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Appendix D, Table Sc (Continued)
Adverse Events Possibly or Probably Related to Misoprostol [1] By Center
[Safety Evaluable Patients]

Center: BORGATTA (#6)

Gestational Total Number Fisher's
Age Number of Pts exact Number  ----- -----e-ooeanoees Severity---------------c-eoaon
Body System/Event Group (2] of Pts w/Event p-value of Events Mild Moderate Severe Unknown
GASTRO- INTESTINAL SYSTEM DISORDERS (cont.)
VOMITING s63 Days (All) 64 13 (20%) 0.3300 16 6 (38%) 5 (31%) S  (31%) 0
549 Days (Group 1) 36 10 (28%) 13 S (38%) 4 {31¥%) 4  (31%) 0
50-56 Days (Group 2) 16 2 (13%) 2 1 (50%) 4] 1 (50%) 0
57-63 Days (Group 3) 12 1 (8%) 1 0 1 (100%) 0 0
RESPIRATORY SYSTEM DISORDIERS
ANY EVENT ) 563 Days (All) 64 1 (2%) 1.0000 1 1 (100%) 0 [+] 0
549 Days (Group 1) 36 1 (3%) 1 1 (100%) 0 0 0
50-56 Days (Group 2) 16 0 (] 0 0 o 0
57-63 Days (Group 3) 12 0 0 0 0 0 0
SINUSITIS s63 Days (All) 64 1 (2%) 1.0000 1 1 (100%) 0 0 [
549 Days (Group 1) 36 1 (3%) 1 1 (100%) 0 0 0
50-56 Days (Group 2) 16 V] 1] 0 0 0 0
57-63 Days (Group 3) 12 0 0 0 0 "] 0
RED BLOOD CELL DISORDERS
ANY EVENT 563 Days (All) 64 1 (2%) 1.0000 1 1 (100%) 0 0 0
s49 Days (Group 1) 36 1 (3%) 1 1 (100%) 0 0 0
50-56 Days (Group 2) 16 0 0 0 0 0 0
57-63 Days (Group 3} 12 0 0 [ 0 0 0
(1] Includes nausea, vomiting, diarrhea and abdominal pain reported during the post-misoprostol observation period and all events for which the-
relationship to study drug was reported as possibly or probably related to misoprostol or the combination of mifepristone and!misoprostol or
for which the relationship was not assessed.
(2] Gestational age group was assigned by the investigator based upon menstrual history, pelvic examination and vaginal ultrasonography.
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Appendix D, Table Sc (Continued)
Advergse Events Possibly or Probably Related to Misoprostol [1] By Center
[safety Evaluable Patients]

Center: BORGATTA (#6)

Gestational Total Number Fisher's
Age Number of Ppts exact Number  ---r--------s-anoon-oan Severity----------c--c---oanno
Body System/Event Group (2] of Pts w/Event p-value of Events Mild Moderate Severe Unknown
RED BLOOD CELL DISORDERS (cont.)
ANAEMIA 63 Days (All) 64 1 (2%) 1.0000 1 1 (100%) 0 (1] 0
49 Days (Group 1) 36 1 (3%) 1 1 (100%) 0 0 (4]
50-56 Days (Group 2) 16 0 0 0 0 0 0
57-63 Days (Group 3) 12 0 0 0 0 0 0
REPRODUCTIVE DISORDERS, FENALE
ANY EVENT ! 63 Days (All) 64 1 (2%) 1.0000 1 0 0 1 (100%) 0
549 Days (Group 1) 36 1 (3%) ' 1 0 ] 1 (100%) 0
50-56 Days (Group 2) 16 0 1} 0 0 0 0
57-63 Days (Group 3) 12 0 0 0 0 0 0
UTERINE DISORDER NOS 563 Days (All) 64 1 (2%) 1.0000 1 a 0 1 (100%) Q
549 Days (Group 1) 36 1 (3%) 1 0 0 1 (100%) 0
50-56 Days {(Group 2) 16 0 [ 0 0 0 0
57-63 Days (Group 3) 12 0 0 0 0 0 0
BODY AS A WHOLE - GENERAL DISORDERS
ANY EVENT 563 Days (All) 64 57 (89%) 0.3526 148 62 (42%) 55 (37%) 31 (21%) 0
%49 Days (Group 1) 36 30 (83%) 82 41 (50%) 26 (32%) 15 (18%) 0
50-56 Days (Group 2) 16 15 (94%) 36 10 (28%) 16  (44%) 10 (28%) 0
57-63 Days (Group 3) 12 12 (100%) 30 11 (37%) 13 (43%) 6 (20%) 0
{1] Includes nausea, vomiting, diarrhea and abdominal pain reported during the post-misoprostol obsemvation period and all events for which the
relationship to study drug was reported as possibly or probably related to misoprostol or the combination of mifepristone and misoprostol or
for which the relationship was not assessed.
(2] Gestational age group was assigned by the investigator based upon menstrual history, pelvic examination and vaginal ultrasonography.
Appendix A.1, Tables 16 and 25
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Appendix D, Table 5¢ (Continued)
Adverse Events Possibly or Probably Related to Misoprostol (1) By Center
{safety Evaluable Patients]

