
 

 
   

  
   

 
 

  
 

 

 

 

 
 

 

Review of Clinical Data 

NDA:    19-839, 20-990 
Drug Name: Generic Name: Sertraline 
    Trade  Name:  Zoloft  
Sponsor: Pfizer 
Material Reviewed: Submissions dated 6/26/03, 7/28/03, 8/12/03 

Andrew Mosholder’s Review dated 8/13/02 
Reviewer: Gerard Boehm, MD, MPH 
Date Completed: 9/3/03 
The purpose of this memo is to review sertraline weight data analyses 

Background 
To assess growth during pediatric depression sertraline studies, the division asked Pfizer 
to provide analyses of weight data. Specifically, the division asked for analyses that 
examine changes in mean weight z-scores. For these analyses, the division asked Pfizer 
to assign a z-score to each study subject for baseline and end of study. The z-score is the 
number of standard deviations from the population mean for a specific subject’s weight, 
given their age and sex. This analysis uses population data from CDC growth charts and 
allows a determination about whether study subjects are growing along their predicted 
growth curve. No change in mean z-score would indicate that subjects are growing as 
predicted by data from age adjusted peers. Decreases in mean z-score would indicate that 
subjects are lagging behind in growth.  

Pfizer responded with a series of tables and graphs summarizing the z-score analyses and 
an electronic data set with weight and z-score data. They provided no discussion of the 
results. Separately, Pfizer provided labeling describing the results of these analyses. 

Studies reviewed 
The weight data analyses submitted by Pfizer came from two randomized controlled trials 
in depression (1001, 1017), and one open label extension trial (1015). The controlled 
trials were identically designed, used flexible dose sertraline (50-200mg), and lasted ten 
weeks. The open label extension enrolled subjects from both controlled trials and lasted 
twenty-four weeks. Subjects who were randomized to sertraline in the placebo controlled 
trial and completed the open label extension were treated with sertraline for a total of 34 
weeks. The controlled trials included 189 subjects exposed to sertraline and 184 exposed 
to placebo. The extension trial included 221 subjects. Pfizer noted that all but 4 weight 
measurements included in their analyses were taken within 7 days of sertraline 
discontinuation (Table 3.4 6/28/03 submission). 

Results from RCTs 
Pfizer Analyses 
Pfizer’s analysis of the RCT data included only an output table that provided the mean z-
scores at baseline and end of study by treatment for all subjects and stratified by sex. The 
following table summarizes the results provided by Pfizer. 
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Overall and Sex-stratified Mean Change from Baseline Weight Z-Scores, from Sertraline 
Placebo Controlled Pediatric Depression Trials 

Mean Change in weight z-score 
 Sertraline Placebo 
Overall -.122 (n=187) -.005 (n=180) 
Male -.112 (n=79) .004 (n=101) 
Female  -.129 (n=108) -.016 (n=79) 
From Pfizer table 1.1, 6/28/03 submission 

FDA Analyses 
Using the submitted electronic data sets, I conducted additional analyses of the weight 
data from the sertraline placebo controlled pediatric depression trials. The mean duration 
of treatment in the placebo controlled trials was similar in both treatment groups, 62 days 
for sertraline and 65 days for placebo. In the randomized placebo controlled trials, the 
mean change in weight for the sertraline group was -0.4kg compared to +0.8kg in the 
placebo group. The weight findings were similar when viewed separately for each study. 
In study 1001, sertraline subjects lost 0.3kg and placebo subjects gained 0.7kg and in 
study 1017, sertraline subjects lost 0.5kg and placebo subjects gained 0.8kg. 

There were slight differences in the weight change results when stratified by sex. Male 
sertraline subjects had a mean decrease in weight of 0.12kg while male placebo subjects 
had a mean increase in weight of 1.04kg. Female sertraline subjects had a mean decrease 
in weight of 0.56kg while female placebo subjects had a mean increase in weight of 
0.45kg. 

