factors

Figure 2.01 | Definitive Suicidal Behaviour and Ideation by Forest plot
Indication and Trial

Figure 2.02 | Rating Scale Emergent Suicidal Behaviour and | Forest plot.
Ideation by Indication and Trial Depression

indications only

Figure 2.03 | Composite Suicidal Behaviour and Ideation by | Forest plot.
Indication and Trial Depression

indications only

Figure 2.04 | Definitive Suicidal Behaviour by Indication and | Forest plot
Trial

Figure 2.05 | Rating Scale Emergent Suicidal Behaviour by Forest plot.
Indication and Trial Depression

indications only

Figure 2.06 | Composite Suicidal Behaviour by Indication Forest plot.
and Trial Depression

indications only

Figure 2.07 | Definitive Suicidal Behaviour and Ideation by Forest plot
Indication and Baseline Suicidal Ideation

Figure 2.08 | Definitive Suicidal Behaviour and Ideation by | Model

Indication and Age

13
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Figure 2.09 | Definitive Suicidal Behaviour and Ideation by | Forest plot
Indication and Age Group

Figure 2.10 | Definitive Suicidal Behaviour and Ideation by Forest plot
Indication and Gender

Figure 2.11 | Percent of Patients with Definitive Suicidal Histogram
Behaviour and Ideation by Indication,
Treatment Group and Trial

Figure 2.12 | Percent of Patients with Any Adverse Event by | Histogram, Ordered
Indication, Treatment Group and Trial by Start Date

Figure 2.13 | Percent of Patients with Definitive Suicidal Histogram
Behaviour and Ideation by Indication,
Treatment Group and Age

14
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Appendix 1: List of trials

Trial Indication Trial Indication
276 (MDUKO09 Edwards) | MDD 118 QCD
279 (MDUK 12 Trimble) | MDD 136 0OCD
274 (MDUK06 Naylor) MDD 241 (LTX of 136) OCD
001 MDD 414 OCD
002 MDD 660 OCD
009 MDD 108 Panic
003 MDD 120 Panic
115 MDD 187 Panic
128 MDD 222 (LTX of 120) Panic
251 MDD 223 Panic
448 MDD 228 (LTX of 187) Panic
449 MDD 494 Panic
487 MDD 495 Panic
625 MDD 497 Panic
785 MDD 384 Panic
810 MDD 410 Panic
NKD20006* MDD 400 PMDD
874 MDD 427 (LT) PMDD
| 442 MDD 658 PMDD
057 (LT) IBD 677 PMDD
106 (LT) IBD 688 PMDD
327 Dysthymia 689 PMDD
352 Bipolar 711 (LTX of 677, 688, 689) PMDD
298 Dep with back pain | 627 PTSD
433 Fibromyalgia 648 PTSD
201 EtOH 651 PTSD
637 GAD 382 SAD
641 GAD 454 SAD
642 GAD 502 SAD
791 GAD 790 SAD
116 OCD 661 SAD

* paroxetine was the active comparator.

LTX = Long Term Extension, not included in FDA review

LT = Long Term, not included in FDA review

15
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Appendix 2: Calculation of Number Needed to Treat (NNT) and Number Needed
to Harm (NNH)

NNT and NNH for Unadjusted Analyses

The NNT/NNH is calculated as the reciprocal of the probability difference for an
event, i.e.

NNT = 1/(Pt - Pc)

where Pt is the probability of a beneficial outcome in the test group (paroxetine)
and  Pec is the probability of a beneficial outcome in the control group (placebo).

If the NNT is negative then it is referred to as the NNH. If the outcome is a measure
of harm (e.g. an adverse event) then the NNT and NNH are reversed.

NNT and NNH for Adjusted Analyses

Where an analysis is adjusted for trial or other covaiiates, the WINT/NINH can be
calculated by converting the adjusted odds ratio:

NNT = Pc *(AOR 1) + 1
Pc *(AOR - 1) * (1 - Pc)

where Pc is the probability of a beneficial outcome in the control group (placebo) and
AOR is the adjusted odds ratio for a beneficial outcome (expressed as the odds of the
outcome on paroxetine relative to placebo).

If the NNT is negative then it is referred to as the NNH. If the outcome is a measure
of harm (e.g. an adverse event) then the NNT and NNH are reversed.

PAR004372147

DX 101-026



(3€°2
(30°0

186°L
(86°€T

{s0°21
(8011

(86°L2Z
(36°02

(86 92
(38°81

(.82
(3p-2E

(3082
(30°8

(80°0
(3070

(30702
(39°82

(18°¢£2
(30°52

(3121
(3021

(30°001) Tb
(2088 ) €01
(39798 ) (6
(37°S6 ) pOL
{$6°p6 ) EOZ
($6°08 ) 68
(8698 ) €61
($1°96 ) 66
(86726 ) 961
(§L°L6 ) 92T
(¢0°001) szt
(§1°26 ) 621
(29798 ) 60E
{2088 ) €01
(3068 ) 252
(s5°2L ) LLt
(s7°6L ) 1871
(86°sL } oF
(82718 ) 2Zpe
(g€°1L ) 2zt
[§9°L9 ) STt
{g0°2L ) 81
(¢0°26 ) €2
(20°00T) €2
(80°001) 22
lg0°08 ) 8
(8% "TL ) ST
{g2°9L ) 91
{2076, ) ST
($8°LB ) 9ELT
(30°88 )} zpoe
juasqy

Juasaig
-UOTIP3IPI TEPPTITNS IUTTISPE-

A
st

™

181
b
1€

L9
09

34
6L

6F
SS

oo

oo

(8v'58

(3E°5b
(3S°S¥

(3€°€9
(3£° €S

(30" 09
(36°0L

{%0° 59
(28 19

($1°69
(%p 99

(37 1L
(%z°29

(39-2L
18108 4]

(80°0S
(3T°€S

(3$L°pS
($9°0S

(30" bS
(37 °6F

(30°pT
(%0°9¢€

1%¥9°69
(3L°2¢L

(30°0L
(8% TL

(31°LS
(80°SS

(32°09
(3885

ses - bowsp 5007 %sH Inspeppu Teue

UOTIESPT [PPTITNS JuTTaseq ssasse o3 a7qrssod Jou sem 3T Zpp ApPn3s uT s3dalqns om3 303 ‘830N

Tet1] Aq soTistasiloerey) otydezbowsag [Q-1 oT1qelL
STETI] WIL 3IAIOYS ‘I2PIOST daTssazdag Iolew
stsATeuy A317epTOoTNS JITNPY SUTIaxXOIRg

- - 26658%
1s{ Bowsp 5007 356 Tnspeppw Teue/3sTT/ZTEEAT/EBPO 09062TI945/0T13 18P/ AUBOTG/

1 gg (39°pT ) 9 69 12 08y 18°11 6°9p Ib ANIIEXOHYd I

] €5 (3¢°%S5 ) b9 4] g€ 0°L9 15°0T 9°69 LIT 093IVTd

118 (85°pS ) 19 S8 22 0°L9 6E'TI €°F9 ZIT  INIIAXOYYd 529

) 89 (2£°9€ ) 0b z8 09 0°0L 0F°S y°69 601 0830Y1d

) b1 ($L'9p ) DOT 88 09 0°0L 2€'9 2°0L PTZ  INIIIXOWYd L8p

) 99 (30°0% ) bb £9 61 0°op 95°11 L0F 0TI 0g30Y'1d

) ast ($1°62 ) 59 ¢ BT 0°Zk 09°11 £°Tp €22  INILIXOHVd 6bb

) LS 130°G€ ) 9¢ v9 61 0°6€ pO°0L P 8E €01 09d0VY1d

) 1ET (¢2°8E ) 18 29 81 [ 13 99°01 €66 212  dANTLIXOYYd 8bb

) ¥8 (36°vL ) SF 1L 81 'Lk 95°01 €Ty 621 0830YTd

) €8 (39'€€ ) 2¥ 59 61 (VA8 42 LT TIT £°TF 6§21  ENILIXCHVA 162

) oot (39782 ) ob 9L 0z 0'2Zk LT°Z1 826 0BT 0830¥'1d

) zze (¥8°LE ) SET 28 8T 0°ov oL 2Z1 B8°Tb LSE  ENILIXO¥VA 8Z1

} &8 (sp-Le ) ze 1L 61 0°0F L9111 S'TP LTI 0g3IV'1d

) Z8t ($L°S€ ) 10T 98 B1 o'tk £9°21 8°IF €BZ  INILIXOWVL S11

) zzt (g0°08 ) zz1 oL 61 0°BE Z6° 11 B0y bbZ 08HIV"1d

) 821 (¢6°9F ) EIT 69 BI 0°6€ 87 11 £'0y T¥Z  INILIXO¥VL £00

) 62 (%€°SF ) b2 oL £2 0°6f Sp-oT 9°'0F €5 0g30Y'1d

) €12 (¢v°6p ) BOZ S8 8T 0°8€ LT'ET T'Tty 12F  ENILIXONYL 600

) €6 (%9°5p ) 8L €L 81 0" 0¥ L9zt $'gZy  TILI 0d42¥1d

) ¥8 (¥9°05 ) 98 LL 8T S6E 65°1T S0P O0LI  ZNIIAXOWWd Z00

)9 (80°9L ) 6T k9 [ X4 0°EP ET°ET AN - T 4 0893J¥"1d

) 6 (80°¥9 ) 9T 59 0z 02k oL 1T 9'2ZF SZ INIIIXOHVd 100

) 91 (gv'0E ) L 09 zZ 0S¥ P11 E'Ey €2 0830Y'Td

) 9t (3e'LZ ) 9 F9 81 0'er 0z €1 9'1y 22 ANILIXOYYE pLe

b oL {$0'0€ ) ¢ 1L £Z 598 5Z°L1 9715 01 0€3OV1d

) ST ($9°82 ) 9 SL 0z 0°8E FA:1 8'0F T12Z ANTIIXONVL 6L2

A (36°2% ) 6 4] 22 o'cr 89°21 VEr T2 0g930v1d

) 1T (¢0°S¥ ) 6 z9 zZ 0°9p SL°Z1 1°'sy 02 ANILIXOEYd 9Lz

) O6TT (%8°6E ) 8BL LB 8T 0°'vp 0S°ST S°9F 8L6T 0"EIV'Td

) 1E0Z (s2°1bk ) p2Zb1 16 8t 0'vp LSS 0°9F GSPE INILIXOUYL 11eI®A0
safewag S3TPW WNWTIXPW WOWTUTW URTPaW UOTIPTARQ URSW N Juawleaxy TeTIL

|||||||||| ==IIPUIDm———— piepuels
————————————— -3 by- e

1E:€£1:9002€3402
"TETIUSPTIUOD XSD

PAR004372148

DX 101-027



(39°0
(38°1

(30°0
(30°0

(3p° 1T
(30°1

(30°12
(%% €2

(30°0

)
)

)

oo

~m o

ZZ
9p

(P66 ) BLI
(¢2°86 ) SEE
(£0°00T) §21
{80°001) vzl
(39786 ) 9¥I
(30766 ) £0€
{30°'6L ) €8

($9°9L ) 151
{$8°66 ) 9%

Juasqy

jussaild
-UOTIPaPI TEpPTOTNG AUTTIsEd-

(38729
(31709

(89°LS
(s6°29

(35719
(82°LS

(%2795
(37" 19

(48756

ses Bowsp 500z YSb Inspeppu Teue

UOT3Ieapr [epIdINs auT[aseq ssasse o3 afqrssod jou sem 3T Zpp Apnas ur s3oalqns oml 103 ‘910N

Tetir Aq soT3sTialaereyn otudexbowsg
STPTIL WIBL 3II0YS
sTSATRPUY AJTTEPTIOTINS ITNPY AUTIIXOIRG

3s7 bowsp g0z ¥sH TnSpepPW Teur/3ISTT/ZTEBST/EPY 09062 TIAUS/0T1ITCR/AUSOT]/

L9
9€1

£S
9k

LS
et

14
9L

) €11 {s2°L£ )
) g0 (36°6€ )
) 2zt (gp 2y }
) 8L (31°LE )
) 16 135°8€ )
) sLt (38°2b )
) 65 (38°eb )
[ A {¥9°'8€ )}
) 9% (32°% )
seveway
APUID- == ——mmm

‘19paosTQ aaTssaxdeg Jolen

L8 09 0799 EL9 089
16 09 0°99 9E°9 1789
£9 Bt 0°Le 0Z° 1t LLE
(2] 87 5°8E S8°TT 0°8E
S9 81 0°LE 8L TT 5°8E
be [:R8 0Bt €67 11 6°BE
€9 8T 0°or 9E° 1t vov
s9 BT 0'Er 61°21 £ 10
6L 1€ 0'8b 6711 0°6b
S3[EW UMWTXEW WNWTUTW UeTPaW UOTIBTA3Q UESH

pxepueilg

||||||||||||||||||| aby ———

‘1071 319eL

0BT
TpE

SeT
pet

BRI
90¢€

S0t
L6l

14

0=232V1d
ANILIXOdYd vL8
o= tctal o -4
INILIXOdYd 9000TCAN
O”HIOVId
ANILIXOdYd 0t18
0g32¥1d
ANILIXOYVE 58L
0R3AJVTd 444
Juswleax] TeTIL

Z6SSHAX  TE:ET:900293d0Z
"TeTIUIPTIUCD ¥S9

PAR004372149

DX 101-028



0" 8pT

o-Let)

(g zinl
(orcot)
lo'gzz)
feoL)
1§'29)
fr-ezn)

¥'szZt

02zt
(z°ve)

0°2LT

(U1} ¥4

1P LEVT)

(p-ezs)

LN

QdH = UOTIE2TpuUl

(HNN) WIey-03l-papasu-Iaqunu S1ouap S3I8ydeTq uT sIaqunu INN 230N

sjuasg ybnouz JON  {%00°0 )} 08T /0

sjusng ybnoug 30N  (%00°0 ) SZ1 /0O

(2'6 ‘0°0 ) 0'n (%89°0 ) BYI /1

(FuT  'p°Q) FUT (%00°0C ) SOT /O

sjusag ybnoud JON  (%00°0 ) 8% /0O

(FJuT  'T°0) FYT (300°0 ) LIT /O

(Fut  ‘T'Q) FUT (%00°C ) 601 /0

(3uT  ‘p°0) FUT ($00°0 ) OIT /0O

(3ut  ‘g°0) Fur (%00°0 ) €01 /0O

(3uT  ‘g°0) FUT (300°'0 ) 621 /0

(0°IT ‘P°0) 9°T (3Ep°T ) O¥T /2

(§°€ ‘2'0) L'0 (396°2 ) LTT /¢

(6°2 *0'0 ) 0°0 (%28°0 ) v¥Z /T

(3ur  ‘z°Q) FUT (%00°0 ) €5 /O

(9'9 ‘0°0) 570 (3LT°T ) TILT /2

s3juaag ybnoud IoN (30070 ) SZ /O

s3uaay ybnouz 30N (%00°0 ) €2 /0

(6°0€ ‘T°0) 6°0 (%00°0T) QT /T

sjuaay ybnouzy ION (300°0 ) 1Z /O

60L°0 (T'T “9°0) T°T (%95°0 ) 8LET/TI
€600 (8°2 'L*0) £'1 1%9S°0 ) BLETI/TT

|mMmmMHM|||||| Hmwlummv 40 oqaseTd

($00°0
($00°0
(300°0
($15°0
(3000
{36870
{(3¢6°0
(¥5p -0
izp 1
(%091
81 XAN4
[E YN
(3000
136771
13650
(30070
(%00°0
(32576
(1000
(306°0

1306°0

*AlTeuabowoy JO 1§31 S,U3TIZ.

e /0 vLB TETIL
rel /0 9000¢aAN TeTaAL
20€ /0 018 TeTiL
L6l /1 S8L TeTIL
i /0 Zpy TeTAL
Z1T /1 29 TeTIlL
p1z /2 L8% TerIL
gz /1 6vF TeTIL
z1e /¢ k% TBTIL
S21 /2 152 Teril
LSE /8 BCI TeTIL
£82 /S SIT TBTIL
e /0 E00 TPTIL
2% /S 600 TeTIL
oLT /1 200 TeraL
sz /0 100 TeTIL
22 /0 bLZ Te¥Il
2 /2 6LZ TeTIL
0z /0 9LT TevIL
SSPE/TE (Tozsusaey [33ueW} TTeI=AQ
SSPE/TE ‘1oeX8) TTeI’A0
mcﬁumxwmmm :JMMMMM