Center: BORGATTA (#6)

Gestational Total Number Fisher's
Age Number of Pts exact Number R R R R R Severity------------caanem oo
Body System/Event Group (2] of Pts  w/Event p-value of Events Mild Moderate Severe Unknown
BODY AS A WHOLE - GENERAL DISORDBRS (comt.)
ABDOMINAL PAIN 563 Days (All) 64 $7 (89%) 0.3526 131 33 (40%) 50 (38%) 28 (21¥) 0
<49 Days (Group 1) 36 30 (83W) 70 35 (S0%) 22 (11y) 13 (19%) 0
50-56 Days (Group 2} 16 15 (94%) 32 8 (25%) 15 (47%) 9 (28%) [+]
57-63 Days (Group 3) 12 12 (100%) 29 10 {34%) 13 (45%) 6 (21%) 0
BACK PAIN 563 Days (All) 64 4 (6%) 0.8096 6 3 (50%) 1 {17%) 2 (33W) 0
) =49 Days (Group 1) 36 3 (8%) 5 2 (40%) 1 (20%) 2 (40%) 0
50-56 Days (Group 2) 16 1 (6%) 1 1 (100%) 0 0 0
57-63 Days (Group 3} 12 0 "] 0 4] 0 0
FATIGUE s63 Days (All) 64 5 (8%) 1.0000 6 2 (33%) 4 (67%) 0 0
549 Days (Group 1) 36 3 (8%) 3 0 3 (100%) 0 0
50-56 Days (Group 2) 16 1 (6%) 2 1 (50%) 1 (50%) 0 0
57-63 Days (Group 3) 12 1 (8%) 1 1 (100%) 0 0 0
HOT FLUSHES 563 Days (All) 64 1 (2%) 1.0000 1 1 (100%) 0 Q 0
549 Days (Group 1} 36 1 (3%) 1 1 (100%) 0 0 0
50-56 Days (Group 2) 16 0 0 0 0 [} 0
57-63 Days (Group 3) 12 0 0 0 [¢] ] 0
LEG PAIN £63 Days (All) 64 2 (3%) 0.6875 2 1 (S0%) 0 1 (S0%) 0
%49 Days (Group 1) 36 1 (3%) 1 1 (100%) 0 0 0
50-56 Days (Group 2) 16 1 (6%) 1 0 [¢] 1 ’(100\) 0
57-63 Days (Group 3) 12 0 0 0 0 0. 0
) b
{1] Includes nausea, vomiting, diarrhea and abdominal pain reported during the post-misoprostol observation period and all events for which the
relationship to study drug was reported as possibly or probably related to misoprostol or the combination of mifepristone and misoprostol or
for which the relationship was not assessed.
(2] Gestational age group was assigned by the investigator based upon menstrual history, pelvic examination and vaginal ultrasonography.
| Appendix A.l1, Tables 16 and 25
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Appendix D, Table Sc (Continued)
Adverse Events Possibly or Probably Related to Misoprostol (1] By Center
[Safety Evaluable Patients]

Center: BORGATTA (#6)

Gestational Total Number Fisher's
Age Number of Pts exact Number  -------- ----cceeaeaann Severity-----------------o-

Body System/Event Group (2] of Pts w/Event p-value of Events Mild Moderate Severe uUnknown

BODY AS A WHOLB - GENBRAL DISORDERS (cont.)

MALAISE s63 Days (All) 64 1 (2%) 1.0000 1 1 (100%) 0 0 0
549 Days (Group 1) 36 1 (3%) 1 1 (100%) 0 0 0
50-56 Days (Group 2) 16 0 0 [o] 0 0 0
57-63 Days (Group 3) 12 0 0 o] 0 0 0

RIGORS 563 Days (All) 64 1 (2%) 1.0000 1 1 (100%) 0 ] 0

! <49 Days (Group 1) 36 1 (3%) 1 1 (100%) 0 ) 0
50-56 Days (Group 2) 16 0 0 0 0 o 0
$7-63 Days (Group 3) 12 o] o] [o] 0 0 [
RESISTANCE MECHANISM DISORDERS

ANY EVENT 563 Days (All) 64 1 (2%) 0.4375 1 0 1 (100%) 0 [¢
549 Days (Group 1) 36 0 0 0 0 0 0
50-56 Days (Group 2) 16 1 (6%) 1 0 1 (100%) 0 0
57-63 Days (Group 3) 12 0 0 0 (] 0 0

INFECTION VIRAL s63 Days (All) 64 1 (2%) 0.4375 1 0 1 (100%) 0 0
549 Days (Group 1) 36 V] 0 0 0 0 0
50-56 Days (Group 2) 16 1 (6%) 1 0 1 (100%) 0 0
57-63 Days (Group 3) 12 0 0 0 0 0 0

|

1) Includes nausea, vomiting, diarrhea and abdominal pain reported during the post-misoprostol observation period and all events for which the'
relationship to study drug was reported as possibly or probably related to misoprostol or the combination of mifepristone and&misoproatol or
for which the relationship was not assessed.