When examined by last dose, there appeared to be some evidence of dose response for 
weight loss except for those subjects in the highest last dose group. The 50mg group lost 
0.2kg (n=40), the 100mg group lost 0.3kg (n=56), the 150mg group lost 0.9kg (n=38) and 
the 200mg group lost 0.5kg (n=53).  This finding may be confounded by duration of 
treatment because the 50mg group had the shortest duration (mean 53 days) followed by 
the 100mg group (mean 59 days), the 150mg group (mean 68 days), and the 200mg 
group (mean 70 days).  

Results from Open label study 
Pfizer Analyses 

In their presentation of the open label study results, Pfizer used two groupings of the data, 

subjects who received sertraline in the preceding controlled trials (sertraline/sertraline) 

and subjects who received placebo in the preceding controlled trials (placebo/sertraline). 

Using only the data for those subjects who continued into open label treatment, Pfizer
 
reported that the sertraline/sertraline subjects experienced an increase in mean z-score of 

0.1 from the beginning of the open label phase (Pfizer table 2.1, 6/28/03 submission). The 
subjects who received sertraline for the first time during the open label phase experienced 
a mean decrease in z-score of -0.06 (Pfizer table 2.1, 6/28/03 submission). Pfizer also 
calculated the mean change in weight z-score using the baseline from the placebo 
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controlled trials for subjects who participated in the open label trial. For this analysis the 
sertraline/sertraline subjects had a mean decrease in z-score of .002 and the 
placebo/sertraline subjects had a mean decrease in z-score of .054 (Pfizer table 2.2, 
6/28/03 submission).   

Results from Pooled Data  
Pfizer Analyses 
Pfizer pooled the sertraline exposure data from the randomized controlled trials 
(sertraline exposed) with the open label data to calculate mean changes in z-score. For 
these analyses they used all sertraline exposure experience (placebo controlled trial data 
and open label data) for the sertraline/sertraline subjects and calculated the mean change 
in weight z-score at endpoint. For the placebo/sertraline subjects, this analysis is identical 
to the above analysis which used the placebo controlled baseline weight for 
placebo/sertraline subjects who participated in the open label trial. In this analysis the 
mean change from baseline to endpoint for weight z-scores among the 
sertraline/sertraline subjects was -0.07 and -0.06 for the placebo/sertraline subjects. 

Pfizer also provided a series of tables that provided the mean changes in weight (kg), 
weight percentile, and weight z-score by study week for the sertraline/sertraline group 
and the placebo/sertraline group. They also provided graphs that displayed these data. I 
provide those graphs below. 
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The graphs above are survivor analyses, where the number of subjects in each group 
declines over time. At baseline, there are 188 subjects in the sertraline/sertraline group 
and 121 subjects in the placebo/sertraline group. By week twelve, there are 95 subjects in 
the sertraline/sertraline group and 100 subjects in the placebo/sertraline group. At week 
24 there are 75 subjects in the placebo/sertraline group (last available data for this group). 
At week 34 there are 68 subjects remaining in the sertraline/sertraline group. 

FDA Analyses 
Since there appeared to be a change around week ten in the above graphs I examined the 
impact of the discontinuing subjects on the weight change for the sertraline/sertraline 
group. One potential explanation for the observed results is that those subjects who 
discontinued early were different from the rest of the population and experience greater 
weight loss and that the trend change in the curve occurred when those subjects no longer 
contributed data. For the sertraline/sertraline group, I identified those subjects who had 
less than ten weeks duration of treatment. I then calculated the endpoint mean change 
from baseline for weight, z-score, and weight percentile for this group. I then identified 
the subjects who had at least 10 weeks duration of treatment. For these subjects, I 
calculated the mean change in weight at week ten from baseline. The purpose of this 
analysis was to determine if the subjects discontinuing before week ten had a markedly 
greater weight loss than survivors, and that their discontinuation accounted for the change 
in slope for the graph. The results of this analysis are included in the table below. 
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A comparison of mean weight change, weight z-score change and weight percentile 
change for sertraline/sertraline subjects who discontinued before week ten (endpoint – 
baseline) and those that continued through week ten (week ten-baseline) 
Parameter Discontinued before 

week 10 (n=43) 
Continued through at 
least week 10 (n=142) 