TeTzl pue dnoig JusWIEIT]L ‘UOTIEDTPUI AQ UOTIESP] PUR INOTARYSY [EPTOINS BATITUTIAQ yjTa sioselqng jo juaazag pue Iaquny

ses gQ0z %sb rnspeppw jeue

T0'2 @198l

sTsATeuy AJTTERPTOINS ITNPY AuTIaxoIeg

Z6GSPAA  PO:ET:9002933EL

1ST'500Z ¥SB Tnspeppw [eue/ast1/z1ebat/epa 0906217945/0137€p/AUR0Tq/ “TETIUIPTIUCD NS5O

PAR004372150

DX 101-029



Zbb APN3S UT STQETTPAE 10U S§PM PIED UOTJIESPI PUP INOTAPYag TEPTITNg jusbrswy srens Hburtied ILON
(HNN) WIPY-03-papaau-Iaqunu 330USP 533328Jg UT sIaqunu INN "2ION
19b 0=d ‘A3Tausbowoy jJO 3S27 S,UlT3Z,

z 18g (9°0z '0°0) S°0 (%95°0 ) 08T /T (36270 ) TvE /1 pLB TETIL
sjuaai ybnouz ION  (300°0 ) SZT /0 (300'0 ) pZ1 /0 9000Za%N Tery

0pL (L"1 '0'0 ) 0'0 (8SE€°T ) B¥L /2 (300°'0 ) %0£ /0 018 TPTIL

L EP (6'T 'T°0) v'0 (%18°€ ) SOT /¥ (%25°1 ) L6T /€ S8L TeTIy
(80292} (T°TF ‘0°0) 0°T (258°0 ) LIT /T (86870 } ZT1 /1 §Z9 TETIL
(5°1E8S) (€72¢ ‘1°0) 0°1 (3%2Z6°0 ) 60T /T (4€6°0 } BIZ /T L8 TeTIL
9°62LT (6'F ‘2'0) 0°T (%€L°T ) OTT /€ (369°2 ) €22 /9 6bF TPTIL
0"€0T (25 ‘0'0 ) 0'0 (%L6'0 ) €0T /T (300°0 ) 212 /0O 8yy Teril
(zr12m) (8719 ‘T°0) 1°Z (%8L°0 ) 62T /T (809°1 )} sz1 /2 152 Teril
6°25 (L°T ‘1°0) §'0 (%LS°E€ ) 0BT /S (¢89'T ) LGE /9 8z1 TeTxl
{9°95) (3ur  ‘§°Q) FUT (%0070 ) LIT /0 ($LL°T ) E£8Z /S STT TeTal
9°19 (9°T ‘1°0) ¥°0 (3LB°T ) v¥EZ /L (gp2°1 ) vT /€ £00 TeTIy
9°91Z (L*.1 ‘1'0) 8'0 (%68°T ) €5 /1 (3EP"T ) T2ZF /9 600 TPTIL
1°LS (0'z ‘0°0) z'0 (spE"ZT ) TLT /¥ (865°0 ) OLT /T 200 TeTal
sjuaay ybnoug JON  ($00°0 ) SZ /0 (80070 ) SZ /0 100 TPTaL

sjusaj ybnoudm 30K (%00°0 ) €2 /0 ($00°0 ) 22 /0 bLZ TETIL

oot (0°6 ‘0°0 ) 0°0 (%00°0T) 0T /T (20070 ) 12 /O 612 Teril
(0°02) (3u=  ‘1'0) FuUT (%00°0 ) 1T /O (800°5 ) 0z /1 917 TerIl
F'2ZS5T  SE0°0 01T ‘P0) 9°0 (%99°T ) OE6T/ZE ($80°T ) PTIVE/LE (Tezsuaey T23IuPK) T{eIIA0
E'¥ST  0S0°0 (0 1 ‘¢'0) 9°0 (%9971 ) QE61/ZE {$80°T ) PIPE/LE +{pa3snlpe ‘ioexa) TreI=AQ
T Ian enteaa T (12 156) WO T ogesera — [ —

JJH = UOTJIE3TPUl
TerIl pue dnoxg juawjeaiz) ‘uoriesTpu] Aq uoriespl pue InoTAaeysg [EPTITNg Jusbrswz sreos buraey yitm s3joslqns jo juadzag pue Iaquny
Z0°¢ °TqeL
stsAteuy AJTTepTOINS ITNPY SuUTIIN0IeRg

s - . _ _ Z6SSYNA  bOIE1:9002834EZ
ses'goQz ¥sb Tnspeppw TePUe 3ST'GQOZ ¥SH Tnspeppu Teue/1sTT/ZTeBar/epo 0906Z1199S/011IEP/AUSOTY/ TRIIUBPTIUOD 4S9

DX 101-030

PARO004372151



Z 18€ (9'0z ‘0°0) S°0 (%95°0 ) 081 /I
sauaag ybnoug 30N {30070 ) $ZT /0O
0°bL ($SE°T ) 8%T /2
L€ {318°€ ) SOT /¥
{preotr) (¢68°0 ) LTIT /T
(1'sat1) (€715 ‘£0) 1°2 (326°0 ) 60T /1
9'6zLZ (6°¢ ‘2'0) 0°1 (%€L°2 ) OTT /€
(1-sze) (6°8€ ‘2°0) §°1 ($L6°0 ) €01 /1
(z-1p) (s*sor ‘s°0) 2'v (%8L°'0 ) 621 /T
L°26 (t'z ‘€'0) 8°0 (300°S ) OFT /L
L EOTT (L°p '2°0) 0°1 (%9672 ) LIT /€
919 (9°1T ‘1°0) ¥°0 (%L8°C ) b¥Z /L
(L'p0OZ) tz"8Z ‘2°0) €'1 (%68°T1 ) EG /¥
6°Z¥ (9°T ‘0°0) €°0 (%TS'€ ) TILT /9
siuaad ybnouz 0N (%00°0 ) SZ /0
siuwang ybnouz JoN (%00°0 ) €2 /0
5°6 (8*y ‘0°0) FP°0 (%00°0Z) O1 /Z
(0-02) {3ur  ‘1°p) Fur  (300°0 ) 1Z /0
ST€ZT  IKZ'O (z'1 ‘S°0) B'0 (%L0°Z ) OE61/0F
z°9%e  SLT'0 (2'1 '§°0) B8°0 (%L0°T ) O0EBI/OF
T INN @nTea-g ---s-=ﬂmm-“mm, mo-aa- oqa2eTd
GaW = UOT3IEITPUI

Zbb Apnlg Ul olge[leaR JOU SeM BIPD UOTIPapPl PUP INOTARYSG [PPTATNS ajTsodwo) :ZLON

(HNN)

(362°0 ) 1vE /1
(300°0 ) ¥el /0
($00°0 } 90E /0
1325°T ) LBT /€
l36L°T ) 2IT /2
($£8°T ) eTT /¥
(¥69°2 ) €22 /9
($2v°1 ) z1zZ /€
(s0z°€ ) sz1 /v
(326°€ ) LSE /b1
(§Lb"2 ) €82 /L
($%2°T ) TbZ /E
{sge"z ) 12F /0T
($8T°T ) OLT /2T
(300°0 } sz /0
($00°0 ) 22 /0
($25°6 ) 12 /2
(300'S ) 02 /1
($28°1 ) ¥1IbE/29
(s28°1 ) pLVE/2Y
|mmwmmxﬁnmm

WIPY-03-pPapaau-I2qunu 330uap S33j2eaq ul sIaqunu NN "3ION
$09 '0=d ‘Airousbowoy jo 3583 5,UI[IZ 4

bLB TETIL

90002aMN TeTIL

018 TeTaL

G8L TeTIY

ST9 TETIL

L8F TETIL

6bF TPTIL

8h¥ TETIL

£00 TeTIl

600 T®TIL

200 TeTIL

100 tevray

bLZ TPTIL

6LZ TeTI]

9Lz T1eTIL

{Tezsusey T23UeK) TreI=n0

‘32BX3) TTEILBAQ

Te11] pue dnolg JuswlesI] ‘UCTIEITPUI Aq UOTIPapP] pueP InoTraeyasg TepPTOTNs altsodwol y3jTtm s3idalqns jo juadiag pue Iaqunp

£0°¢ 21qeL

sTEATRUY AJTTEPTITNS JTNPY SUTISX0IRJ

Z6G5PAA  vO:£1:9002834ET

ses ‘g0z AsH rnspeppw frue 3ST°5007 ¥sB Tnspeppw Teue/3sTT/ZTPBIT/®P2 0906211995/0T3ITOP/AUSOTY/ TETIUSPTIUOD NSO

PAR004372152

DX 101-031



(0°t6T)

(grztn)

(0°€22)
(o 901}
to-szr1)
(0-Lse)

(o-e82)

(0-12e)

(0°0L062)

to-tel

(6 G1SE)

(Z2's¥e)

LNN

sjuaag ybnoug

s3juaaT yhnoug

sjuaaz ybnouxm

. (3u1 '0°0)
sjuaar ybnoug

(3ur '1°0)

sjuaas uybnoug

(Fur ‘p°0)

(Fu1 ‘1+0)

(Jur ‘1°0)

(3ur ‘0°0)

(Fur  '0'0)

sjuaas ybnoumy

(3ur ‘0°0)

(¥ 6E '0°0)

g3UaAT ybnoug

sjuaagy ybnoug

(3ur ‘0°0)

sjuaaj ybnoug

£9€°0 (z'v '9°0)
BS0°0 (P 6FT ‘T°T)

sotea-a (1D 156) WO

j0y

10N

30N

FuT

0N

FuT

10N

JuT

Juzr

JUT

Jut

JuT

JoR

FUT

0'T

30N

JION

Jut

30N

%1

L9

] ¥¢

(HNN)
{800°0 ) 08T /0 (800°0 ) THE /O
(30070 ) sZT /0 (300°0 ) vZT /0
(%0070 ) 8PT /0 (200°0 ) 90€ /0
($00°0 ) SOT /0 (§15°0 ) L6T /T
(¢00°0 ) 8¢ /0 (20070 ) Tb /0
{30070 ) LIT /0 ($68°0 ) ZIT /1
(300'0 ) 60T /0 {$00°D ) B1Z /0
{300°'0 ) OTT /0 (ssv°0 ) €22 /1
{300°'0 ) €0T /0 (s¥6°0 ) 212 /2
(%00'0 ) 6z1 /O (30870 ) 62T /1
{$00°'0 ) 0OFT /0 ($82°0 ) LSE /1
($00°0 ) LIT /0 ($6€°0 ) €82 /1
($00°0 ) ¥BZ /0 (300°0 ) T2 /0
($00°0 ) €5 /0 (¥pbz°0 ) 12V /1
(3850 ) TLT /1 (465°0 ) OLI /T
(800°0 ) sz /0O (s00°0 ) sZ2 /0
(0070 ) €2 /0 (300°0 ) 22 /0
{s00'0 ) 0T /0O (39L°% ) T2 /T
(8000 ) 12 /0O (s00°0 ) 0Z /0
(35070 ) BLET/T ($ZE£°'0 ) SSPE/TI
{3$50°0 ) BLET/T (%2€°0 ) SSHE/TT
o oqaseTd JUTIIKOIRG
QdW = UoT3IeaTpul

WIPY=-03=-papaau=-I3qunu &10ouap SIaxyoelq ur SIragqunu JINN "a8]0N

000 1=d ‘Ajteusbowcy JOo 35337 §,uUs3[3Z.

90002

bLB TFTIL
MIN TETIL
018 TeTIL
SeL Teray
chb TETIL
629 Tetil
L8y TETAL
6bbp TETIL
eby TPTIL
162 TeTIL
82T TeTIL
STT TeTIL
£00 TeTIL

600 TeTIL

200

100

vLe

6LZ

9Le

Terar

TeriL

Tetay

(1925uaeH T33UEW) TTEISA0

«{p@3snipe ‘33e%3) T[12I3A0

TeTIL

1erar pue dnoin jusuiesil ‘uoTieaTpul Agq InoTaeysg TEPTIINS SATITUTIAQ Y3ITm §3202[qng jo Juadiag pue Iaquny
P0°Z 9198l
sTEATeUY AITTEPT2INS ITNPY AuTiaxoxed

ses‘gQQz ASE Tnspeppw Teue

FATRTR R

1S7°500Z ¥sb tnspeppw [eue/3sTT/zTebar/ep2 09067TI995/013ITep/AUR0TG/

PO:E1:9002H34EL
*TETIUSPTIUOD ¥5D

PAR004372153

DX 101-032



¢vp APnlg ul S[qeflene 10U Sem elRP INOTAeYag [epPraTng juabiawg sTeds BuTiey IION
(HNN) wley-03-papasu-Ioqunu 930U3p S3230eIq uT SIaqunu INN ‘930N
BIPP 1UBTITIINSUT 03 B3NP IN0 pPatires jou A3tauabowoy o 188l

siuaal ybnouz JoN  (%00°C ) 0BT /O (30070 )} 1be /0 pLE TETIL

s3uasl ybnouz 3IOoN  (%00°0 ) S2T /0 (300°0 ) pZL /0 90002a%N TeTaL

s3juaag ybnoul 30N (300°0 ) BPI /O {£00°0 } 90¢ /0 018 TeTIL

sauaag ybnoug 0K  (300°0 } SOT /0 (2800°0 ) L6T /0 GBL TETIL

s3ju3ag ybnouzg 30N (%00°0 )} LIT /O {300°0 ) 21T /O SZ9 TeTAL

sjuaag ybnouz 3OoN (%0070 ) 60T /0O {8000 ) pIZ /0 L8} TETIL

sjuaay ybnouz 3oN  (300°0 ) 01T /0 {%00°0 ) £22 /0 6bb TPTIL

sjuaag ybnoum JoN  (300°0 ) €01 /0 (%00°0 ) 212 /0 gvy TertIl

s3jusag ybnoug 30N  (%00°0 ) 621 /0 (%0070 ) s21 /0 162 TeTal

s3juaay ybnoud 30N  (300°0 ) OVT /O (%00°0 ) LSE /0 BZT TeTIL

sjuaay ybnoug 10N (400°0 ) LIT /O (%00°0 ) €82 /0 SIT Terl

sjusal ybnoug 10N (300°0 ) BBT /O (%00°0 ) TbZ /0 £00 TETIL

(0" 1zp) (uz  ‘0°0) JUT  (%00°0 ) £5 /0 (%270 ) 12% /1 600 TeTIL
sjuaal ybnouzy JoN  (%00°0 ) TLT /O (30070 ) 0LT /0 200 Terag

sjuaal ybnoug JoN  (300°0 ) ST /O (s00°0 ) sz /0 100 TeTaL

sjuaay ybnouz JoN  (%00°0 ) €2 /0 ($00°0 ) 22 /0 pLT TPTIL

s3juany ybnouxy 3JoN  (300°0 ) OT /O (%00°0 ) 12 /0 6LZ TETIL

sjueaz ybnouz 3JoN (300°0 ) 1Z /0O (40070 ) 02 /0 9.2 TeTal

Zrs o {S°6 ‘0°0) P°0 (30070 ) 0£61/0 ($€0°0 ) PIFE/T (Te2suaey T33ueW) [TeI3A0
0001 (3uT ‘0'0 ) FuT (300°0 ) DEBT/O ($50°0 ) BIVE/L «(po3snlpe ‘12exa) [re1aAQ
........ s ontea-d (1o ws6) wo  oweseta  sutasworea T T T e

; dgW = uoT3eaTpul
TeTal pue dnoln luawieall ‘uoTiedTpul AQ InoTaeyag TeEPTOTNS juabiswg aTeas buriey yjtm s3oalqng zo jquasrag pue zaquny
S0°Z arqeg
stsAreuy A3TTEPTOTNS JITNPY SuTIaxoTERg

_ o _ _ Z6S5YA  pOIE1:90028EIET
ses 'g0Qz ysb tnspeppu Teue 3s1°500z XS5 ¥nspeppu {eue/3ISTT/21eB1/ePo 0906211945 /0TI IRP/AUSOTY/ ‘TRTIUSPTIUCD NSO