{2) Gestational age group was assigned by the investigator based upon menstrual history, pelvic examination and vaginal ultrasonography.

Appendix A.1, Tables 16 and 25
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Appendix D, Table S5c (Continued)
Adverse Events Possibly or Probably Related to Misoprostol (1] By Center
{Safety Evaluable Patients]

Center: MALLOY (¥7)

Gestational Total Number Fisher'
Age Number of Pts exact Number  ------------o--anaonnnn Severity------------------ovon
Body System/Event Group (2] of Pts w/Event p-value of Events Mild Moderate Severe Unknown
ANY EVENT 563 Days (All) 52 52 (100%) 259 100 (39%) 92 (36%) 67 (26¥%) [}
s49 Days (Group 1) 19 19 (100%) 84 31 (37%) 28  (33%) 25 (30%) 0
50-56 Days (Group 2) 11 11 (100%) S8 27  (47%) 21 (36%) 10 (17%) 0
57-63 Days (Group 3) 22 22 (100%) 117 42  (36%) 43 (37%) 32 (27%) 0
CENTR & PERIPH NERVOUS SYSTEM DISORDERS
ANY EVENT ) 563 Days (All)} 52 11 (21%) 0.7522 26 11 (42¥%) 11 {42%) 4 (15%) 0
549 Days (Group 1) 19 3 (16%) . S 1 (20%) 4 (80%) 0 0
50-56 Days (Group 2) 11 3 (27%) 6 5 (83%) 0 1 (17%) 0
57-63 Days {(Group 3) 22 5 (23%) 15 S (33%) 7 (47%) 3 (20%) 0
DIZZINESS 563 Days (All) 52 4 (8%) 1.0000 7 4 (57%) 2 (29%) 1 (14%) Y
49 Days (Group 1) 19 1 (5%) 1 o] 1 (100%) 0 o}
'l 50-56 Days (Group 2) 11 1 (9%) 1 1 (100%) 0 0 0
: 57-63 Days (Group 3) 22 2 (9%) S 3 (60%) 1 (20%) 1 (20%) 0
HEADACHE 563 Days (All) 52 9 (17%) 0.5764 19 7 (37%) 9  (47%) 3 (16%) Y
s49 Days (Group 1) 19 3 (16%) 4 1 (25%) 3 (75%) 0 0
50-56 Days (Group 2) 11 3 (27%) 4 (80%) 0 1 (20%) 0
57-63 Days (Group 3) 22 3 (14%) 10 2 (20%) 6 (60%) 2 (20%) 0
GASTRO-INTESTINAL SYSTEN DISORDERS .
ANY EVENT 63 Days (All) 52 315 (67%) 1.0000 76 30 (39%) 22 (29%) 24, (32yw) 0
s49 Days (Group 1) 19 13 (68%) .23 8 (35%) 6 (26%) 9 - (39%) 0
50-56 Days (Group 2) 11 7 (64%) 18 10 (56%) 6 h(33w) 2 (11%) 0
57-63 Days (Group 3) 22 15 (68%) 35 12 (34%) 10 (29%) 13 (37%) (4]
(1) Includes nausea, vomiting, diarrhea and abdominal pain reported during the post-misoprostol observation period and all events for which the
relationship to study drug was reported as possibly or probably related to misoprostol or the combination of mifepristone and misoprostol or
for which the relationship was not assessed.
{2) Gestational age group was assigned by the investigator based upon menstrual history, pelvic examination and vaginal ultrasonography.
Appendix A.1, Tables 16 and 25
J:\USA\166A\SASPGMS\apdxd\final\ade3.SAS 24NOV98:16:20 FINAL
o,
w L
w

MIF 006905



The Population Council pPage 47 of 53
Protocol 166A

Appendix D, Table Sc (Continued)
Adverse Events Possibly or Probably Related to Misoprostol (1] By Center
[safety Evaluable Patients]

Center: MALLOY (#7)