Endpoint - baseline Week 10 - baseline 
Mean weight change -0.5kg -0.38kg 
Mean weight z-score change -0.1 -0.13 
Mean weight percentile change -2.83 -2.65 

I conducted a separate analysis to look at the impact of the early discontinuations on the 
changes observed at week 10. I removed the subjects who discontinued prior to week ten 
from the sertraline/sertraline group. I then looked at the mean change in weight, weight z-
score, and weight percentile by study week for the subjects with at least ten weeks of 
exposure that remained. I compared the results after removing the early discontinuations 
to the analysis including all subjects. Following removal of the early discontinuers there 
did not appear to be a marked difference in the mean change in weight, weight z-scores, 
or weight percentile by study week compared to the overall group through the first ten 
weeks. The results for the mean weight change and z-score are presented in the table 
below. 

A comparison of mean weight change from baseline and mean weight z-score change 
from baseline for all sertraline/sertraline subjects and the sertraline/sertraline subjects 
with at least 10 weeks of exposure by study week, pediatric sertraline depression trials  
Study 
week 

Weight Mean Change from baseline Weight mean z-score change from 
baseline 

All Subjects Only Subjects  
≥10 weeks 

All Subjects Only Subjects  
≥10 weeks 

1 -0.28 (n=180) -0.30 (n=141) -0.04 -0.04 
2 -0.32 (n=178) -0.28 (n=144) -0.06 -0.05 
3 -0.45 (n=172) -0.42 (n=142) -0.08 -0.07 
4 -0.48 (n=169) -0.44 (n=144) -0.09 -0.08 
6 -0.51 (n=157) -0.50 (n=144) -0.11 -0.10 
8 -0.47 (n=150) -0.45 (n=145) -0.12 -0.13 
10 -0.38 (n=142) -0.38 (n=142) -0.13 -0.13 

Discussion 
The submitted data are limited and do not allow for a complete understanding of the 
impact of sertraline on weight gain. In placebo controlled trials of ten weeks duration, the 
sertraline exposed subjects lost almost 0.5 kg while the placebo subjects gained almost 1 
kg. Since there is a placebo comparison group in these studies, comparisons using 
population data are unnecessary. Interestingly, when compared to population data, the 
placebo subjects in these trials had a negligible decline in the mean z-score (-0.005) 
supporting that these subjects had weight changes similar to those expected. The 
sertraline subjects had a mean decrease in z-score of -0.112 suggesting that their weight 
lagged behind weight gain predicted by population data. 
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II. Findings from Study Report A0501015 

This study was an open-label, flexible dose, 24-week, outpatient study designed to evaluate the 
longer-term safety and efficacy of sertraline in outpatient children and adolescents aged 6-18 years 
old who were previously diagnosed with major depressive disorder and who had completed 10 
weeks of double-blind treatment in Study A0501001 (“Study 1001”) or Study A0501017 (“Study 
1017”). There were 221 patients who received at least one dose of open-label study medication, and 
were included in the sponsor’s “primary safety evaluation.” The following sponsor table 
summarizes the early withdrawals during this study: 

***[Sert/Sert indicates that patients were in active control group in the feeder study 
       Pbo/Sert indicates that patients were in the placebo group in the feeder study] 

Of note, there was one 16 year old male (Subject #5048-2129) who was reported to have elevated 
liver function study tests during treatment with 50 mg/day Zoloft . His SGOT reached a maximum 
of 139 IU/L (NL: 0-41 IU/L) on day 42, and normalized at discharge (day 56) and during follow up 
(up to 102 days).  However, the SGPT values increased up to 78 U/L (NL: 5-30 U/L) on Day 42, 
with a maximum values of 80 U/L at Day 63 (7 days after discontinuation), and continued to be 
elevated by Day 102 (57 U/L). 

Otherwise, there were no unexpected findings in this study report;  the safety findings were 
consistent with the labeling or described in previous reviews of pediatric data. 