DX 101-033

PAR004372154




Zfp Apnig ul S[ge(tese Jou Sem elEP InOlaeyag [eplotng alisodwos :FLON
(HHN) WIey-03-pepssu-Iaqunu 3j30Uap SISYIPIQ UT sJaqunu NN @3ION
000 'T=d ‘A3Teusbowoy Jo 1533 5,uUl3T8Z .,

siuaag ybnoug 30N (%00°C ) OBT /0 (30070 ) TvE /0 pL8 TETaY

sjuaag ybnoua JoN  (300°0 ) S2T /0 (20070 ) veT /0 9000ZAMN TeTaL

siusag ybnoug 10N (%00°0 ) 8T /0 (80070 ) 90€ /0 0LB TeTIL

(0 L61) {3ur  ‘0°0) FUT (%00°0 ) SOT /0 (%1570 ) L6T /T §8L TPTIL
(nez1n (3uy  ‘1°0) 34T (%0070 ) LIT /O (%6870 ) 211 /1 $79 TeTIL
sjuaag ybnoum 3JoN (%00°C ) 601 /0 (300°0 ) pIZ /0 LBy TeTIl

(0-€22) (3ut  ‘0°0) FUT (%00°C ) O11 /0O (86¥°0 ) €2z /1 6bF TETIL
(0°501T) {3uT  ‘1°0) JUT (%0070 ) EOT /0O (3v6°0 ) 212 /2 gbb Teril
lo-szt) (3ur  ‘1°0) FUT (20070 ) 621 /0 (30870 ) s21 /1 152 TeTal
{0-LS€) (VT 070} FuUT  (200°0 ) 0BT /O ($82°0 ) LSE /1 821 Tetag
to-€82) (3UT  ‘D°0) 3FUT (%00°0 ) LIL /O (45€°0 } €82 /1 GTIT Teral
sjusag ybnoug 30N (300°0 ) b¥Z /0 (%00°0 ) T¥T /0 €00 TeTIL

terote) (3ur  ‘p°0) 3JuT (%00°0 ) €5 /0 (%8v°0 ) 12V /2 600 TeTi]
(o 0LO6T} (b"6€ ‘D°0) 0°T (%8S'0 ) TLY /T (86570 } oLT /1 200 TPTIL
sjuang ybnoug 30N (%00°'0 ) SZ /0 (800°0 } 52 /0 100 TeTIL

sjuaag ybnoug 308 (%00°0 ) €2 /0 (80070 ) 22 /0 pLZ TPTIL

(0-12} (FJuT  ‘p*0) Fut ($00°0 ) O /O (s39L°p } 12 /1 6.2 TeTIl
sjuaag ybnoug 3oN (300°0 ) 1Z /O (80070 1 0z /0 9LZ Teral

(€'6£2€)  OpE'O l€°p ‘9°0) 9°1 (350°0 ) OQE6T/T 13SE°0 ) PIVE/ZI (1Tezsuapq Tajuey) TTeIaA0
(0 62€) 9€0°0 (6°1ST 'T°T) 6°9 (%50°0 ) O£6T/T {$6€°0 | BIVE/ZT +{pa3isnlpe ‘3oexa) [(eiranQ
T entea-a (15 156) HO " oaeoera  surtisweseq “Terzs

adK = UOT3EBOTPUI
Ter1L pue dnoxo Juawiealrl ‘uoriesTpul Aq Inotaeyag TepTorng a3Tsodwod YiTm satalgns Jo jusoisg pur zaquny
90°2 *19®°L
sTsATeuy A3TTEPTOTNS ITNPY SUTISX0IRI

i - - _ _ Z65SPAA  POTET:9002934EL
ses‘500Z %56 Inspeppw Teu® 3I57°500¢ ysb tnspeppu Teue/3sT{/zTebaT/epd (906ZTIGAS/0IITCP/AUIOTG/ TEPIIUIPTIUOD HSD

DX 101-034

PAR004372155



cby APN1g ur A[rgerreae Jou SeMm BleP JUIAS BSIAAPY  TION

sjusas 3o 1squnu abrel ayj o3 onp arqrssod jou 9x9m sasAreue 398xXE  FLON
(HNN) wIey-03-pap2au-Iaqunu 3J0ousp S33ajylelq UT sIi2aqunu NN 230N

LST 0=d ‘A3tsuabowoy jJo 3533 ApQ-mOTsaIg,

(L°€T) (£'2 '0°T) 6"T I%EE€°EL) 0BT /2€t (%59°08) [¥VE /SLZ LB TeTIL
(6L) (e'¢ 'T°1) 6°1T (%09°59) S2T /Z8 (%€2°8L) bIT /L6 9000ZANN TeTI]
16°92) 0z 870} z'T (%S£°9L) BPT /ETIT  (3L0°08) 90E /SbT 018 TETIL
(5°82) {g'z "L°0) 2°1 (%61°9L) SOT /08 {30L°6L) L6T /LST S8L TeTIL
(8°pT) (€7z ’870) €°1 (%29°1€) LIT /LE (36E£°BE) ZTIT /Eb §Z9 TeTIL
(9°22) (F°€ ‘L70} 9°T (%9T°LB) 60T /S6 (865716} bIZ /961 L8y TeYIL
(p11) {6'¢ ‘1°1) 0"z [(816°08) OTIT /68 (%69°68) £ZZ /002 6b% TeTIL
(0"om) (€'¢ 'T°T) 2'¢ (219°6L) £0T /28 (829°'68) ZtZ /061 8bp TETIL
11°%2) (§°z 'L°@) E"T (%p8°6L) 621 /EOT  (%00°KB) SZT /SOT 152 TeTag
(R824 4] {z'v '€°1) €72 (398°Z8) O¥T /911 (288°T6) LSE /8T¢€ 821 TeTIL
(8 €T) (0" ‘0°1) T°Z (%429°p8) LIT /66 (%L8°16) EBZ /092 ST Terig
{L°%) (9'y '8°1) 6°¢ ($9Z°69) bbZ /691 ($ZL°98) TvZ /60T £00 TRTIL
(z'5) (S'¢ "€°1) 6°¢ (%6p°85) €5 /1€ (%L9°LL) T2 /LTE 600 TeTIL
{€°%) {1's '6°1) T°E (%68°LS) TLT /66 (%8T°T8) OLT /8ET 200 TeTIl
g:2) 19°51 ‘¢°1) ¥°% (%00°9¢) ST /6 (%00°2L) sz /8T 100 TeYIL
(] (6°pz 'T°1) L°p 1(%325°95) €2 /&1 (%9£°98) Zz /61 pLZ TETIL
(9°9) (T°psT ‘€°0) L°¢ 1(300°08) 0T /8 {svz'66) 12 /0Z 6LZ TeTIL
(5°5) (806°19) 12 /E1 (300°08) 02 /9T 9LT TeTI]
(L8} 100702 (386°0L) OE6T/OLET (3LZ EB) PIVE/EFBZ {13zsu3el T3IUBW} TTBI3A0

I anea-g T o wse) w0 omesera euriswexsa T et

QQH = uoTiearpul
1eTay pue dnorp Juawivail ‘UOTIALITPUI Aq IUsAZ 3STSAPY Au¥ yiTM S3dalqns Jo 3uanrag pue Iaquay
L0"Z 3tgeL
sTsATeuy AJ1TTEPTOTNS 3TNPY SUTILAX0IRI

- ~ - _ _ Z6SSPAA  EZ3S1:900Z93402
ses*GQ0Z ¥sb tnspeppw Teue 1I87°500Z Asb Tnspeppw Teue/isTT/ZTebaT/epPd 0906ZTIqAS/0TITPR/AUROTY/ "TETIUSPTIUOD SO

DX 101-035

PAR004372156




600 ‘0180 ‘BEP Q0 @4 J9pusy pue dnouan aby ‘uorjeap] [eproing auleseyg 10y A3 rausbouwysy jo sisal C2ION
uoT1e8pPT [EPTITNS SUTTISEq SSasse 03 afqrssod 10u sem 3T zZpp Apn3is ut sjoalgns om3 xog -ailoy
(HNN) WIPU-03-pap3au-Iaqunu 3]0uap S$1932elq Ul siaqunu [INN 310N

(€099 (p"€ 'G°0) 2T (39.°0 ) BS8L /9 {$T6°0 } ¥Zv1/ET aten
{(9*p12) (F*9 ‘8°0) T2 (%2¢°0 ) 0611(/S ($68°0 ) TEOEZ/BI arewsg I3pUsn
(6" pBE) (9°Lb ‘Z°0) B'T (%€E°0 ) LOE /X ($65°0 ) 21§ /€ 59=<
(FANAR 3 (672 '9°0) €°T (3%¥9°0 ) L9SI/0T (35870 ) ETLZ/ET p9-52
(Jut ‘g9°Q ) 3Jutr (%00°0 ) KOT /O (3L1°2 ) 0g£Z /S pZ=~8T dno1g aby
(Z 9€ESE) 0"y *€°C) 0°1T (%L9°1 ) ovZ /¥ (369°1 ) €1¥ /L juasaxgd
{€°'662) (6°F ‘6°C) 0'2 (30%v°0 ) 9€LL/L ($6L°0 ) ZvoE/®2 ussqy
(s00°0 ) 2 /0 0o /0 burssTi ucTlesp] TEPTITNG aurraseg
(y-Lzs) £6¥°0 (872 ‘£°0) €°T (%9570 ) BLGI/T1 1%06°0 ) SSPE/TE (paisnlpe ‘35ex3) [T1eI3AQ
INN @ntrea-g (ID %S6) ¥O oqaoeTqd JuTyaXoIvg dnoxbqng uot3drassag

QgW = UOTIEDTPUI
s1030e3 )YSTY pue dnoIH JUSBWILSIL ‘UOTIedTpUl AQ uoTIeapl pueP INOTAEYag TEPT2TINS 2ATITUTIaQ YaTtm s3oalgng Jo jussiag pue ra3quny
80°Z @19°eL
sTsATeuy AJTTePTOINS JTOPY duTiaxoaed

o _ 26GSPAY  BZ:GT1:900293302 Ses°10310e] AQ 00z ysb Tnspeppw eue
1577031983 Aq 5007 156 Tnspeppw Teue/3STT/ZTEDIT/EPO 0906ZTIGQS/0TIILP/AUIOTG/ " TETIUBPTIUOD 4SO

PAR004372157

DX 101-036



000°1L 'I60°Q ‘$6Z'0Q @3e 1spuan pue dnolg oby 'uorieapl TePTOINSg aullaseg I10J AjTausborajay jo s3sal -"ajoN
voTlesapt [epIaTNns QuUTT2seq ssasse o3 arqrssod jou sem 3T zZpp Apnis ur sisalqns oml I03 3lon
(HNN) wIey-03-papasu-Isqunu 330Uuap S3I9y2erq ul sIagqunu LNN ~310N

(3uT ‘g0 ) Fur (%00°0 ) 88L /O (182°0 ) pZHT/V arew

(6 EBE) (§°¢6 ‘9°0) T°% (%8070 ) O6TT/T (3PE"Q ) TEOZ/L aTewal 13puUsn
(0°1) [p"T1T ‘0°3) 0°0 (%€£°0 ) LOE /1 (300°0 ) 215 /0 §9=<
(Fut '€°1 )} FJUT (%00°0 ) L9ST/0 (86270 ) ETLZ/B p9-52

(JuT ‘€0 ) 3uT  (%00°0 ) BOT /0 ($80€£°T ) o€z /¢ pZ-81 dnoxg aby
l6'18p1) lp'pe 'T°0) 't (%2Zp'0 ) OkZ /1 (38F°0 ) E1V /2 juasaig
(Jut ‘p°T ) FUT  (%00°0 ) 9ELT/O ($0E£°0 } ZHOE/6 JuIsqy

($00°0 ) 2 /0 0o /o butssTH UOTIESPI TEPTITAS JuTTaseq

{Z'SkE) 85070 (P 6bT ‘T°7) L9 1{%50°0 ) 8LGI/T ($2€°0 } SSPE/LT {paisafpe ‘32ex3a) [reIaAn0

LNN anten-g (12 wmm_ HO ogaseTd auTIaxoIeg onumnﬁm ﬁo.ﬂumﬂuumwa

JdW = UOTIEeITPUI
5103003 YSTY pue dnoxg Jusawlealr] ‘UoTIEITPUI Aq INOTARYSH T[PPTITRS DATITUTIAQ UITM s3nalqng jo 3uadiagd pue Jaquny
60°2 a1qeL
stsATeuy AQTTEPTIOTINS ITNPY SUTILSROIRI

_ _ 26GSPYA  BZ:ST:90024II0Z ses-103Idey Ad 500z 3SD TAspeppu” eue
3s1' 201003 AQ 5002 ASB_ rnspeppu eue/3IsTT/gTebaT/ep2  09062TI99S/01IIRP/AUI0TQ/ ~TETIUIPTIUCD NS

DX 101-037

PAR004372158



(800°'C ) ¥s /0 ($LF°T ) 89 /1 44
(3€1°2 ) Lb /1 (300°0 ) 8L /0 1%
(%00°0 ) 0S /0O (300°0 ) 88 /0O ov
(8€1°2 ) v /T (%00°0 ) BB /0 6E
($£9°T ) 09 /T  (%T%°E ) BB /£  8E
($00°C ) 8r /0  (300°0 ) TB /0 LE
(30070 ) Bf /0 (321'1 } 68 /1 9t
($00°0 ) 6£ /0 (szeg"1 ) 28 /1 St
(3€1°2 ) v /T ($BE'Z ) %8 /T PE
(200°0 ) 25 /0 {%00°C ) 8L /0 €€
(¢00°0 ) 0¥ /0 (%0070 ) T6 /0  Z¢€
(¢00°F ) 0s /2  {%52°T )} 08 /1 1€
{30070 ) Lk /0 (8L°Z ) 2L /2 0E
{30070 ) ¥E /O (8€9°T ) 9L /2 62
(30070 } ¥b /0 (%6F°T ) L9 /T  8Z
(282 } 20 /1 (3719°T ) 29 /1 Le
{39872 ) SE /1 (s00°0 } 95 /0 9T
{20070 } EE /0 (3v0°2 ) 6v /T SZ
(200°0 )} 92 /0 (%00°0 ) 1v /O b2
(300°0 } 81 /0 (s00°'0 ) 2¥ /0 €C
{g00°0 } 0Z /0O (300°0 ) 9¢ /0 44
{30070 )} €1 /0 (x8L°27 ) 9¢ /1 12z
(200°0 ) 6 /0 l%LS5°€ ) BZ /T OZ
(30070 ) ZI /0 ($€E°€ ) Of /T 61
(300°0 ) 9 /0 {89L°1T) LT /28I
||||||| ogaseTd 1|...u-:._"uunmwmm..n._.mum03 aby
aaW = uoT3leaTpul
aby Aq uorieapl pue INOTARYSE TEPTITNS SATITUTIAA Y3ITM s323lqng
01°Z @19°L

s1shAreuy A3TTRPIDING JTNPY AUTIIXOIRJ

Z6SSPAX

9% :01:9002€3391

ses sabe 1817 600z ASH Inspeppw True

1sy'sebe 1817 §00Z %56 Tnspeppw Teue/1sTrT/zTebaT/epod 09062TIA4S/013IeP/AUIOTG/ ‘TETIUIPTIUOD HSH

PAR004372159

DX 101-038



(s0L°€ )z /T (200°0 ) Sp /0 L9
(100°0 ) 12 /0  (300°0 ) 2s /0 99
(8000 ) 0g /0 (300°0 ) vv /0 s9
(80070 ) 82 /0  (%00°0 ) 85 /0 %9

{¥00°0 ) €€ /0 (80070 ) 25 /0 €9
{80070 } z€ /0 (%0070 ) OL /0 29
{t00°0 ) zZ¥ /0 (%0070 ) ZL /0 19
(sv0'2 ) 6F /T (%0070 ) 28 /0 09

(300°0 ) vz /0 (300°0 ) 8¢ /0 6G

(30070 ) LZ /O (3e2°¢€ 1€ /1 8s

(¢00°0 ) TZ /0O  (%00°0 ) BE /O LS
(¢00°0 ) tz /0 (30070 ) 25 /0 9§
(¢00°0 ) 62'/0 (%¥00°0 ) 95 /0  G§
(80070 ) 2g /0O ($00°0 ) 6% /0 Vs
1300°0 )} 62 /0 (300°0 ) 0S /0 €S
{300°0 )} 9€ /0  (%00°C } 95 /0 2§
(20070 )} 92 /0 (%68°T ) €S /1 1§
(80070 )} EF /O (%00°0 ) 85 /0 0%

(3€0°€ )} €€ /T (85€'p ) 69 /E (34
(800°0 ) 9 /0  (%00°0 ) 09 /0 8¢
(300°0 ) SE /O (%00°0 ) 89 /0 Lb
(20070 ) OF /O (86E"1 ) pL /T 9%