Gestational Total Number Fisher's
Age Number of Pts exact Number  ------=-----mcoocooooo- Severity---------------csoo-o-
Body System/Event Group (2] of Pts w/Event p-value of Events Mild Moderate Severe Unknown
GASTRO-INTESTINAL SYSTEN DISORDERS (cont.)
CONSTIPATION 563 Days (All) 52 1 (2%) 1.0000 1 0 0 1 (100%) 0
‘ s49 Days (Group 1) 19 0 0 0 0 0 0
50-56 Days (Group 2) 11 0 0 0 0 0 [}
57-63 Days (Group 3) 22 1 (5%) 1 0 0 1 (100%) 0
DIARRHEA s63 Days (All) 52 10 {19%) 0.7388 11 S (45%) 3 (27%) 3 (27v) 0
! 549 Days (Group 1) 19 4 (21v) 4 2 (50%) 2 (50%) 0 0
50-56 Days (Group 2) 11 1 (9%) 1 1 (100%) 0 0 0
57 -63 Days (Group 3) 22 S (23%) 6 2 (33%) 1 (17%) 3 (50%) 0
NAUSEA <63 Days (All) 52 33 (63%) 0.8720 43 17 (40%) 11 (26%) 15 (35%%) 0
549 Days (Group 1} 19 11 (58%) 14 S (36%) 1 (7%) 8 (57%) 0
50-56 Days (Group 2) 11 7 (64%) 11 6 (55%) 4 (36%) . 1 (9%) ]
57-63 Days (Group 3) 22 15 (68%) 18 6 (33%) 6 (33%) 6 (33%) 0
VOMITING %63 Days (All) 52 15 (29%) 0.9255 21 8 (38%) 8 (38%) 5 (24%) [}
=49 Days (Group 1) 19 S (26%) S 1 {(20%) 3 (60%) 1 (20%) Qo
50-56 Days (Group 2} 11 3 (27%) 6 3 (50%) 2 (33W) 1 (17%) 0
$7-63 Days (Group 3) 22 7 (32%) 10 4 (40%) 3 (30%) 3 (30%) 0
| RED BLOOD CELL DISORDERS
ANY EVENT $63 Days (All) 52 2 (4%) 0.0415 2 1 (50%) 1 (50%) 0 0
s49 Days (Group 1) 19 0 0 0 0 0’ 0
50-56 Days (Group 2) 11 2 (18%) ‘2 1 (50%) 1 l(so\) 0 0
57-63 Days (Group 3) 22 0 0 o 0 0 4]
{1} Includes nausea, vomiting, diarrhea and abdominal pain reported during the post-misoprostol observation period and all events for which the
relationship to study drug was reported as possibly or probably related to misoprostol or the combination of mifepristone and misoprostol or
| for which the relationship was not assessed.
[2] Gestational age group was assigned by the investigator based upon menstrual history, pelvic examination and vaginal ultrasonography.
| Appendix A.1, Tables 16 and 25
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Appendix D, Table 5c¢ {(Continued)
Adverse Events Possibly or Probably Related to Misoprostol ({1} By Center
[Safety Evaluable Patients)

Center: MALLOY (#7)

Gestational Total Number Fisher's
Age Number of Pts exact Number  ---------=--c-mae o Severity---------- ------------
Body System/Event Group (2] of Pts  w/Event p-value of Events Mild Moderate Severe Unknown
RED BLOOD CBLL DISORDERS (cont.)
ANAEMIA £63 Days (All) 52 2 (4%) 0.0415 2 1 (S0%) 1 (50%) 0 [
<49 Days (Group 1) 19 [V 0 0 0 0 0
50-56 Days (Group 2) 11 2 (18%) 2 1 (50%) 1 (50%) 0 0
57-63 Days (Group 3) 22 0 0 0 0 ] 0
URINARY SYSTEM DISORDERS
ANY EVENT . . s63 Days (All) 52 1 (2%) 1.0000 2 1 (50%) 0 1 (50%) 0
549 Days (Group 1) 19 0 0 0 o] 0 0
50-56 Days (Group 2) 11 0 0 0 0 0 0
57-63 Days (Group 3) 22 1 (5%) 2 1 (50%) 0 1 (50%) 0
URINARY TRACT INFECTION s63 Days (All) 52 1 (2%) 1.0000 2 1 (50%) 0 1 (50%) 0
549 Days (Group 1) 19 0 0 0 0 0 0
50-56 Days (Group 2) 11 0 0 0 ] 0 0
57-63 Days (Group 3) 22 1 (5%) 2 1 (50%} [ 1 (50%) 0
REPRODUCTIVE DISORDERS, FEMALR
ANY EVENT 563 Days (All) 52 1 (2%) 0.2115 1 0 1 (100%) 0 [
s49 Days (Group 1) 19 0 0 0 0 0 0
50-56 Days (Group 2) 11 1 (9%) 1 0 1 (100%) 0 0
57-63 Days (Group 3) 22 0 0 0 0 (1] 0
{1] Includes nausea, vomiting, diarrhea and abdominal pain reported during the post-misoprostol observation period and all events for which the
relationship to study drug was reported as possibly or probably related to misoprostol or the combination of mifepristone andl misoprostol or
for which the relationship was not assessed.
[2) Gestational age group was assigned by the investigator based upon menstrual history, pelvic examination and vaginal ultrasonography.
Appendix A.1, Tables 16 and 25
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Appendix D, Table S5c (Continued)
Adverse Events Possibly or Probably Related to Misoprostol [1] By Center
[safety Evaluable Patients]

Center: MALLOY (#7)