Because the finding of significant weight loss was identified in the placebo controlled studies, the 
following table was created to summarize the weight changes reported in this open label study: 

Sertraline/Sertraline  Placebo/Sertraline  
All Children/Adolescents 
(combined): 

N=96 N=118 

   Weight Decrease ≥ 7% 0 2 (1.7%) 
   Weight Increase  ≥ 7% 34 (35.4%) 24 (20.3%) 

SEPERATED BY AGE GROUP 
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A. Overall Data 

This supplement includes two randomized, double blind, placebo controlled studies that were 
identical in design, studies 1001 and 1017. In addition, study 1015 is an ongoing open label 
extension for these two double blind studies.  Finally, Pfizer also included reports from two open 
label studies involving the use of sertraline in juvenile depression.   

The cutoff date for including clinical trial safety data in this submission was 10-16-01.  One 
hundred eight-nine subjects received sertraline in the double blind trials, and 80 received 
sertraline in the completed open label trials. Additionally, 126 subjects previously treated with 
placebo were newly exposed to sertraline when they entered the ongoing follow-up study 1015 
(please refer to the email from Graydon Elliott at Pfizer, sent 3-20-02). Therefor, a total of 395 
children and adolescents received sertraline in these clinical trials.   

B. Tables Listing the Clinical Trials 

The sponsor’s table from section 3.5 of the submission, describing the clinical trials, is 
reproduced below. 
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C. Postmarketing Experience 

The submission does not include postmarketing surveillance data.   

D. Literature Review 

The sponsor identified and summarized a total of 24 literature reports concerning use of 
sertraline in the pediatric population. 

V. Clinical Review Methods 

A. Describe How Review was Conducted 

The principle source of information for this review was the sponsor’s submission. The 
individual study reports were examined to evaluate efficacy, and the combined summary was 
reviewed to evaluate safety.   

B. Overview of Materials Consulted in Review 

Primary source: Submission dated 12-14-01 
Secondary sources: (1) Email from Graydon Elliott at Pfizer, sent 3-20-0; (2) Sponsor’s response 
to inquiry regarding ECG data, submitted 7-12-02 and 8-7-02. 

A. Overview of Methods Used to Evaluate Data Quality and Integrity:  

The Division of Scientific Integrity (DSI) was to inspect the following sites for protocol 
A0501001. 

Center 5016: H. Quintana, New Orleans (N=18) 

Center 5024: P. Londborg, Seattle (N=14) 


sponsor’s audit of the site. 

(b) (4)

D. Were Trials Conducted in Accordance with Accepted Ethical Standards? 

Yes. Investigators in the U.S. were subject to the usual IRB oversight with respect to ethical 
standards. In addition, each protocol stipulated that the trial was to be conducted according to 
ICH Good Clinical Practice Guidelines, the Declaration of Helsinki, and applicable local ethical 
regulations.   

E. Evaluation of Financial Disclosure 

NDA 19-839 Zoloft pediatric exclusivity supplement Clinical Review 4 









 

  

 

 
 

 

 

 

 
 

 

 
  

 
 

   

 
 

 

 

 
 

 
   

 
 

 

 

 

The sponsor defined the intent-to-treat population as subjects with both baseline and post-
randomization efficacy data.  

The following table, adapted from the sponsor, provides a summary of the patient disposition. 
No information was provided on the number of subjects screened for this trial. The major 
difference between treatment groups was a higher number of sertraline patients who discontinued 
from adverse events (ten in the sertraline group versus no placebo patients), along with a higher 
number of “subject defaulted” in the sertraline group.       

Category Number of patients 
Sertraline Placebo 


Randomized 
97 91 

Excluded for GCP issues 
 3 3 

Intent-to-treat 
93 88 

Completed 
65 77 

Discontinued (total) 
 32 14 

Adverse Event 10 0 
Lack of efficacy 3 2 

Other 7 6 
Subject defaulted 12 6 

(b) (4)

The number of patients completing each week of the trial, as reflected in the number of subjects 
with CDRS-R scores, is shown below. 

Treatment Randomized Week 1 Week 2 Week 3 Week 4 Week 6 Week 8 Week 10 
Sertraline 94 89 88 86 81 75 72 63 
Placebo 88 88 85 82 82 81 75 75 

Demographics 

The following tables summarize the study sample of all randomized patients, according to 
treatment, age group and gender.  