(s00°0 ) LP /0O (g0Z°1 ) £8 /1 Sk

(300°0 Ze /0 (800°0 ) 28 /0 127

1300°0 Bp /0 (300°0 ) ¢8 /0 34

ogaoeTd aurtjaxored (syeal) aby

dqW = uoTIesTpul
by Aq uotieap] pue Inoraeyag [EPTOTNS SATITUTISd Y3iTh s3oalqng
0T°Z @19el
sTsATeuy A3TTEPTOING 3TNPY duTisxoleq

- _  Z6SGPAA 9pi0T:90029I49T  ses-sabe 1sIT 00z ¥SH Tnspeppu” Teue
IsT sabe IsTT §00Z 3SB Tnspeppw Teur/ISTT/ZTFBIT/EPO 09062TIG9S/0TIIEP/AUBOTG/ TPTIUIPTIUOD SO

DX 101-039

PAR004372160




(3000

(3000

1300°0
(300°0
{300°0
{2000
(200°0
(00°0
(300°0
(300°0
(20070
(%000
{%00°0
(00°0
($00°0
($00°0
{%00°0
{%00°0

(300°0

0 /¢ (300°0) T /0
0o /0 o /0
0o /0 o /0
o /0 (g00°0 ) € /0
T /0 {%00°C) T /0
T /0 {%00°0) ¢ /O
0 /0 {300°0 ) £ /0
T /0 {%00°0 ) ¢ /0
T /0 {300°0) 9 /0
s /0 ($05°21) 8 /1
v /0 (300°0 ) € /O
3 /0 {%00°'0) L /O
& /0 (2wW0°0) 0T /O
9T /0  (%00°0 ) 81 /0
0T /0  (%00°0 ) BL /0
LT /0 {80070 ) LT /O
LT /0 {39z2°'5 ) 61 /1
LT /0 (300°0 ) 22 /0
81 /0 (30070 ) 8Z /0
LT /0 {305°'2 ) O% /1
9z /0 (20070 ) OV /0
€2 /0 (%00°0 ) 9€ /O
31 /0 130070 ) BE /0
vz /0 (3000 ) 2¢ /0
T Toqeoeta | suriswozes (sa

QdW = uoT3EaTPUl
aby Aq uoT3eap] pue INOTABY3E [PPTITAS PATITUTIAA Yitm s3oalqng
01°¢ 319eL
sTsATeuy AITTEPTIINS 3ITOPY 3uTiaxoled

Z6G5haY

16
06
68
88
LB
98
S8
2]
£8
z8
18
08
6L
8L
LL
9L
SL
bL
€L
L
192
oL
69

89

{exeak) aby

9%

101:900293491 Ses-sabe 1STT 5002 %s6 Inspeppw [eue

157 5968 3STT 5007 %S Tnspeppw TeUR/ASTY/ZTeB3T/PP2 (906ZT194S/0T3TEP/AUR0TG/ 'TPTIUIPTIUOD HSD

PAR004372161

DX 101-040



oN sajx ON arewsad  pg ANILIXOHYd G8L G6900°02L " SBL
oN DS SR STEH 6F ANILIXOdYd 529 ¢9020°'005°529
ON S3% ON atewag gl ANILIXOYYd (144 88L00 120°6FF
ON sag oN atewsy Lz ANILIXOWYd 144 16€00°6T0 8k
ON EEDS ON atewsy 67 ANTLIXOUY] 144 FPP000°0TO"8FF
oN 3% ON 2TeH 0t ANILIXOEYd 152 §820°200° 1582
oN §3% ON aTeW 0 ANILIXOUVA BZ1 65L0°T00°82T
ON Sax ON atewag 62 ANILIXOYYL STT 2900°€00°STT
ON S92 S8XK 1fH 02 ANILIXOLYd 6LZ LEO 2T T
oN sax ON atewsg 1§ INILIXO¥YL 600 08231060
S oON ON STER St ANILIXOYVd 600 900°¥Y10°60
oN -5} oN aTewsd HT ANTLIXOUY 200 680°¥00°20
ON LS sax aTeway 19 [eckiel 41 Z00 600°100°20

MMOﬁbmcwm INOTABYSH  UOTIBIPI  IIPUI9 _mummmw u:mwummuh ||mmmh=z h a1 uUUnmmm

TeproIng  [epIaINg TepTa1Ng aby pazTwopuey Apnig

juabaswyg SATITUTIAG aBurtTaseg

3Teos

Butiey

ddW = UoT3IeaTpur
Inoraeysag (eprorns jushHizawy aress buriey Jo inoTAeyag TepIOTNS BATITUTISQ 28Y3aTI YiTa sjioalqgng
11'2 2198
sTsATeuy K3TTEPTOTINS 3ITNPY SuT3isxozeg

Z6GSPYA  0Z:01:9002834L1

ses'sprd 1STT §00Z ¥sb tnspeppu [eue
IsT'sprd 3ISTT 5007 %S6 Tnspeppw Teue/3sTT/ZTeBar/ep2 0906ZTI945/013XeP/AUB0TG/

‘TeTIUSPTIUOD ¥SD

PAR004372162

DX 101-041



anteAa-g

‘9'g- ) 8'1- £°8- 1°0T~- b8BT BTEN
'9'g- ) 0'€- 5 8- S 1L- SwLe aTeWwag
'L'e- ) gz~ 8'8- €' 1T~ 959 59=<
‘tre= ) L'Z- 78— 6°0T- 1L9E r9-62
'g'z- ) 6'0- 66— 8°0T~ Z8¢ FZ-81
'L'b- ) 1€E- 0°8- 't~ LTS Juasaig
‘6'e¢- ) §'zZ- 58~ 6701~ 060F juasqy
. ® ¢ z burssTl
‘0'g=- ) s°g- pre- 6°0T- 609V
ID 356 129333 ueauw §T ueaw ST N Axobaize)
uauleax 0ga2eTd QUTIIXROIRg
palewr3sy

(1 1-
(r:z-
(g 1-
(1-z-
(670

(g1~
t0°z-

UOLIELPL [BPLDLNS Jul[asSeq SSasse 0) elyrssod 1ou sem IT 2pp Apnis ur siodalqns oMl T04 SION

QAW = uoTIedTpul

I9puan

dnorg sby

UOTIEIP] TPPTIOTINS SuTTesed

TTeI8A0

uotierndog

dno1g juswijeaxl Aq autodpuy JOJ0T 031 31025 TeI0L QWYH U0 aurraseqg woxj abueyn

10" 3T1q9elL

sTsATeuy A3TTEPTIOING 1TNPY JuTiaxozeg

Z6SSPAA  PETET:900293302

ses abueya gQQz ASH rnspeppw Teue

351" 2bueys 500z ¥sb ynspeppw Teue/3sTT/Z1ebaT/epa 0906211995 /0133€P/AUA0TY/ *TETIUIPTIUOD HSD

PAR004372163

DX 101-042



(9'1- ‘p°B-) O0°E-

(6'2- ‘'L°S-) €E°p=-

(s 0 ‘Te- ) £TE-

(8'2- ‘0°6~ ) 6°E-

9"t ‘Lte-) 1UE-

{g'0- ‘9°¢-) 2'e-

(L'z- ‘6°%-) 8°€E-

100°0> (L°2- ‘L'b- ) L7E-

anyTeA-gq 1D 56 1329333

Juawleait
paleutisy

dno1g juawjeax] Aq jutodpul JHOT 03 83025 TPIOL SHAYW UO durraseg

0galdP]d JUIJLX0oIed

QQW = UCTIEDTpUl

Z0°c @198l
stsAreuy A3TTEPTOTAS ITNPY duT3Iax0Ied

Z6SSkAN  PEIET:I900Z83302

98- 9 11~ 968 STEH
g 8- L €Tl= €06 atewayl I3pUan
B'6- T el= SLT §9=<
£°8- crel- 6LPT ¥9-6¢
6°8- 6°11- S0T b2-981 dnoxg aby
0T~ L'ET- 86E Jjuasaig
‘8- B 11— 19¢€1 uasqy UOTIEIP] TEPIOTNS 2utiaseg
5°8- A 6SLT 1TBI800
ueaw §T uedwW §T N Axobajen uotrierndog

wor3 abueyn

ses'abueys cgoz %sb Tnspeppw TeUuE

Is7-sbueys g0z AsB” Tnspeppu Teue/ISTT/ZTEBST/ePD (906211995/013TeP/AUS0TY/ TETIUSPTIUOD HSD

PAR004372164

DX 101-043



Zhb APDYS UT YTYETTRAR JOU aJum S3100§ ¢ Wajl (JWYH aurlaseg @30y

(t'o- 'e0-) Z'0=- v'o- 9'0- 9581 STEW
(tro- ‘z0-) 2o~ S'0- L'0- 89927 aTeway 13pUIY
(1’0~ '2°0~) T1°0- vo- S°0- BP9 §9=<
(z'o- ‘'z'0-) z'o- bro- 9°'0- S6GE p9-52
(z'0 ‘TTo-) 0°0 L0- L'0- 182 bZ-81 dnoxg aby
(g'o- '9°0-) ¥0- 0'1- A G LTS Juasaag
(1'0o- ‘z'0-) z'0- bo- 50~ LOOY Juasqy UOTIPSPI TEPIITNS SuTTaseg
1oo'0> (0~ ‘z'0-) T'0- S 0- 9°0- (4424 TTRPIaA0
anTea-d 12 156 23283133 ueaw §7 ueaw §7 N Kaobajen uotieTndog
JuSWIEIALL OQIdETd IUTIIXOIEd
palewTtisg

QdW = UoT3IEDTPUI
dnorg juswieaxl fq aurodpuld J20T 01 £ wall JWYH uo aurTaseg woij abueyn
£0°€ 219eL
STSATRUY A3TTEOPIOTNS ITNPY SUTISAOIRG

Z6GSHAN  9€:6T1:900293302 ses‘'abueyd 6oz ysb Tnspeppuw Teue

IS abueya g0z %sbT Tnspeppw [eue/ISTT/ZTeBAT/PPD 0906ZTIGS/0TITER/ AUBOTG/

"TeTIUSPTIUC) 359

PAR004372165

DX 101-044



lt o-
(€0~
(0 0-
(z 0-
(t-0-

(€0~
(20~

100°0> (Z2°0-

anTeA-g

‘p0- )} E£°0- 970~
‘6'0- ) EFO- 5°0-
‘6*0- ) E£°0- pro-
‘§°0- ) €£°0- 9°0-
'0°1- ) §°0~- F0-
‘g'0- ) §5°0- A &
‘0=~ ) £°0- £°0-
‘p0- ) £°0- 9°0-
ID %66 139933 ueaw ST

juswjeal] ogaseyd
pajewtisy

6°0- 968
6 0= £06
L0~ SLT
0" 1~ 6LPI
6°0- sot
6 1— g96€
9°0- 19€1
6°0- 6SLT
uesw m.H N
autiaxoleg

daW = uoTIEdTPUI
dnoxp jusuvar] Aq jutodpum JDOT 03 OT WA3II SHAOVW U0 3uTrased woxj sbueyd

PO € =2TQFL

aTeH
|TeWwRg

§9=<
p9-S2
pZ-81

Juasazg
Juasqy

Azobagen

stsAreuy AITTEPTOINS ITNPY SuTIaxoled

265504

PE:ET:900283402

I9puUa9

dno1g aby

UOT3IBIPI TEPTOING BurTaseg

TIeI2A0

uotjeTndog

ses abueys gpgz 3sb Tnspeppw Teue

357 sbueyd 00z %sb Tnspeppw TeUP/ISTT/ZTEBaT/EPd (9062TIG4S/013IIPP/AUS0TG/ *TPTIUSPTFUOD NSO

PAR004372166

DX 101-045



56870

‘geg Ty @ae 18puan pur dnoig aby 103 Aarsusaborsjay jo sisar 230N
Zvb Apn3s ul 97QESS8SSE JOU SPM UOTIBIP[ [PpPTIINg mn._nc._”.ﬂ.uwﬁ "2I0ON
(HNN) wIey-o03l-pepeau-Iaqunu 330usp S13XY2PJIq UT SIaqunu NN 330N

6'S (z'€ '2'1) 0°¢ (350°Sk) TIT /0S ($€6°19) 9LT /601 aTen
T°01 ("2 '0°1) §'U (3%0°SS) 621 /1L ($86°%9) LET /¥ST aTewsag I3puan
97z (b°LZ '¢°T) €79 (%L9°9p) ST /L (¥29°v8) 9z /zz §9=<
9°'8 (€2 "T°1) 9°'T (%6p’'0S) 902 /%0T (%21°29) 6Sf /€z2 r9-S2
9°8 f€E's 's'0) 9°'1 (%€9°25) 61 /OI (262°v9) B8Z /81 bZ-81 dnoxg aby
9°L 20070 (pr2 '2°1) LT (%2FP°0S) OFZ /121 (%89°€9) €Th /€92 ({azsuaey Tajuel) TTeI3A0
INN anTea-g (ID %Sk} HO oqaseTtd auTiIaxoleg dnoabgns uoTidTInsag

QW = uoTIeaTpul
sT1030€4 YSTY pue dnoixn jFuswieasl 'UOTIEDTPUI AQ uOT3IeapI TepTaTns BUTUTTI3@ YITM s309(gng JO 3IuadI3g pue IJaquny

S0°€E

a1qelL

sTsATeuy AJTTEPTOTNS ATNPY 3UTISXOIERd

PAR004372167

DX 101-046

- _ ZESSPAA  LS:T1:900793dgz Ses"I010BI Aq §00Z %56 Tnspeppu reue
asy-ao3oey Aq 5007 ¥sb tnspeppw reue/3sT1/Z1e631/ep2 09062TI9GS/01IIEP/AUSOT/ “TETIUIPTIUOD NSO



P92 0 'Z90°0

‘D96 "0 2ae zwpusn pur dnoan by

‘UOT3IESIPI [EPTI3TNG IUTTISeg I0J AlTauaborajay Jo s3sal 33joN

UOTIeaPT TEPTIOINS auryaseq ssasse 01 arqrssod j0u sem AT Zpp APnas ut s1oa({qns oMl T03 ‘830N
{HNN) WIPY-03-popasu-Iaqunu ajouap s3@ydelq ul sISquWnuU INN 210N

9°L (1°z ‘p-1) L'T (%€5°9€)
Q'3 (e°2 “L°1) 0°2 (39G°LE)
89 (s°z ‘¢"1) 8°'T (3¥E"0¥)}
279 {g°z 'L°1) 6°T (3¥6°SE)
€°LS (L't ‘L7o) 1°0 (%Z6°Sk)
99 97z ‘£'1) 6°1 (326°€EE)
9°9 (1°2 '9°1) 6°T (%€9°LE)
siuaag ybnoug 1oN (30070 )
'L T00°0> 0"z '9°T) 81 (3pT°LE)
INN @nTeA-d (ID %55) 4O

T9L /BLT
6211/k2Y

S6Z /611
L6FT/BES
B6 /St

LZT /Lt
T991/829
c /0

0681/20L

(30L°6F)
(891" 1S)

(321°59)
($97°29)
(399°Lp)
(396°8p)
($9L°29)

(31€£°28)

oqaserd

3

QQW = uoTIESTPUL
s1032e7 3STY pue dnoid juswieax] ‘uorjestpur Aq 2I0D§ SUTTaSeg SHAYW IO QWVH UT UOTIONPaY 305=< Y3iTa s1oalgng zo Jusdiag pue Jagquny
90°¢ @Tqel
sTsATeuY A3TTEPTOTNS ITNPY SuTIaxoIed

265573

OFVET/993 aTeW
L881/2201 atewsy Japuag
88y /692 S§9=<
SZTSE/LIET ¥9-52
¥1z /201 pZ-81 dno1g aby
vBE /BBT juasaagd
£82/008T juasqy
0 /0 butssti uoT1EaIPI TEPTITNS autTaseg
LZTE/BBOT (Tezsusey T2a3uel) TTIeIaAQ
utyaxozeqd dnoabqng uotadrIosag

LE£°01:9002€3422

SES-101283 AqQ 002 ¥sB Tnspeppw [eue

3s7- 303903 Aq 5007 AsB tnspeppu Teur/1STT/ZTeBST/PPO 09062TIG4S/0T1IEP/AUSOTY/ TETIUIPTIUCD NSO