Gestational Total Number Fisher's
Age Number of Pts exact Number  -------c---eeseicioano- severity---------------- oo
Body System/Event Group (2] of Pts w/Event p-value of Events Mild Moderate Severe Unknown
REPRODUCTIVE DISORDERS, PEMALE (coat.)
VAGINITIS 563 Days (All) 52 1 (2%) 0.2115 1 0 1 (100%) 0 0
%49 Days (Group 1) 19 0 0 0 0 ] 0
50-56 Days (Group 2) 11 1 (9%) 1 0 1 (100%) 0 0
§7-63 Days (Group 3) 22 o} 0 0 0 0 0
BODY AS A WHOLE - GENERAL DISORDERS
ANY EVENT ' %63 Days (All) 52 51 (98%) 1.0000 152 57 (38%) $7 (38%) 38 (25%) 0
s49 Days (Group 1) 19 19 (100%) ’ 56 22 (39%) 18  (32%) 16 (29%) 0
50-56 Days (Group 2) 11 11 (100%) 31 11 (35%) 13 (42%) 7 (23%) 4]
$7-63 Days (Group 3) 22 21 (95%) 65 24 (37%) 26 (40%) 15  (23%) 0
ABDOMINAL PAIN <63 Days (All) 52 50 (96%) 0.50213 142 S5 (39%) 50 (35%) 37 (26%) 4]
s49 Days (Group 1} 19 19 (100%) 54 22 (41%) 16 (30%) 16 (30%) 0
§0-56 Days (Group 2) 11 11 (100%) 28 10 (36%) 12 (43%) 6 (21%) 0
57-63 Days (Group 3) 22 20 (91%) 60 23 (38%) 22 (37%) 15 (25%) 0
BACK PAIN s63 Days (All) 52 7 (13%) 0.0838 7 2 (29W) 5 (71%) 0 0
s49 Days (Group 1) 19 0 (1] Q 1] ] 0
50-56 Days (Group 2) 11 2 (18%) 2 1 (50%) 1 (50%) [4] o
57-63 Days (Group 3) 22 5 (23%) 5 1 (20%) 4 (80%) (1] "]
LEG PAIN £63 Days (All) 52 1 (2%) 0.5769 2 0 2 (100%) 0 0
549 Days (Group 1) 19 1 (5%) 2 0 2 (100%) 0 0
S0-56 Days (Group 2) 11 0 ¢ 0 0 o ] 0
W
57-63 Days (Group 3) 22 0 0 0 0 (1] 0
| [1) Includes nausea, vomiting, diarrhea and abdominal pain reported during the post-misoprostol observation period and all events for which the
| relationship to study drug was reported as possibly or probably related to misoprostol or the combination of mifepristone and misoprostol or
for which the relationship was not assessed.
{2] Gestational age group was assigned by the investigator based upon menstrual history, pelvic examination and vaginal ultrasonography.
Appendix A.1l, Tables 16 and 25
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Appendix D, Table Sc (Continued)
Adverse Events Possibly or Probably Related to Misoprostol {1) By Center
[safety Evaluable Patients]

Center: MALLOY (#7)

Gestational Total Number Fisher's
Age Number of Pts exact Number - ------=---- “------==-- Severity----------- - ccccoos
Body System/Event Group [2) of Pts w/Event p-value of Events Mild Moderate Severe Unknown
BODY AS A WHOLE - GENERAL DISORDERS (cont.)
RIGORS s63 Days (All) 52 1 (2%) 0.2115 1 0 0 1 (100%) 0
s49 Days (Group 1) 19 (] (4] 0 0 1] 0
50-56 Days (Group 2) 11 1 (9%) 1 0 0 1 (100%) 0
57-63 Days (Group 3} 22 0 (] (] [] ] 0
{1] Includes nausea, vomiting,, diarrhea and abdominal pain reported during the post -migoprostol observation period and all events for which the
relationship to study drug was reported as possibly or probably related to misoprostol or the combination of mifepristone and misoprostol or
for which the relationship was not assessed.
{2) Gestational age group was assigned by the investigator based upon menstrual history, pelvic examination and vaginal ultrasonography.
) !
Appendix A.l, Tables 16 and 25
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Appendix D, Table Sc (Continued)
Adverse Events Possibly or Probably Related to Misoprostol [1] By Center
[Safety Evaluable Patients]

Center: ROTHENBERG (#8)