SERTRALINE Male Female Total 

Children (6-11 years) 23 20 43 

Adolescents (12-17 years) 21 33 54 

Total 44 53 97 

PLACEBO Male Female Total 

Children (6-11years) 24 19 43 

Adolescents (12-17 years) 25 23 48 

Total 49 42 91 
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(b) (4)

Study 1017 

Investigators/sites: The following is the sponsor’s list of investigators, reproduced from the study 
report.  Sites that did not randomize any patients have been omitted. Three planned sites in Brazil 
did not participate because the Brazilian regulatory agency placed the trial on hold, following the  
2000 revision to the Declaration of Helsinki discouraging the use of placebo.   

USA 
5003 Karen Weihs, MD 
5005 Mark E. Bangs, MD 
5006 Louise Beckett, MD 
5007 Doug Geenens, DO/W. Rory Murphy, MD 
5008 M. Patricia Solbach, PhD 
5009 Paul Ambrosini, MD 
5010 Michael Levin, MD/Kathleen Toups, MD 
5021 Keith Saylor, PhD 
5022 Carrie Borchardt, MD 
5038 Steven Dubovsky, MD 
5042 Karen D. Wagner, MD, PhD 
5049 Ann Childress, MD 
5050 Shara Kronmal, MD, PhD 
5055 Craig Wronski, DO 

Canada 
5030 William Fleisher, MD 
5033 Anne Duffy, MD 
5035 Jane Garland, MD 
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Costa Rica  
5074 Yasmin Jaramillo-Borges, MD 

Mexico  
5060 Alfonso Ontiveros, MD 

India  
5061 Thomas John, MD 
5062 Shoba Srinath, MD 
5064 Davinder Mohan, MD 
5065 Gowri Devi Mandadi, MD 
5067 Nagesh Brahmavar Pai, MD 

Objectives, Population, Design, Assessments, and Analysis Plan: identical to Protocol 1001 

Results 

The following tables summarize the study sample of all randomized patients, according to 
treatment, age group and gender.  

SERTRALINE Male Female Total 

Children (6-11 years) 20 23 43 

Adolescents (12-17 years) 17 32 49 

Total 37 55 92 

PLACEBO Male Female Total 

Children (6-11years) 32 16 48 

Adolescents (12-17 years) 22 26 48 

Total 54 42 96 

The table below summarizes the baseline patient characteristics for all randomized patients.  
Characteristic Sertraline 

(n=92) 
Placebo 
(N=96) 

Age (yrs) 
Mean

     Range 
12 
6-17 

12 
6-17 

Ethnic origin (n) 
     White 
     Asian
     African-American
     Hispanic 
     Other 

59 
19 
1 

11 
2 

58 
19 
1 

14 
4 

History of other psychiatric disorder (n) 33 35 

History of depression prior to current episode (n) 9 12 
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Prior antidepressant therapy (n)  8 24 

CDRS-R mean total score (p-value=0.57) 64.4 65.4 

From the sponsor’s SAS dataset listing patient demographic data by site, there were 16 subjects 
from Costa Rica, 5 subjects from Mexico, 35 subjects from India, and 132 subjects from the U.S. 
Also, as in study 1001, while a substantial majority of subjects had no previous episode of 
depression, the mean duration of their current, initial episode was rather lengthy (over 20 months 
in both treatment groups).     

Dosing: The mean final daily dose was 128 mg for sertraline subjects, and 134 mg (equivalent) 
for placebo subjects. 

(b) (4)

NDA 19-839 Zoloft pediatric exclusivity supplement Clinical Review 12 



   

 

  

  
 

 
 

 

 
  

    
   

 

 
  

 
  

  
 

(b) (4)

VII.	 Integrated Review of Safety 

A. 	 Brief Statement of Conclusions 

B.	 Description of Patient Exposure ( i.e., number of patients at given duration, dose, 
demographic, distribution, country) 

Please refer to section IV (Description of Clinical Data and Sources) above. The cutoff date for 
including clinical trial safety data in this submission was 10-16-01. The table below summarizes 
the numbers of patients exposed in these trials.   