PAR004372168

DX 101-047



oy PP pajewnsy

000000k 0000k 00’k 100
(1'2 '90) L'l =
(g .h% £l — Musﬁum .s
gueA ybnou3 10N “ ¥/8
swen3 ybnou3 10N | QDO0AIMN
(6 0) 0 B= a8
u ‘o0 Wl -E ] B/
gueA3 yonoud 10N oy
m::_ TO) Ml G29
N = 1 8y
o Ul -3 : (4 4
U g0} Ml - i S
on v AL o — Gy
m. > ‘20, wo T ‘ ql
g¢ 0)0 —_— €00
(un ..N@. L T ‘ 600
@9 ‘00! 50 = ' 200
sueA3 Ubnoug 10N 100
m_:m>w ybn 10N V2
_%_ 10) 60 = a/2
suen3 yonou3 10N " /e

AW = UoIEIPU|
uogespy pue JnoiAayeg [BpIoiNg aauysq 102 anby
ssAjeuy Auepiang Inpy aunexosed

ZEGCYM BOA 9002EE4ee Sesseid §o02 0 mspeppwi e Bdiswid gooz ¥ Nspepp W pURAS|YZES0 18P 09062 HAAS DLLEDALROIY

[5zsueeH _S:m ) [e1eAQ

__w_%o

TRlLEPUOD HSD

PAR004372169

DX 101-048



PAR004372170

Zpi APNIS Ul SIGEIRAD KU SBM BIEP UOIRSP| PUS INOKBYST [SPDINS 1WG0WT SEOS Buly 3ION

oYy SPPO PajELI ST

000000 00°00L 00’k Toyo)
0l 'v0) 90 _ M_ﬁﬁomx [OIUEW) ([B1AO
Ol '¥0) 90 - pasnipe ‘10exa) |IA0
902 '00) G0 = v/8
gueA] ybnoug 10N : 000NN
1 Q)0 — as
61 10} ¥'0 —— ®BL
b D8 ot 2 %
a.w ‘20) 0L o
6 oﬂ 0 ’ - B=  oh
819 .ww L'e 8-+— ISe
'L 'L0) S0 = 8a
‘GO Ml i ' ql
L 10 ¥ t 1 200
2l 10) 80 — 600
'£.'00) €0 e et a0
sueA3 ybnoug JoN “ 100
suan3 ybnouz 10N | ¥22
(06 .'0,) O ' o B2
Gur o)l e m - e

AdW = UomEJpuU|
uogeep| pue Jnoneyeq [EpNg juebiaw ] eeosg Buney 2oz enbiy
sisAjeuy Ayjepiang Jnpy  sugexosed

26659 869900240 sessiod gooe N0 Inspeppwi e Bdfsiod ooz sl INspeppw” BuUeS)IE R B3 AP0 0S0E2HOGS LLRp AWEO|d/ ELEPYRD SO

DX 101-049



PAR004372171

Zrt ACNIS U SEBINAB 10U SBM BIBP UOIESP| PUB INOKBLRE [BPDING S1S0dLoD 1ZION

oed SPpO pajewgsy

000000 00°00L 00'L 100

Zl ‘0) 80 "ﬁ M_ﬁ&mmx [PIUE) IRIBAD

¢l 'S0} 80 j pasnipe qoexs} |BIeAQ
g0g 00} G0 - = /8

SoAs Lo 10N 9000

1 Hw )0 —t (8
1 10} ¥'0 ——E— =
L g be " T G20
s 2o b —= &
i Jw v —— g i
1'2 ‘80) 80 —— &2
m.v '2Q) 01 .ﬁ. qlL
L 'L0) 10 B 000
m.mm.wﬁ% el 58— 600
91 00) £0 ——— a0
SweAjy ou3 10N “ 100
swer3 ybnou3 10N | v/
@v ‘90 ¥0 ; - . &g
(I Ko TR ‘ e

aaw = uolEApu|
uonesp| pue Jnoireyeq [epons aisodwion 'gp'2 aunbi
ssAfeuy Auepong Inpy eupexosed

265GYP BSQI0002ERdN  Sessiod coge s nspeppuwiEue  Bdfsod cong 3 NspEppW” BUS/S!E BD6| BP0 09052HAGS KLLBDALROIG! TRLEPRIOD HSD

DX 101-050



2vb APNIG U SFBYEAT 10U SSM BEP LOIREY| PUB NORBUSE PPPING 18eALCD IUON

ofed SPPO pajewnsy

0000001 00'00k 00’1 100

(zv '90) 91 B MENEwmI [eIUeR) [[RIeAQ

ek ‘L1 29 ' i pasnipe 19ex3) |BISAQ
SeA] ypnol3 10N ! v.8

sueAy ybnou3 JON | Q000N

guen3 Lbnou3 JoN | as
u ‘00 M =g ‘ =27
swang ybnoud 10N . o
quw 1ol -l G29
suan3 ubnou3 10N 8v
o) Ul =B 6vb
TR o) B TT R Sty
I 1'0) Ml - ; 162
mu_ Q0] i M 4 821
L "0'0) i - ql
W T - &0
{'6E .q% o1 e 00
guead ybnou3 10N “ 100
suer] ybnou3 JoN V.2
Gu ‘00 B! - 4 682
sueAl ybnous 10N e

AaW = uoiRApu|
noneyeq [BPING eAla] 02 anby
ssijeuy Ayepions Inpy sugexored

ZeGoYM e0a 0zERdse sesseid ooz dsf mepmpw Rwe  Bdiswoid goog w0 INspepp W RURAS| 2 R061EPO 09062 KIS ALLBPALRCIG/ TeALRPELCD HED

DX 101-051

PARO004372172




Zbb APNIS U] 208|188 10U SBAL BIBP INCKELEE [BPOING LBBHLIT 08 Bulsd TLON

oled SPPO pajewnsy

000000t 0000k 00’} 00
(6 ‘'00) ¥0 ' - t [8ZSUSeH [eIUe) [IRIBAO
@n ‘00 ) U = “ > Mueﬁ_um 10Bx3) |RI8AO
sweA3 ybnouz 10N _ /8
suen3 ybnoug JoN m. QO00ATHN
suen3 ybnou3 JoN n as
suaA3 ybnou3 10N m R
sueA3 ybnou3 JoN m G290
sweA3 ybnouz JoN i 8y
sjuen3 ybnou3 JoN | a4
suend ybnouz JoN m 8y
seanl ybnous JoN ! IS¢
guany ybnouz joN m ga
san3 ybnou3 JoN " ql
swan3 Ybnouz JoN | €00
Qu 00 U - " % 600
swan3 ybnouz 10N | a0
sueny ubnou3 JoN | 100
suen3 ybnou3 joN m ¥12
suan3 ybnoug JoN ; &/2
guaAl ybnou3 10N ! e

QW = uoIEApU|
Jnoixeyag [epoing Jusfuawg gess bBuney ‘gog anbiy
ssieuy Ayepiang Jnpy eugexored

ZESSY  80@ :9002eR4e2  sessiid gooz e mspeppw ELe  Bdfsiold §o0g sl Inspepp W BURASIVZ BBOIBPI 09062 MAGS DLLBPAUSOK/ TERBPROD NSD

DX 101-052

PAR004372173




:;@ Z:

SWOAT s%_o:w JON
sang ybnou3 jon
queA3 ybnou3 JoN

.ﬂ__r o 5
suwany __?Em_ 10N

G ‘oQ) yur

it '1°g) i

qui Q) pa

mm_“ ‘00 E_
‘0’

SIeA] ..m:ocm uoz

oo 3
m_cgm_ ou3 10N
swen3 ybnouz Jon

Qu ‘o0) g
queAj ybnoug 10N

PAR004372174

2P APNS U SRIBAB U SBM BED INCKBLEE BPRING aysodwen  AICN

oney SPPO pajewns3
0000001 0000k 00'L 100

M_ewﬁmmz [elUEy) IRieAO

= L pasnipe 19ex8) |RIeAD

| /8

! Q000AMN
as

4 mﬁaa¢ ﬁﬁ
g

$
R

adw = UoIEdpu|
inoAeyeg [epiang eusodwion ‘00’2 anbiy
sstjeuy Aueprong Inpy sunexosed

2655 80300242 sessrid gooz el Inspeppw EWe  Adiskeid ooz X0 MSpRpPW PURASIZREEERT 09062 IS DL LBPAUSOG/ TBRUBREUCD WSO

DX 101-053



TEoW  LE T BO0ZEIET

uonesp [EpIoNS dulasey SSosse a] eiqissod Jou sem ¥ 2yt Apris w s108lgns om Jo4  dloN

oled SppO paewnsy

000000 00°00k 001 100
1 1 " 1

'z '90) 11 ; (lezsueeH jolUBW) [[RIGAO

(82 ‘20) €1 _ -__ (pasnipe qoexe) |fR18A0
_ | _

(ov ‘€0 01 P wesald
_ _H__

6% ‘60) 0°2 = Wesqy

daw = uoieapu|
uoeap] |epiang euyeseq Aq uogeep| pue JnoAeyeg eploms eampuyeq 20°2 enbiy
ssAjeuy Ayepiang 1Npy aunexoded

= rp d Ry gooz He inapeppwiwe  Bdlgo i puTgooe T iRETinepepp W wuE e 2 wBa e po 000BZHGGR/OLMPR A USOG ‘TUSpYUoD HID

PAR004372175

DX 101-054



sesodnd Bumold 1o} ppow o} pappe ‘{an?] 9% 18 "BIs 1ou W sbegudugBR] (PN
abe yusunsan +a68 +jusugsag =(Aybo| :ppow
wauaq sugaxomd B 0 spuodsanooe | > ol Sppo Uy

A0V

S[BASIU| SOUSPUUOD %08 PUB OffeH SPPO
~ Jepuosy] eassasdeq ofepy =uogEd|pU|
oby pue uojopul Aq UOKBSP| PUB JNoABUSE [BIPIOING BARUYSQ 80’ 4nbiy

‘.
g ¢

(epos sruyiEBO]) offBd SPRO

Gosordim 6cial:e007aad SBSUoeahe 500z NsE Inspeppui jeus Bdig ZPY/ziebal/eps 090SZ 1KIS/0LHER/AWDOIG/ [BRURPYUCD HSD

PARO004372176

DX 101-055



OIFd SPPO pajewnsy
000000k 0000t 001 100

(L'g '90) L1 " (lozsuseH [eIURW) [IRIOAO
(82 ‘20) €1 _‘__ (paisnipe 19ex9) |RISAD
©2v ‘20) 81 ®=<

62 '90) €1 ! 19—G2

fu ‘go) A* “ vz—8l

daw = uoeapu|
dnox sby Aq uonesp| pue noireyeg jepOINS eAmULeg ‘602 eunby
ssAieuy Apepong Jinpy sugexosed

TESPW  LTTLV00EEIET EeBpd ey gooz el inspeppuieum  Bd[moE ey Goog el Ine wpp uiTsUB ARl O3 Yepo 0EOEZHAGR LIP A LSOG TRUPINOD HED

PAR004372177

DX 101-056



oneY SPPO Paewnsy
000000 00°00k 00 Tos)

(lezsuoeH |eluew) |lRIBAO

(-2 ‘90) 11 _ ._ _
|
_ _ _ (pasnipe ‘10exe) |R1OAD
|
l mei |
=

{8z ‘70 €1

|
(e '50) g1 ! e

L
=
i

(¥o ‘80) 1'2 ofeway

AawW = uoiedpu|
lepust) Aq uoeep| pue Jnoneysd IepaNs aauyed  ‘0L'2 ainbiy
ssfjieuy Ayepang JNpy augexosed

TGO L2TLe00z83 £z e wpid ey ooz e inspeppwive  Bdl o ey coor RS Inspwpp W isus ey & mla epo ng0EZHAGR /OLIEp A UBOIG MIUSPLNCYD HED

PAR004372178

DX 101-057



- 0840y 1d e s

:._:“,:‘__.,..._...Ta_»...al.,J
= B O T T S T B A R S S
r C1 T O s U M e TN G WD b — B

RGN

1

|
]

FITIRE ] ) e—

T R gy

'
Ll

feyl pue dnaib weugeell Aq uogeepl pue
JONEYeE [EIPOMNS GARIISN UM SIIoREd 0 efeueiod g emnbiy

BRherder gL ULiYN0EHTIS) ses swnabuoysayTyshTonspoppuTyoun bdly Tzbyy/grebay /003 0Y0RET ) #AGS /011 10R/AUA0 LA/ JOLILADIIU0T NSO

PAR004372179

DX 101-058



BN L AT p—

PAR00437213¢g

| J— J— -
= o
&
r ta
C-..M N = T S ke It = ee D) D AT T P M b .’.r..r.nu»nﬂ T I P) - OO DT EI P
SN _. P S T S S S U SO TS 1 S - S TS ST N T [T e SR I . N IO U 3 S B S S e Sl TN S |
MR T = L e I e i i e e O o A Al e e e
- 01l
- 0¢ !
- 0f
I
i - 07
- 06
o - 09
i - U | e
71 L L 1 | B l - 08
T = 06
I S s s o — ]
el pue dnaub wougeal] AQ WoAg asieApy AUy Uim slueRed Jo ebejusetied g amby
R L R B I R Ry S L T T (R T T T PP T (1 L R (O DI RN ] R PR A E T T WL T RE AN ET Y P UT UL N NS R T e D) _

DX 101-059



bl

Bakeve

SOSSIRSIY |« 'R [ a—"——— T V0 2

B A o - M A L Y

L]
oE

Jopiosi() enssaideq Jofeyy=uogeopu)
afv pue dnoib weuneal Aq uogeep| pue
MOpEYeq [BPPNS SANUYSO UM Slusiied Jo sbejusdied €17 amnby

AUL dSheA Daal tE o ueabae g gebTon g pa peae BALogy Sha s abhag el Jugne 104 7000 tepy s 1ea

¢4,

ﬂ _..__.”ﬂ“.m |
f :__ I

PAR004372181

DX 101-060



0£0'0 =d ‘pAd) %S 18 ‘Bis wey Be,juougnay (9PN
obes usugsayg +36e + eugeay =(Ahibo| :ppow
Waus sugaxomd B o) spucdsaliod | > onBl Sppo uy

OV

F R NN T S [N NN TN AT TN (NN TN OO T A 'Y F U TR S U WA W NN [N SN TN W WY (SN SO ST N VN AN GO WY SN W N SN S S ano

-1L000°0
. -L00'0
/ -L0'0

S[eABRI] SOUBPHMOD %95 PUB OiRd SPPO
ispuosy] enssaudeq Jofepy =uonedipu)
aby pue uoyeolpul Aq noneyeg EIPINS aAlUYPEq pi'Z eunBigy

(epos osruyEBO]) ORRY SPRO

gssspce 75:80:80028344 SuSIU0sBE 500z HsB Inspappw [suw Bdig ZBwzvBs|feps 09062 HOIS/OLUUP/ALROKY BRUSPINCD HSD

PAR004372182

DX 101-061



APPENDIX IV: Unblinded Case Narratives

The case narratives contained herein reflect subjects with either definitive suicidal
behavior or rating scale emergent suicidal behavior. The case narratives are in the order
presented in Table 2.11 of Appendix 2.
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progoady "
Subject Number: 0 02.001.009 |
R e
Serious Adverse event Preferred term(s): | .

Serious Adverse event Verbatim term(s): Suicide Gesture by Suffocation

This patient is a 67-year-old white female with a diagnosis of major depressive disorder,
recurrent with melancholia (DSM-III: 296.3). She has no significant medical history. She
received chloral hydrate 500 mg/day (6/12-16185) for severe insomnia and FIORINA
(butalbital) 2 tablets/day (6/12-13/85) for headache.

Screen ECG was an abnormal record which could have reflected recent change. Further
ECG showed that lead V-2 was technically unsatisfactory, but there was no change from
screen. Left ventricular hypertrophy could have been responsible for the reading wholly
or in part. No other clinical information is available.

The patient began placebo on 6/19186 and continued treatment until 6/25/85, when she
made a suicide gesture by suffocation. Her husband prevented her suicide, she was
brought to the investigator that same day, and her termination visit was completed. She
was dropped for lack of efficacy because of the profound and rapid deterioration of her
condition prior to her suicide attempt. No laboratory abnormalities were recorded and she
reported no adverse clinical experiences. Post-study follow-up visit on 6/26/85 revealed
her condition continued to deteriorate. She reported no withdrawal effects.

Additional Information:

This 67-year-old female was enrolled in a double-blind clinical study for the treatment of
major depressive disorder. At the time of study entry, the patient had a diagnosis of
major depression, with melancholia (DSM-IIL: 296.33).