Gestational Total Number Fisher's
Age Number of Pts exact Number  ----------ccso-maonoe Severity----------------rcooo o
Body System/Event Group (2] of Pts w/Event p-value of Events Mild Moderate Severe Unknown
ANY EVENT s63 Days (All) 21 17 (81¥%) 0.2919 51 20 (39%) 19 (37%) 12 (24%) [
549 Days (Group 1) 13 9 (69%) 23 13 (57%) 7 (30w) 3 (13%) 4]
50-56 Days (Group 2) 5 5 (100%) 18 4 (22%) 8 (44%) 6 (33%) ]
57-63 Days (Group 3) 3 3 (100%) 10 3 (30%) 4 (40%) 3 (30W) 0
CENTR & PERIPH NERVOUS SYSTEN DISORDERS
ANY EVENT ! 563 Days (All) 21 4 (19%) 0.1724 4 o 3 (75%) 1 (25%) [+
s49 Days (Group 1) 13 1 (8%) 1 [ 1 (100%) 1] 0
50-56 Days (Group 2) 5 2 (40%) 2 o] 1 (50%) 1 (50%) 0
57-63 Days (Group 3) 3 1 (33%) 1 o 1 (100%) Q 0
HEADACHE s63 Days (All) 21 4 (19%) 0.1724 4 0 3 (75%) 1 (25%) 0
%49 Days (Group 1) 13 1 (8%) 1 o] 1 (100%) 0 0
50-56 Days (Group 2) S 2 (40%) 2 (o] 1 (50%) 1 (50%) 0
57-63 Days {(Group 3) 3 1 (33%) 1 (o] 1 (100%) [} 0
GASTRO-INTESTINAL SYSTEN DISORDERS
ANY EVENT 63 Days (All) 21 12 (57%) 0.3140 21 12 (57%) 6 (29V) 3 (14%) 0
549 Days (Group 1) 13 6 (46%) 13 8 (62%) 3 (23%) 2 (15%) 0
50-56 Days (Group 2) S 3 (60%) 4 1 (25%) 2 (50%) 1 (25%) 0
57-63 Days {(Group 3) 3 3 (100%) 4 3 (75%) 1 (25%) 0 (]
' I
[1} Includes nausea, vomiting, diarrhea and abdominal pain reported during the post-misoprostol observation period and all events for which the
relationship to study drug was reported as possibly or probably related to misoprostol or the combination of mifepristone and misoprostol or
for which the relationship was not assessed.
{2) Gestational age group was assigned by the investigator based upon menstrual history, pelvic examination and vaginal ultrasonography.
Appendix A.1l, Tables 16 and 25
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Appendix D, Table 5c¢ (Continued)
Adverse Events Possibly or Probably Related to Misoprostol (1] By Center
[safety Evaluable Patients]

. Center: ROTHENBERG (#8)

Gestational Total Number Fisher's
Age Number of Pts exact Number  -------=---------"----- Severity------------oeoeooms
Body System/Event Group [2] of Pts  w/Event p-value of Events Mild Moderate Severe Unknown
GASTRO-INTESTINAL SYSTEM DISORDBRS (comt.)
DIARRHEA $63 Days (All) 21 5 (24%) 0.7892 6 4 (67%) 2 (323%) 0 0
49 Days (Group 1) 13 4 (31W) 5 3 (e0%) 2 (40W) 0 0
50-56 Days (Group 2) 5 1 (20%) 1 1 (100%) 0 0 0
$7-63 Days (Group 3) 3 0 0 0 0 0 0
NAUSEA s63 Days (All} 21 8 (38%) 0.0394 11 7 (64%) 2 (18%) 2 (18%) 0
! 549 Days (Group 1) 13 3 (23W) 6 4 (67%) 1 (17%) 1 (17%) 0
50 56 Days (Group 2) 5 2 (40%) , 2 0 1 (50%) 1 (50%) 0
57-63 Days (Group 3) 3 3 (100%) 3 3 (100%) 0 0 0
VOMITING 563 Days (All) 21 4 (19%) 0.7611 4 1 (25%) 2 (50%) 1 (25%) 0
<49 Days (Group 1) 13 2 (15%) 2 1 (50%) 0 1 (50%) 0
50-56 Days (Group 2) S 1 (20%) 1 0 1 (100%) 0 0
. 57-63 Days (Group 3) 3 1 (33%) 1 0 1 (100%) "] 0
i
BODY AS A WHOLE - GENERAL DISORDERS
ANY EVENT 563 Days (All) 21 15 (71%) 0.0652 26 8 (31W) 10 (38%) 8 (31%) 0
s49 Days (Group 1) 13 7 (54%) 9 5 (56%) 3 (33y) 1 (11%) 0
50-56 Days (Group 2) 5 S (100%) 12 3 (25%) 5 (42%) 4 (33%) 0
57-63 Days (Group 3) 3 3 (100%) S 0 2 (40%) 3 (60%) 0
ABDOMINAL PAIN 63 Days (All) 21 15 (71%) 0.0652 25 8 (32%) 9 (36%) 8 (32%) 0
£49 Days (Group 1) 13 7 (54%) 9 s (56%) 3 (33%) 1., (11%) 0
50-56 Days (Group 2) 5 5 (100%) 11 3 (27%) 4 (36%) 4 (36%) 0
57-63 Days (Group 3) 3 3°(100%) 5 0 2 L(40‘) 3 (60%) 0
(1] Includes nausea, vomiting, diarrhea and abdominal pain reported during the post-misoprostol observation period and all events for which the
relationship to study drug was reported as possibly or probably related to misoprostol or the combination of mifepristone and misoprostol or
for which the relationship was not assessed.
| (2] Gestational age group was assigned by the investigator based upon menstrual history, pelvic examination and vaginal ultrasonography.
Appendix A.1, Tables 16 and 25
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Appendix D, Table Sc¢ (Continued)
Adverse Events Possibly or Probably Related to Misoprostol (1] By Center
[safety Evaluable Patients]