Type of study     Sertraline patients  Placebo patients 
Double-blind trials 189 184 
Completed open label trials 80 
Ongoing open label trials 126* 
Total patients exposed 395 184 

*an additional 100 subjects in ongoing open label trials had already received sertraline in 
a double blind trial 

As of the cutoff date of 10-16-01, the total duration of exposure in person-years was as follows, 
according to the sponsor’s 5-22-02 submission: 

N  Person-years  
Sertraline 395 136.3 
Placebo 184 32.5 
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C. Methods and Specific Findings of Safety Review  

For assessment of the common adverse event profile, and of changes in safety parameters (vital 
signs, clinical laboratories, and ECGs), the combined data from the two double-blind placebo 
controlled trials was the primary source.  These data provide a readily available comparison to 
placebo. For serious but less frequent adverse events, the entire set of safety data (from all 395 
pediatric subjects exposed) was considered.  

Deaths and Serious Adverse Events: There were no deaths in these trials. With respect to serious 
adverse events, the following is the sponsor’s tabulation of such events from all relevant studies 
(total n =395 for sertraline, 184 for placebo). 

Many of the events were psychiatric in nature. Because the sponsor’s tabulation permitted more 
than one adverse event term per patient, this reviewer examined the narrative summaries for the 
serious adverse events. There were a total of 4 sertraline patients and 2 placebo patients who 
engaged in self injurious behaviors of some kind, and there were a total of 6 sertraline subjects 
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(but no placebo subjects) who developed suicidality requiring hospitalization. For suicidal 
ideation or overt self-injury combined, there were 10 patients with such events for sertraline and 
2 for placebo, representing 2.5% and 1.1% of the total number of sertraline and placebo patients, 
respectively. Expressed as a rate per 100 person years, the incidence was 7.3 suicidal events per 
100 person years for sertraline, and  6.2 per 100 person years for placebo.   

Adverse Dropouts 

The following table, reproduced from the submission, summarizes the adverse events more 
frequently associated with discontinuation in the double-blind trials. Specifically, the events 
listed occurred in more than one sertraline patient, and in no more than one placebo patient. 

Common adverse event profile: To assess the profile of common adverse drug reactions, the 
combined data from the two placebo-controlled trials was used.  The adverse events meeting the 
usual definition of common and drug-related (i.e., absolute incidence > 5% and relative risk > 2) 
are shown below. 

   Incidence by treatment group 
Adverse event   Sertraline (n=189)  Placebo (n=184) 
Diarrhea 10.6% 3.8% 
Vomiting 8.5% 3.8% 
Anorexia 7.4% 2.2% 
Agitation 6.3% 2.2% 

Clinical laboratories: One patient (#3005) discontinued double blind sertraline treatment for 
elevated SGPT (approximately 2x ULN); this resolved after discontinuation. Patient #0001 in 
open label study R-0246 discontinued treatment because of hypokalemia which may have been 
related to diarrhea. 

The two placebo controlled trials provide the most informative data, by virtue of including a 
control group for comparison.  In the placebo-controlled trials, most of the clinically significant 
laboratory abnormalities were from urine dipstick tests, although 3 sertraline patients (versus one 
placebo patient) had low hematocrit. With respect to changes in mean laboratory values, the 
following comparisons were statistically significant:  
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Parameter Mean Change from Baseline
  Sertraline   Placebo 

Hct -0.3 +0.2 
Total bilirubin (mg/dl)  0.0 0.0 (sic) 
Uric acid (mg/dl) -0.7 +0.1 

These changes are of unclear clinical significance, in my opinion.   

Vital signs: As with clinical laboratories, the results from the two placebo controlled trials will 
be emphasized here because they allow comparisons to a placebo control. 