This subject reported no concurrent clinical conditions, but she had recently been treated
for headache and severe insomnia. Additionally, the patient had a previous history of
depression. The subject’s family history was positive for non-psychotic psychiatric
disturbance (father), other major affective disturbance (mother), and suicide (mother).

The subject had previously received unspecified psychiatric treatment, including
outpatient treatment for 15 years and hospitalization for two weeks. Information
pertaining to medicinal treatment was not provided. The episode of major depression for
which the subject was enrolled in the study was of 6-12 month’s duration, and no
concurrent medications were reported at study entry. The subject’s current condition was
best characterized as a recurrence of a similar previous condition with onset of the
present episode being gradual (one or more months). A precipitating external event was
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probably present. It was also noted that the subject was experiencing moderate
psychosocial stressors at the time of study recruitment.

The subject had a history of suicidal ideation prior to treatment. The screening and
randomization scores on the HAMD item #3, reflecting suicidality, were both 2, and the
total HAMD-17 score at randomization was 27 and the HAMD-21 score was 30. The
verbal, behaviour, and secondary symptoms of depressions scores at screening and
randomization on the Raskin Depression Scale were §,5; 5,4; and 4,4; respectively. The
randomization score on MADRS item #10, reflecting suicidality, was 4, and the total
MADRS score at randomization was 45.

Six days after the first dose of study medication, (placebo), the subject experienced a
profound and rapid deterioration in clinical state with suicidal gesture by suffocation.
Corrective treatment included immediate hospitalization. The investigaior did not make a
relatedness statement.

At the time of the adverse event the subject was receiving placebo at a dosage equivalent
to Paxil, 20 mg/day. No concurrent medications were reported at the time of the event.

Treatment with study medication was discontinued the same day as the event and the
subject was withdrawn from the study.

Observed efficacy scores by study week for the subject are listed below.

HAMD

Day
of HAMD HAMD item 3: HAMD-17 HAMD-21
visit suicide total* total
Day -6 2 24 25
Day 0 2 27 30
Day 7 3 36 41

Raskin Depression Scale
Day of Verbal Secondary symptoms
visit report Behavior of depression
Day -6 S 5 4
Day 0 5 4 4
Day K 5 5 4
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MADRS

Day of

MADRS MADRS item 10:

visit suicide MADRS total*
Day 0 4" 45
Day 7 5 50

* History of suicidal ideation prior to treatment.

Symptom checklist - 56
Day of Item 35 - 'Thoughts

visit of ending your life'
Day 0 2
Day 7 3
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Protocolld: 1002
iSubject Number: 1004.089

Treatment Group:

gPaxﬂ B |
‘Adverse event Preferred term(s): %Overdose :

Adverse event Verbatim term(s): Overdose

i

Clinical Study Report Summary for PAR 02-04-089:

The patient is a 19-year-old white female who entered the study on 03/09/87 with a
diagnosis of major depression, recurrent (DSM-III: 296.3). The patient reported a history
of severe menstrual cramps, but was otherwise in good health. Concomitant medication
used during the study was Tylenol (acetaminophen) 1000 mg on 03/18/97 for a headache.

Screening laboratory values revealed no significant abnormalities. ECG was normal.

On 03/16/87, the patient was begun on paroxetine 20 mg/day (days 1-8); decreased to 10
mg/day (days 9-16) because of adverse experiences; returned to 20 mg/day (days 17-40).
She was on medication for 40 days. Adverse clinical experiences reported during the
study were moderate dizziness and lack of energy (probably drug-related), and moderate
headaches (possibly drug-related). There were no adverse laboratory experiences
reported.

On 04/24/87, the patient had a fight with her spouse and in anger consumed 150 mg to
200 mg of paroxetine. The patient had no serious adverse effects and did not require
hospitalization. She was able to continue on her job immediately after the overdose.

The patient was originally dropped from the study for a non-drug-related reason;
however, her overdose was entered in the case report form as an adverse clinical
experience and as the primary reason for termination. Because of this, the sponsor
recoded her dropout reason as a drug-related experience.

Follow-up was attempted for final safety studies and physical exams. In phone contact of
05/05/87 the patient reported that she was doing well. She was then lost to follow-up.
She failed to keep two scheduled appointments. The patient was contacted by telephone
on 11/02/87; at that time the patient reported good general health.

Additional Information:
This 19-year-old female was enrolled in a double-blind clinical study for the treatment of

major depressive disorder. According to DSM-III criteria, no personality or
developmental disorder was noted (Axis II: V71.09), nor were any psychosocial stressors
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identified (Axis IV), but a history of poor adaptive function over the past year was
assessed (Axis V). No psychiatric history in any lineal or conjugal family members was
noted.

At screening the subject’s height and weight were reported as 65.25 inches and 199.25
Ibs, respectively.

No prior or current treatment for depression was reported. The episode of major
depression for which the subject was enrolled in the study was of more than one year in
duration and was characterized as a recurrence of a previous condition. The onset of the
current episode of depression was very gradual (one or more years), and no precipitating
external event was identified. The subject had not received any psychiatric treatment for
the current episode or prior to this episode.

The subject had no documented history of suicidal thoughts, suicide attempt or self-harm
at the time of study entry. The screening and randomization scores on the HAMD item
#3, reflecting suicidality, were 2 and 1, respectively, and the total HAMD-17 score at
randomization was 23, Additionally, the HAMD-21 scorc at randoimization was 26. The
randomization score on the MADRS item #10, reflecting suicidality, was 2, and total
MADRS score at randomization was 30. The subject’s Raskin Depression Score values
were all four (4-considerably) in the areas of verbal report, behaviour, and secondary
symptoms of depression at screening and randomization. On the 56 point Symptom
Checklist item # 35, ‘thoughts of ending your life,” the screening and randomization
scores were both 1 (not at all).

Three days after the first dose of study medication, Paxil at a dose of 20 mg/day, the
subject experienced headache, dizziness, and no energy. Her dose of study medication
was subsequently reduced to Paxil 10 mg/day due to the events of dizziness and no
energy, which were both assessed as moderate in intensity and probably related to study
medication by the investigator. The headache was assessed as moderate in intensity and
possibly related to study medication. The subject received treatment with
acetaminophen, and the headache was considered resolved the same day. The dizziness
and lack of energy were ongoing.

Twelve days later, while receiving Paxil at a dose of 10 mg/day, she experienced another
headache that was also assessed as moderate in intensity and possibly related to study
medication. She continued on study medication and the event resolved five days later.
On Day 18 of study treatment the subject’s dose of Paxil was advanced to a dose of 20
mg/day due to lack of efficacy.

Forty days after the first dose of study medication and while receiving Paxil at a dose of
20 mg/day, the subject contacted the investigational site to report that she had had a fight
with her husband and subsequently ingested 15-20 study drug capsules in anger. She
reported that she was at her job and was not experiencing any adverse effects. It was
noted that the investigator did not think this was a suicide attempt. The study blind was
broken and the investigator was instructed to discontinue the subject from the study
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immediately. A follow-up appointment was scheduled with the subject for four days
later, but the appointment was not kept. The subject was contacted at this time and
another appointment was scheduled for a week later. At the time of scheduling, the
subject reported that she was feeling fine and was reluctant to set-up the appointment, but
she agreed to return to the investigational site to have all of her follow-up tests and return
any unused medication. She did not keep this appointment and was considered lost to

follow-up.

Observed efficacy scores by study week for the subject are listed below.

HAMD
Day
of HAMD HAMD item 3: HAMD-17 HAMD-21
visit suicide total total
Day -6 2 22 24
Day 1 1 23 26
Day 9 0 10 13
Day 0 10 12
pay 22 o 10 iz
Day 0 10 12
Raskin Depression Scale
Day of Verbal Seconday symptoms
visit report Behaviour of depression
Day -6 4 4 4
Day T 4 4 4
Day 9 2 3 3
Day 17 2 3 2
Day 23 2 2 2
Day 31 2 2 2
Symptom checklist - 56
Day of Item 35 - 'Thoughts
visit of ending your life!
Day 1 1
Day 9 1
Day 17 1
Day 23 1
Day 31 1
MADRS
Day
of
MADRS MADRS item 10:
visit suicide MADRS total*
Day 1 2 30
Day 9 1 16
Day 17 o 9
Day 23 (o} 10
Day 31 0 11
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iProtocbI”I‘d: - ;09F01A T
'Subject Number: "~ joo6
‘Treatment Group:  [Paxil
|Adverse event Preferred term(s): IEmotional Lability
iAdverse event Verbatim term(s): |Suicidal Threats

i

This 35-year-old male was enrolled in a double-blind clinical study for the treatment of
major depressive disorder. At the time of study entry, the patient had a diagnosis of
major depression, recurrent: moderate (DSM-III 296.32).

This subject also reported concurrent clinical conditions of major affective disorder,
unipolar and a possible ulcer. Additionally, the patient had a family history of non-
psychotic psychiatric disturbance involving his mother and imprisonment of a sibling.

The subject had no reported previous treatment for depression. The episode of major
depression for which the subject was enrolled in the study wags of gix to twelve months
duration, and concurrent medications administered at the time of study entry were
reported as cimetidine. The onset of the current depressive episode was described as
gradual (one or more months) and was best characterized as a recurrence of a similar
previous condition. A precipitating external event was definitely present. At the time of
study recruitment it was also noted that in the past three years the subject was employed
full-time but was experiencing some decline in work performance and some decline in
competence with regard to social functioning.

The subject had no documented history of suicidal thoughts, suicide attempt or self-harm
at the time of study entry. The screening and randomization scores on the HAMD item
#3, reflecting suicidality, were both 1, and the total HAMD-17 and HAMD-21 scores at
randomization were 31 and 33, respectively. The randomization score on MADRS item
#10, reflecting suicidality, was 2 and the total MADRS score at randomization was 36.
Screening and randomization scores for the Raskin Depression Scale on verbal report,
behaviour and secondary symptoms of depression were all 3 (moderate) at screening and
all 4 (considerable) at randomization. On the Symptom Checklist-56, item #35, the
subject’s score at randomization was 1, (no thoughts of ending your life).

On day one of treatment with study medication (Paxil), the subject experienced
generalized depression that was considered severe in intensity and unrelated to study
medication by the investigator. Subsequently that same day, the subject expressed
suicidal threats, which were considered moderate in intensity and unrelated to study
medication by the investigator. At the time of the adverse events, the subject was
receiving Paxil at a dose of 10mg/day. There were no reported concomitant medications
being taken at the time of the events as cimetidine had been stopped two days earlier. At
the time of the events it was also noted that the subject was experiencing difficulties with
a precipitating external event. He had moderate psychosocial stressors noted prior to and
upon multiaxial evaluation.
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Treatment with study medication was discontinued the same day as the adverse events
described previously, and the subject was terminated prematurely from the study. The
adverse events remained unresolved at the time of study termination.

The subject’s EKG record noted that he did not undergo a final EKG exam due to
hospitalization (dates not provided).

Observed efficacy scores by study week for the subject are listed below.

HAMD
Day
of HAMD HAMD item 3: HAMD-17 HAMD-21
visit suicide total* total

Day -6 1
Day n 1 21 33
Day 2 4

Raskin Depression Scale
Day of Verbal Seconday symptoms
visit report Behaviour of depression
Day -6 3 3 3
Day 0 4 4 4
Day 2 5 4 4

MADRS

Day
of
MADRS MADRS item 10:
visit suicide MADRS total+*
Day 0 2 36
Day 2 5 42

Symptom checklist - 56

Day of Item 35 - 'Thoughts
visit of ending your life'
Day ] 1
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R “woE
Subject Number: 260 |
Treatment Group:  Paxil ’

;'Adverse event Preferred term(s): .Emotional Lability
/Adverse event Verbatim term(s): |Suicide Attempt |

This 51-year-old female was enrolled in a double-blind clinical study for the treatment of
major depressive disorder. At the time of study entry, the patient had a diagnosis of
major depression, recurrent: severe (DSM-III 303.91).

This subject also reported concurrent clinical conditions of alcohol dependence, mixed
personality disorder, and Meniere’s Syndrome. Additionally, she had a history of kidney
infections, abdominal hysterectomy for fibroids, head injury, nasal surgery, and left ear
surgery. The subject’s family psychiatric history included children with major affective
disturbance, children hospitalized for psychiatric disturbance, a spouse who engaged in
excessive use of alcohol and was physically abusive toward her, and imprisonment of her
spouse. The physical beatings she received from her spouse resulted in fractures of the
face, requiring five nasal surgeries.

The subject had previously received outpatient treatment for three months and
hospitalization for one week for depression and first received psychiatric treatment at the
age of 43. The episode of major depression for which the subject was enrolled in the
study was of more than one year duration, and there were no concurrent medications
administered at the time of study entry. The onset of the present episode of depression
was best characterized as an exacerbation of a chronic condition with a very gradual
onset (one or more years). A precipitating external event was definitely present, and the
subject had severe psychosocial stressors noted on multi-axial evaluation. At the time of
study recruitment it was noted that the subject was employed full-time and was divorced.

The screening and randomization scores on the HAMD item #3, reflecting suicidality,
were both 2 and the total HAMD-17 and HAMD-21 score at randomization was 21 and
22, respectively. On the Raskin Depression Scale for verbal report, behaviour and
secondary symptoms of depression, the screening and randomization scores were 4
(considerable) and 4, 4 and 3 (moderate) and 2 (somewhat) and 3, respectively. The
randomization scores on the MADRS item #10, reflecting suicidality, was 2, and the total
MADRS score at randomization was 20. On the Symptom Checklist-56, item #35
‘thoughts of ending your life’, the subject scored 2 (a little) at randomization.

The subject received 41 days of study treatment with Paxil at a dose of 30 mg/day. On
day 42 of study treatment the subject was admitted to a detoxification unit for alcohol
abuse. During this admission all laboratory studies were within normal limits but the
subject’s blood alcohol level was 0.182. She did not require treatment with
chlorodiazepoxide (Librium).
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Forty-four days after the first dose of study medication, the subject attempted suicide.
The event was assessed as severe in intensity and possibly related to study medication by
the investigator. On the same day, the subject was noted to have an ear infection and to
be engaging in alcohol abuse. The alcohol abuse was also assessed as severe in intensity
and possibly related to study medication, and the ear infection was considered moderate
in intensity and unrelated to study medication. At the time of the adverse events, the
subject was not receiving study medication as she had been hospitalized from days 42-50
of study treatment for detoxification. There were no reported concomitant medications
being taken at the time of the adverse events.

Hospital records available from an admission for detoxification during the study noted
that the subject felt that the study medication helped, but she continued to be
overwhelmed by the situational distress in her life.

Treatment with study medication was interrupted during hospitalization and the subject
was treated with amoxicillin and erythromycin for the ear infection. It was reported that
the subject attempted suicide via an overdose with alcohol and amoxicillin. The final
diagnoses made during her hospitalization wcrc: acuie chroiic alcoholism, hearing ioss,
and depression. The reported events of suicide attempt, alcohol abuse, and ear infection
were all considered resolved one day after onset. Fifty one days after the first dose of
study drug and following hospitalization, the subject resumed treatment with Paxil at a
dose of 30mg/day.

Observed efficacy scores by study week for the subject are listed below.

HAMD

Day

of HAMD HAMD item 3: HAMD-17 HAMD-21

visit suicide total total
Day -8 2 13 20
Day 0 2 21 22
Day 7 0 8 9
Day 14 0 4 4
pay 21 0 7 8
Day 27 ] 4 4
Day 41 0 5 5
Day 63 2 11 12

Raskin Depression Scale

Day of Verbal Seconday symptoms
visit report Behaviour of depression
Day -8 4 4 2
Day 0 4 3 3
Day 7 3 3 1
Day 14 1 2 1
Day 21 2 3 1
Day 27 1 2 1
Day 41 1 2 1
Day 63 2 2 2

PAR004372193

DX 101-072



MADRS

Day

of

MADRS MADRS item 10:

visit suicide MADRS total*
Day 0 2 20
Day 7 0 11
Day 14 0 S
Day 21 0 8
Day 27 0 6
Day 41 0 3
Day 63 2 20

Symptom checklist - 56

Day of Item 35 - 'Thoughts

visic ot ending your life'
Day 0 2
Day 7 2
Day 14 1
Day 21 1
Day 27 2
Day 41 2
Day 63 2
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Protocolld: 279
SubjectNumber: 112037
Treatment Group: ~ IPAROXETINE
AAdverse event Preferred term(s): [Trauma

ﬁdverse event Verbatim term(s): [Patient Stabbed His Abdomen

This 20 year old male patient had a history of alcohol intolerance. He did not have any
concurrent illnesses or medication during the study. The patient made an attempt to stab
himself in the abdomen on day 49 which resulted in minor injury only. This was not
considered a true suicide attempt by the investigator and no action was taken. He had one
double flagged laboratory value: a transient increase in blood urea level, rising from 4.5
mol/l at baseline to 7.6 mol/l at week 1, which returned to and stayed within the normal
range for the remainder of the study. Hence it was not considered to be clinically
significant. There were nc other doublc flagged laboiatoiy values or vital signs.