Center: ROTHENBERG (#8)

page S3 of 53

Gestational Total Number Fisher's
Age Number of Pts exact Number  «--------------eeooo-a~ Severity--------------- -
Body System/Event Group (2] of Pts  w/Event p-value of Events Mild Moderate Severe Unknown
BODY AS A WHOLE - GENERAL DISORDERS (cont.)
BACK PAIN s63 Days (All) 21 1 (5%) 0.3810 1 0 1 (100%) 0 0
549 Days (Group 1) 13 0 0 0 4] 0 0
50-56 Days (Group 2) 5 1 (20%) 1 0 1 (100%) 0 0
57-63 Days (Group 3) 3 0 0 0 1] 0 0
[1] Includes nausea, vomiting,' diarrhea and abdominal pain reported during the post-misoprostol observation period and all events for which the
relationship to study drug was reported as possibly or probably related to misoprostol or the combination of mifepristone and misoprostol or
for which the relationship was not assessed.
12} Gestational age group was assigned by the inveatigator based upon menstrual history. pelvic examination and vaginal ultrasonography.
' !
" Appendix A.1, Tables 16 and 25
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APPENDIX C
THE POPULATION COUNCIL PROTOCOL 166B

B. PROTOCOL COVER SHEET
Study Phase: III

Name of Drug:
Active Ingredient: Mifepristone
Dosage: 600 mg -
Route of Administration: oral
Duration of Treatment: single dose

Objective: the study was conducted to evaluate the effectiveness, safety, acceptability,
feasibility of using mifepristone and misoprostol in a setting within the United States
health care system for the induction 6f abortion in women whose duration of amenorrhea
was no more than 63 days.

Patient Population: women at least 18 years of age who were < 63 days from onset of
their last menstrual period and who requested a voluntary termination of pregnancy.

Structure: open-label, single treatment group with patients stratified by gestational age
(=49, 50 - 56, 57 - 63 days).
Multicenter: yes
Number of Centers: 9
Common Training: yes
Blinding: none

Method of Patient Assignment: all patients were assigned to treatment Wlth 600 mg
mifepristone and 400 pg misoprostol.

Concurrent Control: none
Estimated Total Sample Size: 1050

Statistical Rationale Provided: no =

Primary Efficacy Variable: propomon of patients with complete expulsion of the
products of conception.

Adverse Reactions: observed/volunteered
Plan for Data Analysis: yes.

The Population Council Protocol 166B
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APPENDIX C
THE POPULATION COUNCIL PROTOCOL 166B
STUDY PROTOCOL AND AMENDMENTS AND GENERAL INFORMATION

A. Date Protocol Filed to: ™ —— ind Dates Amended:
Date Filed: August 3, 1994
Dates Amended: November 2, 1994
May 5, 1995

B. Protocol Cover Sheet

C. Protocol, Protocol Amendments, Sample Informed Consent Form, and Case
Report Forms

D. Mifepristone and Misoprostol Drug Lot Numbers

Mifepristone: JMP25524-109 (all centers)
Misoprostol:

Center 21: 4P456, 4P457
~  Center 22: 04H437, 4H438, 4H438A, 4N451
Center 23: 4F434, 4N454, 5B468
Center 24: 4F434, 45459, 45462, 5B468
Center 25: 4N453
Center 26: 4F434, 4F435, 4K446, 45462
Center 27: 3P411, 4P456, 45459, 5C476, SD479
Center 28: 4P455, 4P456, 45459, SD479
Center 29: 4H438A

E. Publications Based on the Study

Spitz IM, Bardin CW, Benton L, Robbins A. Early pregnancy termination with

mifepristone and misoprostol in the United States. New Engl J Med
1998;338:1241-7. '

Winikoff B, Ellertson C, Elul B, Sivin I for the mifepristone clinical trials group. °
Acceptability and feasibility of early pregnancy termination by mifepristone -

misoprostol: results of a large multicenter trial in the United States. Arch Fam
Med 1998;7:360-6.
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The Population Council Page 1 of 120
Protocol 1668

Appendix D, Table Sa
Adverse Events [1] By Center
[Safety Evaluable Patients)

Center: POINDEXTER (#21)