There were only a few instances of clinically significant changes in vital signs in the double 
blind trials.  For changes in weight, however, there were the following results: 

   Sertraline (n=187) Placebo (n=187) 
Weight Decrease > 7% 4.3% 0.6% 
Weight Increase > 7% 3.2% 5.6% 

When examined separately for children and adolescents, the weight change discrepancy between 
sertraline and placebo is greater for children: 

Children    Sertraline (n=84) Placebo (n=86) 
Weight Decrease > 7% 7.1% 0 
Weight Increase > 7% 3.6% 7.0% 

Adolescents    Sertraline (n=103) Placebo (n=94) 
Weight Decrease > 7% 1.9% 1.1% 
Weight Increase > 7% 2.9% 4.3% 

With respect to mean changes in vital signs, there were no statistically significant differences
 
between sertraline and placebo with respect to blood pressure or pulse in the double blind trials. 

In open label study R0246 mean blood pressure increased slightly by the end of treatment.    

However, mean change in weight at endpoint differed between treatments in both age groups: 


Children    Sertraline (n=84) Placebo (n=86) 

Mean change in weight (kg) -0.17 +0.98 (p-value =0.001) 


Adolescents    Sertraline (n=103) Placebo (n=94) 

Mean change in weight (kg) -0.55 +0.61 (p-value =0.001) 


[For comparison, as noted in the clinical review of the pediatric OCD supplement (Supplement 
17 submitted 12-19-96), in Study 498, the number of subjects having a weight loss of at least 7% 
was 5 of 92 for sertraline, and zero out of 95 for placebo.] 
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Electrocardiograms: Only qualitative results were presented in the original submission; i.e., there 
was no analysis of clinically significant changes or mean changes in intervals.  One sertraline 
subject showed QTc prolongation from 399 ms at baseline to 453 ms on sertraline.   

In response to a request from this Division, the sponsor submitted additional analyses of ECG 
data on 7-12-02. For this analysis the sponsor focused exclusively on the QTc interval, using 
data from the two controlled trials. For this analysis, ECG interval data was obtained from the 
ECG tracings in the following manner.  If the investigator or a cardiologist had read the ECG, 
those values were used. If not, the automated interval values generated by the ECG machine 
were used. If there was no such data from the ECG machine, Dr. Christopher Wohlberg of 
Pfizer read the ECG tracing (this applied to some 30 subject’s tracings).  The results were as 
follows: 

Treatment group Sertraline Placebo 
N 164 165 
Mean change from baseline in msec, QTc Fridericia  +2.9 +2.6 
Standard deviation 18.4 22.3 
p-value (ANCOVA) 0.69 

In addition, there were no significant differences between treatment groups for the numbers of 
patients exceeding clinically significant QTc threshold values (such as endpoint value > 500 
msec, increase from baseline >30 msec, etc.).   

The sponsor submitted further ECG analyses on 8-7-02.  This submission contained data on 
other ECG parameters (PR, QRS, and heart rate) for the same subjects (164 sertraline patients 
and 165 placebo patients). There were no statistically significant differences between treatment 
groups for mean changes from basline in length of the QRS or PR intervals, or for heart rate. 
This was true whether the analysis included all subjects, children alone, or adolescents alone.    
Pfizer also reported the numbers of patients exceeding the upper limit of normal for age on PR or 
QRS intervals. For PR interval, there were 4/164 sertraline treated patients with treatment-
emergent prolongation of the PR interval, compared to 0/165 placebo patients.  For the QRS 
duration, the number of patients with treatment-emergent QRS > 100 msec was 2/164 for 
sertraline and 3/165 for placebo. 

Finally, the sponsor provided a literature reference describing the effects of sertraline on the 
ECG parameters of children and adolescents (Wilens et al., 1999).1 This was a non-IND study, 
funded by NIH and Pfizer, of sertraline in the treatment of pediatric OCD.  The trial was a 
randomized, double blind, placebo controlled, parallel group study, 12 weeks in duration; 92 
subjects received sertraline and 95 placebo. The study employed a flexible dose design, with a 
mean final dose of sertraline of 167 mg/day. The authors found no statistically significant 
differences between the sertraline and placebo groups with respect to mean changes from 
baseline in the PR, QRS, or QTc intervals. 

1 Wilens TE, Biederman J, March JS, et al. Absence of cardiovascular effects of sertraline in children and 
adolescents. J Am Acad Child Adolesc Psychiatry 1999;38:573-577. 
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