Additional Information:

This 20-year-old male was enrolled in a double-blind clinical study for the treatment of
major depressive disorder. At the time of study entry, the patient had a diagnosis of
major depression according to DSM-III criteria.

This subject reported no concurrent clinical conditions; however, the subject’s family
medical history included a father who has suffered from manic depressive psychosis,
paternal grandmother with possible depressive illness, and mother and maternal
grandmother who were both treated for depressive illness. The subject reported weekend
alcohol intake, use of LSD on two occasions, as well as use of marijuana.

The subject had previously received treatment for depression with lorazepam for three
weeks and Prothiaden for six weeks and had a poor response to treatment with both of
these medications. The episode of major depression for which the subject was enrolled in
the study was of 14 days duration, and there were no concurrent medications
administered at the time of study entry. The subject’s current episode of depression
included symptoms of irrational fears, self-pity, and moderate loss of pleasure. It was
also noted that the subject was unemployed at the time of study entry.

The subject had a history of suicidal ideation prior to treatment. The screening score on
the HAMD item #3, reflecting suicidality, was 3, and the total HAMD-17 and HAMD-21
scores at screening were 20 and 21, respectively. No HAMD evaluation was performed
at the time of treatment randomization.

Forty-nine days after the first dose of study medication, Paxil, the subject stabbed himself
in the abdomen. At the time of the adverse event, the subject was receiving Paxil at a
dose of 30mg/day. There were no reported concomitant medications being administered
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at the time of the event. It was also noted that, at the time of the event, the subject lost
his flatmate who had also stolen his girlfriend, and his puppy had died the day prior to the
event.

Treatment with study medication was discontinued and the subject was withdrawn from
the study.

During the course of the double-blind phase of the study, the subject also experienced
alcohol intolerance and epigastric pain eight and 15 days, respectively, after the first dose
of study medication. Both of these events were assessed as mild in intensity and related to
study medication by the investigator. The alcohol intolerance lasted for greater than two
weeks, and the epigastric pain lasted over a period of two weeks.

One day after the last dose of study medication and 50 days after commencing study
treatment, the subject experienced lethargy, constipation, diarrhea and sweating. The
sweating was assessed as being related to study medication. The outcome of these events
was unknown.

Observed efficacy scores by study week for the subject are listed below.

HAMD
Day
of HAMD HAMD item 3: HAMD-17 HAMD-21
Visit suicide total total
-6 a» 20 21
8 o 19 20
15 0 14 16
36 0 12 13
50 2 15 18
64 3 18 21
78 2 10 12

“History of suicidal ideation prior to treatment
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T by
SubjectNumber: 0030062
I

IAdverse event Preferred term(s): [Emotional Lability

?"Ad'\;éfé‘;é’\.;ént Verbatim term(s): :Suicide attempt

This 29-year-old female was enrolled in a double-blind clinical study for the treatment of
major depressive disorder. At the time of study entry, the patient had a diagnosis of
major depression, single episode (DSM-IIIR 296.22).

No concurrent clinical conditions were reported at the time of study entry; however, the
patient reported a previous history of allergic reaction (nausea) to meperidine, kidney
removal, and bladder infections. The subject had previously received treatment with
amitriptyline, nortriptyline (for > 8 weeks), and temazepam (for 0-2 weeks) for this
episode of depression; with a good treatment response noted for both amitriptyline and
nortriptyline. The episode of major depression for which the subject was enrolled in the
study was of five years duration.

The subject had no documented history of suicidal thoughts, suicide attempt or self-harm
at the time of study entry. The screening and randomization scores on the HAMD item
#3, reflecting suicidality, were both 2. The total HAMD-17 score at randomization was
24 and the total HAMD-21 score was 27.

Fifty-five days after the first dose of study medication (Paxil), the subject attempted
suicide. The event was assessed by the investigator as moderate in intensity and
unrelated to the use of study medication. The subject allegedly ingested approximately
20 chloral hydrate 500mg capsules after leaving a suicide note and picture for her
daughter. A clinical drug safety note reflecting a discussion between the safety group
and investigator reported his assessment of the event as “possibly related to study
medication, but probably unrelated (this category can not be captured).” It was also
noted that the subject was involved in a pending divorce proceeding. At the time of the
event, the subject was receiving Paxil 30mg/day and had been on this dose for
approximately one month. There were no reported concomitant medications. She
survived the suicide attempt and the event was considered resolved that day. Treatment
with study medication was discontinued and the subject was withdrawn from the study.

The subject also experienced increased insomnia which commenced 14 days after the
start of study medication while the subject was receiving 20mg dose of study medication.
The investigator assessed the event as mild in intensity and probably unrelated to study
medication. Corrective therapy was prescribed and the event was noted as unresolved at
the time of study discontinuation.
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During the course of the double-blind study, the subject also reported the following non-
serious adverse events: sinus congestion (beginning three days before starting study
medication) and indigestion (beginning four days after starting study medication). The
subject was treated with Sinutab for 11 days following randomization, and the event was
assessed by the investigator as unrelated and resolved during the study. The indigestion
resolved in four days, with corrective therapy (Tums), and was considered probably
related by the investigator.

Observed efficacy scores by study week for the subject are listed below.

HAMD
Day
of HAMD HAMD item 3: HAMD-17 HAMD-21
Visit suicide total¥ total*
=7 2 28 32
0 2 24 27
7 2 29 30
14 0 16 17
21 [} 21 23
29 2 18 1s
42 4 10 11
Raskin Depression Scale
Secondary
Day of Symptoms
Visit* Verbal Report Behavior Depression
-7 5 3 5
0 4 3 4
7 5 4 4
14 2 2 3
21 2 1 4
29 2 ol 4
42 2 2 3

Symptom Checklist SCL-90

Thoughts of Thoughts of
Day of Ending Your Death or

Visit Life Dying
0 1 2
7 2 | 1
14 0 (o]
21 0 0
29 0 0
42 0 0
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Subject Number: !128 001 0759
Treatment Group: Paxil
Case ID Number: B0152218A

‘Adverse event Preferred term(s): 'Emotional Lablhty

iAdverse event Verbatim term(é) 'Sim:ldc Attempt !

Medical Monitor Comments: 23-Aug-1991 (Dr. Arias) This thirty year old male patient,
was enrolled in study PAR128 on 16-Jul-1991. On 21-Aug-1991, the patient decided to
discontinue the study coded medication. On this same date, while at his girlfriend's
apartment having "some drinks," he was involved in a serious argument with her. The
police were called in, and the patient taken into custody. At the police station he
attempted suicide by hanging with his belt. The clinical investigator requested the
immediate opening of this patient's coded study medication. The code was opened at
SKB, the patient was receiving PAROXETINE siudy medicaiion. Followiig the suicide
attempt, the patient was hospitalized at a State Hospital. The investigator categorized this
patient's suicide attempt as not related to PAROXETINE. . WORLDWIDE CLINICAL
SAFETY - 26-AUG-1991: NON-EXPEDITE PER CLINICAL SAFETY PHYSICIAN. .
ae coordinator comments: 27-Aug-1991 (cc) per WWCS mail request the following
change has been made to the "m" page: - study med. = PAROXETINE . WORLDWIDE
CLINICAL SAFETY - 27-AUG-91: CASE MAINTENANCE NOTED; FILED. . ae
coordinator comments: 29-Oct-1991 (cc) per CRF review the following changes were
made to the "m" page: - birth date = 07-Nov-1960 - weight = 84.5 Kg. . CLIN. SAFETY:
29-0OCT-1991: CASE MAINTENANCE NOTED; FILED. F/U Clinical Safety Analyst
(sc) Narrative Per CRF Review: 21-Nov-1991 Probably unrelated on CRF = not related
in WWCS data base. ae coordinator comments: 22-Nov-1991 (cc) per CRF review the
following changes were made to the "m" page: - severity = mod - complete = y - outcome
= rec - clear date = 21-Aug-1991 - rx start = 17-Jul-1991 - rx stop = 20-Aug-1991 (est) -
abate =y - reintro. = n. CLINICAL SAFETY - 25-NOV-1991 CASE UPDATE
REVIEWED; CIRCULATED. F/U Clinical Safety Analyst (mw) Narrative: 16-Dec-1991
Per CRF: There are three documented ae's that caused study drug withdrawl: -
argumentative - 21-Aug to 22-Aug-91/severe/unrelated. - increased hopelessness - 20-
Aug to 23-Aug-1991/severe/unrelated. - anxiety - 21-Aug to 25-Aug-91/severe/probably
related. Both increased hopelessness and anxiety were noted as present before or at
baseline. ae coordinator comments: 16-Dec-1991 (dg) per CRF review: est was deleted
from rx end date. . CLINICAL SAFETY: 16-DEC-1991 CASE NOTE REVIEWED;
CIRCULATED. ae coordinator comments: 10-Jan-1992 (cc) in response to WWCS mail
request relevant medical history has been added to the "h" page. . CLINICAL SAFETY -
10-JAN-1992: CASE MAINTENANCE NOTED; FILED.

Additional Information:
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This 30-year-old male was enrolled in a double-blind clinical study for the treatment of
major depressive disorder. At the time of study entry, the patient had a diagnosis of
major depression (DSM-IIIR: 296.22) and personality disorder, not otherwise specified
(DSM-IIIR 301.90).

This subject reported no concurrent clinical conditions. Additionally, the patient had a
previous history of an unspecified personality disorder.

The subject had previously received treatment with trazodone, lithium carbonate,
isocarboxazid, desipramine, nortriptyline, fluoxetine, sibutramine, and Wellbutrin for
depression and reported a poor to fair response to each of these medications. The episode
of major depression for which the subject was enrolled in the study was of more than one
year in duration with the first appearance of symptoms 10 years previously. No
concurrent medications were reported as being administered at the time of study entry.

At the time of study entry it was also noted that the subject had stopped working because
of his present illness.

The subject had no docwnented history of suicide attempt or self-harm at the time of
study entry, but suicidal thoughts were identified at baseline in the context of the
Symptom Checklist- 90. The screening and randomization scores on the HAMD item #3,
reflecting suicidality, were both 2, and the total HAMD-17 and HAMD-21 scores at
randomization were 26 and 29, respectively. The scores at the baseline visit on the
Symptom Checklist- 90 were both 3 (quite a bit) for “thoughts of ending your life” and
“thoughts of death or dying.”

Thirty-six days after the first dose of study medication (Paxil) that the subject
discontinued study medication and withdrew himself from the study. On the same date,
the subject was at his girlfriend’s apartment having “some drinks” and was subsequently
involved in a serious argument with her. The police were notified and the subject was
taken into custody. At the police station the subject attempted suicide by hanging with
his belt. The investigator requested immediate breaking of the study blind. The
investigator subsequently assessed the event as moderate in intensity and probably
unrelated to study medication. Corrective treatment included hospitalization, and the
event was considered resolved within one day.

Prior to discontinuing study treatment the subject was receiving Paxil at a dose of
50mg/day and no reported concomitant medications were being taken at the time of the
adverse event.

The subject also experienced agitation (two episodes), increased hopelessness, anxiety,
and being argumentative during the course of the study. The agitation commenced two
days and 21days after the start of study medication while the subject was receiving Paxil
20mg/day and Paxil 30mg/day, respectively. The investigator assessed the events as
moderate in intensity and probably unrelated to study medication. The agitation resolved
18 days after the first episode and 19 days after the second episode. The increased
hopelessness occurred 35 days after the start of study medication while the subject was
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receiving Paxil 50mg/day. The investigator assessed the event as severe in intensity and
unrelated to study medication. Study medication was discontinued on this date, and the
event resolved after three days. The events of anxiety and being argumentative
commenced one day after the subject discontinued study medication. The investigator
assessed both of these events as severe in intensity and felt that the argumentativeness
was unrelated to study medication and the anxiety was probably unrelated to study
medication. The anxiety resolved after four days, and the argumentativeness resolved
after one day.

Observed efficacy scores by study week for the subject are listed below.

HAMD

Day
of HAMD HAMD item 3: HAMD-17 HAMD-21
visit suicide total total

-7 2 23 26

0 2 26 29

8 2 25 28

14 1 21 24

21 1 18 21

28 1 20 23

37 4 34 38

Raskin Depression Scale
Secondary

Day of Symptoms of
Visit* Verbal Report Behavior Depression
-7 4 3 3

o 4 3 3

8 3 3 3

14 3 3 3

21 3 3 3

28 3 3 3

Symptom Checklist SCL-90

Thoughts of  Thoughts of
Day of Ending Your Death or

Visgit Life Dying
0 3 3
8 1 2

14 i 1

21 1 2

28 1 2
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Protocol Id: 51 .
SubjectNumber:  002.0285
Treatment Group: ~ Paxil e !

Adverse event Preferred term(s): [Emotional lability

Adverse event Verbatim term(s): [Suicide gesture

This 30-year-old male was enrolled in a double-blind clinical study for the treatment of
major depressive disorder. At the time of study entry, the patient had a diagnosis of
major depression, single chronic episode, moderate (DSM 296.2).

This subject also reported concurrent clinical conditions of dependent personality (DSM
301.60), daily headaches, exogenous obesity, environmental allergies and allergy to
penicillin.

The subject had no reported previous treatment for depression. The episode of major
depression for which the subject was enrolled in the study was of 14 years duration and
paracetamol was reported as a concurrent medication at the time of study entry. It was
also noted that the subject was unemployed at the time of study recruitment.

The subject had no documented history of suicide attempt or self-harm at the time of
study entry, but he did experience suicidal thoughts. The screening and randomization
scores on the HAMD item #3, reflecting suicidality, were both 2, and the total HAMD-17
and HAMD-21 scores at Randomization were 27 and 32, respectively. For the Symptom
Checklist-90, item #15 (thoughts of ending your life) the subject’s score at screening and
randomization was 3 (quite a bit) and 2 (moderately), respectively.

Twenty-five days after the first dose of study medication (Paxil), the subject
demonstrated suicidal gestures. The subject took two diphenhydramine 25mg capsules,
eight over the counter diphenhydramine 25mg capsules and anti-anxiety medications
which he could not identify(small blue and white capsules) to help him sleep, not caring
“whether or not he woke up.” Concomitant medication records later documented the
subject’s use of diphenhydramine (a total of 300 mg) and hydroxyzine (100 mg) related
to the suicide gesture. He awoke the next morning feeling dizzy and groggy but with no
problems or sequelae. The subject was not suicidal when seen by the study coordinator
three days after the event. The coordinator stated that the event was probably due to
psychosocial stressors and not related to study medication. The event was considered to
be of mild intensity and probably unrelated to study drug by the investigator. The event
was considered resolved within 18 hours of onset.

At the time of the adverse event, the subject was receiving Paxil at a dose of 30 mg/day.
Reported concomitant medications being taken at the time of the adverse event included
paracetamol and vitamins, of which the vitamins had been started after treatment with
study medication had been initiated.
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Treatment with study medication was discontinued three days after the onset of the
adverse event, and the subject was terminated from the study prior to completion due to
lack of efficacy as well as the adverse event.

Observed efficacy scores by study week for the subject are listed below.

Day
of HAMD
Visit

HAMD
HAMD item 3: HAMD-17 HAMD-21
suicide total total
2 23 28
2 27 32
[+] 18 21
o} 17 21
3 25 30
Symptom Checklist SCL-9%0
Thoughts of Thoughts of
Day of Ending Your Death or
Visit Life Dying
-7 3 3
0 2 2
7 0 0
18 2 2
28 4 3
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Protocol Id: 29060 448
Investigator Number: 010

Patient Number: 00044

Treatment Number:

Case Id: A0251781A

Suspect Drugs: Paxil IR

Serious Events Emotional Lability
Preferred terms:

Serious Events Suicide Attempt Overdose

Verbatim terms:

Patient was randomized to a double-blind placebo controlled depression/affective
disorders study Protocol 448. On 06 December 1996 the patient overdosed on Flexeril
(cyclobenzaprine), Valium (diazepam), Anaprox (naproxen sodium), and possibly study
medication. The investigator indicated that the event was of severe intensity. The patient
was hospitalized for approximately 48 hours and was doing well. She was last seen at the
study site on 02 December 1996 where there was 2 mild improvement in her mood. On
18 December 1996 she came in for visit #7 and reported that she had taken a drug
overdose (06 December 1996) after an argument with her boyfriend. Study medication
was discontinued on 28 December 1996. The patient was terminated from the study and
entered the taper phase. The event resolved. Investigator attribution: not related to study
medication. Investigator Assessment: the experience could be associated with the primary
condition. Further information will be forthcoming. OVERDOSE

Additional Information:

At the time of study entry, this 25 year old female had a diagnosis of major depressive
disorder according to DSM-IV criteria. The subject also reported the concurrent clinical
condition of irritable bowel syndrome. The subject had previously received treatment
with fluoxetine and sertraline, and it was reported that she had a fair response to both
medications. The subject had received trazodone for treatment of the current episode of
major depression to which she had a fair response. The episode of major depression for
which the subject was enrolled in the study was of one year duration, and at the time of
study entry she received dofamium concurrently.

She had no documented history of suicidal thoughts, suicide attempt or self-harm at the
time of study entry. The screening and randomization scores on the HAMD item #3,
reflecting suicidality, were 1 and 2, respectively, and the total HAMD score at
randomization was 27.

Forty-nine days after the first dose of study medication, the subject attempted suicide by
overdose. At the time of the adverse event, the subject was receiving Paxil IR at a dose
of 40mg/day.

During the course of the double-blind phase of the study the subject also experienced
dizziness, nausea, dilated pupils (two days after first dose of investigational product),
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backache, diarrhea (three days after first dose of study medication), sinus infection (17
days after first dose of study medication), bloody nose and cold symptoms (19 days after
first dose of study medication). All events resolved during the course of the study.

Observed efficacy scores by study week for the subject are listed below.

HAMD
Date Day
of HAMD of HAMD HAMD item 3: HAMD-17
visit visgit suicide total

110CT193%6 Day -1 1 23
170CT1996 Day -1 2 27
250CT19%6 Day 7 2 27
04NOV19396 Day 17 2 27
11NOV1986 Day 24 1 21
18NOV1996 Day 31 1 16
02DEC19%6 Day 45 1 14
19DEC1996 Day 62 4 24
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Protocol Id: 29060 448
Investigator Number: 019

Patient Number: 00391

Treatment Number:

Case Id: A0254833A

Suspect Drugs: Paxil IR

Serious Events Emotional Lability

Preferred terms:

Serious Events Suicide Attempt Via Overdose
Verbatim terms:

Patient entered double-blind, placebo-controlled study on 20-Dec-96. Patient was seen in
week 3 visit on 21-Jan-97 admitting to feeling that "life was empty," but denied thoughts
of death or suicide. Patient continued on level 3 of study medication dosing. On 24-Jan-
97, the patient's husband reported that the paticni was hospitalized subsequeni io an
overdose the previous night following a fight between the patient and her husband (23-
Jan-97) with chloral hydrate 500 mg (possible 9 {tablets}), and Tylenol with codeine
(number of tablets and dosage unknown). The patient did not take an overdose of the
study medication. The investigator considered the event severe in intensity, life-
threatening, unrelated to the study medication, and attributable to the patient's primary
condition. The patient was discharged from the hospital on 24-Jan-97 and study
medication was stopped on 23-Jan-1997, after 24 days of therapy. Medical records
indicated that the patient was dysphoric and patient reported "being tired of feeling
down," but denied active suicidal ideation. Following discussion of patient's goals, it was
decided to terminate the patient from the protocol and to initiate treatment with Serzone
50 mg bid starting the next day (25-Jan-97). Patient was instructed to increase Serzone
dosing to 100 mg bid on 28-Jan-97, and it was noted that she was not suicidal after 1
week. OVERDOSE

Additional Information:

This 27-year-old female was enrolled in a double-blind clinical study for the treatment of
major depressive disorder. At the time of study entry, the subject had a diagnosis of
major depressive disorder according to DSM-IV criteria. Thie subject reported concurrent
clinical conditions of frequent headaches and hypoglycaemia. Additionally, the subject
had a previous history of miscarriages and a motor vehicle accident.

The subject had previously received treatment for the current episode of depression with
an unknown antidepressant and nefazodone. The subject had a fair response to the
unknown antidepressant and a good response to the nefazodone. The episode of major
depression for which the subject was enrolled in the study was of six years and eleven
months duration.
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The subject had no documented history of suicidal thoughts, suicide attempt or self-harm
at the time of study entry. The screening and randomization scores on the HAMD item
#3, reflecting suicidality, were both 2, and the total HAMD score at randomization was
22.

It was noted that one day after the first dose of study medication, the subject experienced
insomnia, which was assessed as moderate in intensity and probably related to study
medication. The subject was taking Paxil IR at a dose of 20mg/day at the time of the
event. The insomnia remained unresolved at the time of discontinuation of study
medication.

On day eleven of study treatment the subject was up-titrated to Paxil IR at a dose of 30
mg/day. Five days later (16 days after the first dose of study medication) she was
subsequently advanced to Paxil IR at a dose of 40 mg/day.

Twenty days after the first dose of study medication medication she experienced the non-
serious evenis of chilis, diarrhea, fever, and headache. Ail of the events resoived within
one day and she continued on study treatment.

Twenty-four days after the first dose of study medication, the subject attempted suicide
by overdose while receiving study treatment with Paxil IR at a dose of 40mg/day.
Reported concomitant medications being taken at the time of the suicide attempt were
ibuprofen and Ovcon-50, both of which had been started after starting treatment with
study medication.

It was also noted at the time of the subject’s early termination visit that she had not been
to work in a week because of her depression.

Observed efficacy scores by study week for the subject are listed below.

HAMD
Date Day
of HAMD of HAMD HAMD item 3: HAMD-17
visit visit suicide total

20DEC1996 Day -10 2 24
30DEC1996 Day 0 2 22
09JAN1997 Day 10 2 24
14JAN1997 Day 15 2 20
21JAN1957 Day 22 1 17
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Protocol Id: 29060 449
Investigator Number: 021

Patient Number: 00788

Treatment Number: 000777

Case Id: A0258041A
Suspect Drugs: Paxil IR

Serious Events Emotional Lability
Preferred terms:

Serious Events Drug Overdose

Verbatim terms:

This patient with major depression was enrolled in study 29060/449, a double-blind,
placebo controlled trial to evaluate the clinical effects of immediate release paroxetine
and modified release paroxetine in the treatment of major depression. She began blinded
study medication on 10-Jan-1997. On 20-Jan-1997 the patient began to experience mild
fatigue, which is considered by investigator as ongoing, non-serious and possibly reiated
to study medication. On 16-Mar-1997 after having a fight with her boyfriend, the patient
took an overdose of 70 Motrin tablets and eight Robaxacet tablets as a suicide gesture.
Gastric lavage with charcoal was performed in the emergency unit at a local hospital.
Patient experienced moderate nausea, considered by investigator as a non-serious event
unrelated to study medication, for four hours. She was given Gravol 50 mg intravenously
for nausea. Patient was then discharged from the hospital. The patient spoke with the
investigator by phone on 17-Mar-1997 and stated she was fine. She was to meet with the
investigator on 18-Mar-1997. Per case report form, study medication was discontinued on
18-Mar-1997 and Paxil 20 mg daily was initiated on 27-Mar-1997. The investigator
reported that the overdose was severe, unrelated to the study medication and could be
associated with the patient's primary condition. DRUG OVERDOSE

Additional Information

At the time of study entry, this 18 year old female had a diagnosis of major depression
according to DSM-IV criteria. The subject reported a concurrent clinical condition of
vaginitis, and she had a previous history of post traumatic stress disorder. The episode of
major depression for which the subject was enrolled in the study was of three months
duration, and concurrent use of ethinylestradiol/levonorgestrel (Triphasil) was reported at
the time of study entry.

The subject had no documented history of suicidal thoughts, suicide attempt or self-harm
at the time of study entry. The screening and randomization scores on HAMD item #3,
reflecting suicidality, were 2 and 1, respectively, and the total HAMD score at
randomization was 21. ‘

Fifty-two days after the start of study medication and two weeks before the subject’s drug
overdose, she experienced a dislocated left shoulder while receiving Paxil IR at a dose of
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20 mg/day. The event was considered resolved the next day. The investigator assessed
the event as moderate in intensity and unrelated to study medication.

In the setting of the subject’s drug overdose (66 days after the start of study medication,

at a dose of Paxil IR, 20 mg/day), she also sustained abrasions on the knees and
experienced left hand pain and excoriations on the hands. These events subsequently
resolved approximately one month following the subject’s withdrawal from the study.

Observed efficacy scores by study week for the subject are listed below.

Date
of HAMD
visit

02JAN19597
09JAN1997
16JAN1997
23JAN1597
S0JAN1SST
O4FEB1997
20FEB1597
04MAR1997
18MAR19597

Day

visit

Day
Day
Day
Day
Day
Day
Day
Day
Day

HAMD

of HAMD HAMD item 3:
suicide

WOHOMNOMN

PAR004372209
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Protocol Id: 29060 625
Investigator Number: 500

Patient Number: 02062

Treatment Number:

Case Id: A0301493A
Suspect Drugs: Paxil

Serious Events Emotional Lability
Preferred terms:

Serious Events Tylenol Overdose

Verbatim terms;

Case reference number 1999008231-1 is a clinical trial report from study 29060/625, a
double-blind, placebo-controlled multi-centre study to evaluate the efficacy and
tolerability of paroxetine in the treatment of post-stroke depression. This case refers to a
50-year-old male (patient identification number 625.500.02062). The patient started the
blinded study medication on 09-Feb-99 at a dose of 1 tablet per day. On 24-Mar-99, the
dosc was increascd to 2 tablcts per day. The patient's relevant medical history includes
post stroke depression. Concomitant medications include Diabinese (chlorpropamide),
Norvasc (amlodipine), Bezalip SR (bezafibrate), Avapro (irbesartan), ASA
(acetylsalicylic acid), Altace (ramipril), and Risperidone. On 05-Apr-99, the patient
overdosed on Tylenol (paracetamol) extra strength by taking 12 to 15 tablets at one time.
The event resolved on the 05-Apr-99, he was not admitted to the hospital. The patient
discontinued blinded study medication on 06-Apr-1999, and has been switched to open-
label paroxetine. The investigator reported this event to be unrelated to treatment with the
blinded study medication and associated the overdose to be related to the patient's
primary condition. On 26-Apr-1999, the patient again overdosed on Tylenol
(paracetamol) extra strength, taking 23 tablets at one time. The event was reported to be
resolved later that day. The investigator reported the event to be unrelated to treatment
with the blinded study medication, and probably associated with the patient's primary
condition. OVERDOSE OVERDOSE

Additional Information:

At the time of study entry, the subject met the diagnostic criteria for a current depressive
episode (moderate depressive episode; F32.2) according to ICD-10 diagnostic criteria.
The subject also reported concurrent clinical conditions of angina pectoris, diabetes
mellitus, hypertension, speech dysfunction, high cholesterol and a non-specific T-wave
abnormality. The episode of major depression for which the subject was enrolled in the
study was of 91 days duration. Concurrent medications administered at the time of study
entry were reported as chlorpropamide, amlodipine, bezafibrate, irbesartan,
acetylsalicylic acid, and ramipril.

The subject had a history of suicidal ideation prior to treatment as evidenced by his
MADRS item #10 results related to suicidal thoughts. The screening and randomization
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scores on MADRS item #10, reflecting suicidality, were 2 and 3 respectively, and the
total MADRS score at randomization was 32.

The subject experienced the serious adverse event of Tylenol overdose described above
on day 56 of study treatment while receiving Paxil at a dose of 30mg/day.

During the course of the double-blind phase of the study, the subject also experienced
biting of the tongue and feeling lightheaded, 53 and 57 days after the first dose of study
medication, respectively. Both of these non-serious adverse events were assessed as mild
in intensity and unrelated to study medication by the investigator. The events resolved
without corrective treatment. At the time of these adverse events, the subject was
receiving Paxil at a dose of 30mg/day.

Observed efficacy scores by study week for the subject are listed below.

MADRS
MADRS Item 10: MADRS Total
Date (Day) Suicidal Thonghta Qonve

02FEB1999 (Day -6) 2
0BFEB1999 (Day 0) 3
15FEB1999 (Day 7) 0
23FEB1959 (Day 15) L] 11
08MAR1999 (Day 28) 0
23MAR1999 (Day 43) 0
06APR1999 (Day 57) 4

“History of suicidal ideation prior to treatment
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Protocol Id: 29060 785
Investigator Number: 720

Patient Number: 00695

Treatment Number: 10309

Case Id: AD343686A

Suspect Drugs: Paxil CR

Serious Events Abnormal Laboratory Value, Emotional Lability, Emotional Lability
Preferred terms:

Serious Events Accidental Overdose, Suicidal, Suicide Attempt

Verbatim terms:

Case reference number 2001016626-1 is a clinical trial report from double-blind study
29060/785 for the treatment of major depressive disorder with anxiety. This report refers
to a 34-year-old female (patient identification number 785.720.00695). The patient's
medical history included bilateral tubal ligation, chronic lower back pain, constipation,
facial acne, fever blisters, fungal infection toenail right foot, heartburn, insomnia,
intermittent headaches, and intermittent urinary tract infections. The patient had no
concomitant medication use. The patient received study medication from 12-Jun-2001 to
09-Jul-2001. On 08-Jul-2001, 26 days after the start of study medication, the patient
indicated she may have taken an extra study medication pill by mistake. Upon receiving
the study medication bottle back from the patient, it was noted the bottle contained only
two capsules instead of three capsules from the original number of ten capsules. The
patient was diagnosed with overdose (accidental/ asymptomatic). Treatment with study
medication was not stopped due to this event. The event was reported as resolved on 08-
Jul-2001. The investigator reported the overdose (accidental/asymptomatic) as not related
to treatment with study medication. On 08-Jul-2001, 26 days after the start of treatment
with study medication, the patient attempted suicide and it was noted the attempted
suicide was not related to the accidental overdose. The patient had suicidal feelings and
on 10-Jul-2001, she was hospitalized. The patient was treated with valproate semisodium
(Depakote). The patient discharged herself from the hospital on 14-Jul-2001 against
medical advice. The investigator reported that the patient's follow-up visit to the clinic on
18-Jul-2001 revealed the patient was doing well. Treatment with study medication was
discontinued due to these events. The event of attempted suicide resolved on 08-Jul-2001
and the event of suicidal feelings resolved on 12-Jul-2001. The investigator reported the
suicidal attempt and suicidal feelings as life-threatening and not related to treatment with
study medication, and probably associated with condition under study. OVERDOSE
(ACCIDENTAL/ASYMPTOMATIC)

Additional Information
At the time of study entry, the patient had a diagnosis of major depressive disorder

according to DSM-IV criteria. The episode of major depression for which the subject
was enrolled in the study was of approximately10 years (3814 days) duration.
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The subject had no documented history of suicidal thoughts, suicide attempt or self-harm
at the time of study entry. The screening and randomization scores on the MADRS item
#10, reflecting suicidality, were both 1, and the total MADRS score at randomization was
30.

Eight days after the first dose of study medication (Paxil CR) and one day after up-
titration from Paxil CR 12.5 mg/day to Paxil CR 25 mg/day, the subject experienced
moderate dizziness, nausea, decreased appetite, and lack of concentration. All of the
events resolved without corrective therapy, and the subject continued on study drug.
Sixteen days after the first dose of study medication, the subject experienced moderate
fatigue and a mildly increased appetite. Both events resolved and there was no
interruption in study treatment.

Twenty-two days after the first dose of study medication (Paxil CR, 25 mg/day) and five
days before the serious adverse event (SAE) described above (Accidental Overdose and
Suicide Attempt), the subject experienced a severely decreased appetite that resolved
over a period of eight days. On the same day she also experienced a moderate panicky
feeiing. The panicky feeiing was evaiuaied as probabiy unreiated to study medication
and resolved after 13 days without corrective therapy. At the time of these adverse
events and the SAE, the subject was receiving Paxil CR at a dose of 25 mg/day.

Observed efficacy scores by study week for the subject are listed below.

MADRS
MADRS Item 10: MADRS Total
Date (Day) Suicidal Thoughts Score

01JUN2001 (Day -10) 1
11JUN2001 (Day 0) 1
18JUN2001 (Day 7) 1
26JUN2001 (Day 15) 1 17
02JUL2001 (Day 21) 1
10JUL2001 (Day 29) 5
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