Gestational Total Number Fisher's
Age Number of Pts exact Number - ------eee--n o Severity----------- oo o
Body System/Event (2] Group (3] of Pts  w/Event p-value of Events Mild Moderate Severe Unknown
L ]
ANY EVENT 563 Days (All) 71 71 (100%)  ------ 357 151  (42%) 160 (45%) 46 (13%) 0
s49 Days (Group 1) 28 28 (100%) 112 50 (45%) 57 (51%) 5 (4%) 0
50-56 Days (Group 2) 26 26 (100%) 128 s2  (41%) 52 (41%) 24 (19%) 1]
§7-63 Days (Group 3) 17 17 (100%) 117 49 (42%) 51 (44%) 17 (15%) [}
SKIN AND APPENDAGES DISORDERS
ANY EVENT ' s63 Days (All) 71 1 (1%) 0.2394 il 0 1 (100%) 0 0
' s49 Days (Group 1) 28 0 o 0 0 ' 0 0
' 50-56 Days (Group 2) 26 0 0 0 (] 0 0
$7-63 Days (Group 3) 17 1 (6%) 1 0 1 (100%) 0 [}
SWEATING INCREASED s6) Days (All) 71 1 (1%) 0.2394 1 0 1 (100%) 0 0o
549 Days (Group 1) 28 0 ] 0 0 (] 0
50-56 Days (Group 2) | 26 0 0 0 i 0 0 [}
$7-63 Days (Group 3} 17 1 (6%) 1 0 1 (100%) 0 0
CENTR & PERIPH NERVOUS SYSTEN DISORDERS
ANY EVENT 563 Days (All) 71 28  (39%) 0.0057 42 15  (36¥%) 19 (4S%) 8 (19%) [}
s49 Days (Group 1) 28 15 (54%) 16 7 (44%) 7 (44%) 2 (13W) (]
$0-56 Days (Group 2) 26 4 (15%) 7 1 (14%) 3 (43%) 3 (43%) o
$7-63 Days (Group 3) 17 9 (53%) 19 7 (37%) 9 (47%) 3 (16%) 0
' |
{1) Includes all adverse events reported at any point in the study, regardless of causality. .
[2) NOS = Not otherwise specified
{3) Gestational age group was assigned by the investigator based upon menstrual history, pelvic examination and vaginal ultrasonography.
(4] Events in this body system occurred during the study blood sampling.
Source Data: Appendix A.1, Tables 16 and 25
J:\USA\166B\SASPGMS\apdxd\final\adel.SAS 3I0NOV98:10:44 ' FINAL
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The Population Council

Protocol 166B

Center: POINDEXTER (#21)

Appendix D, Table Sa (Continued)
Adverse Events (1] By Center
{Safety Evaluable Patients]

Page 2 of 120

Gestational Total Number Fisher's
Age Number of Pts exact Number - -----------sananonn Severity--------- oo
Body System/Event (2] Group (3) of Pts  w/Event p-value of Events Mild Moderate Severe Unknown
CENTR & PERIPH NERVOUS SYSTEM DISORDERS (comnt.)
DIZZINESS 563 Days (All) 71 3 (a¥%) 0.0119 4 1 (25%) 2 (50%) 1 (25%) 0
s49 Days (Group 1) 28 0 0 0 0 0 0
50-56 Days (Group 2) 26 0 0 0 [ 0 0
57-63 Days (Group 3) 17 3 (18%) 4 1 (25%) 2 (50%) 1 (25%) 0
HEADACHE s63 Days (All) 71 26 {(37%) 0.0145 36 14 (39%) 16  (44%) 6 (17%) 0
s49 Days (Group 1) 28 14 (50%) 15 7 (47%) 7 (47%) 1 (7%) [
50-56 Days (Group 2) 26 4 (15%) 7 1 (14%) 3 (43w) 3. (43%) 0
§7-63 Days (Group 3) 17 8 (47%) 14 6 (43%) 6 (43v) 2 (14%) 1}
MIGRAINE s63 Days (All) 71 2 (3%) 0.7070 2 0 1 (50%) 1 (50%) 0
549 Days (Group 1) 28 1 (4%) 1 0 0 1 (100%) 0
i 50-56 Days (Group 2) 26 0 0 0 0 0 0
: . $7-63 Dayse (Group 3) 17 1 (6%) 1 0 1 (100%) 0 0
PSYCHIATRIC DISORDERS .
ANY EVENT 563 Days (All) 71 s (%) 0.7284 10 6 (60%) 3 (30%) 1 (10%) 0
s49 Days (Group 1) 28 2 (7%) 3 2 (67%) 1 (33%) 0 0
50-56 Days (Group 2) 26 1 (4%) 4 4 (100%) [V} 0 0
57-63 Days (Group 13) 17 2 (12%) 3 0 2 (67%) 1 (33%) 0
ANXIETY 263 Days (All) 71 3 (4%) 1.0000 6 5 (83%) 1 (17%) 0 0
s49 Days (Group 1) 28 1 (aW) ; 1 1 (100%) 0 0 0
50-56 Days (Group 2) 26 1 (4%) | 4 4 (100%) 0 V] (]
57-63 Days (Group 3) 17 1 (6%) 1 4 1 (100%) 0 0
(1) Includes all adverse events reported at any point in the study, regardless of causality.
[2) NOS = Not otherwise specified
(3] Gestational age group was assigned by the investigator based upon menstrual history, pelvic examination and vaginal ultrasonography.
[4) Events in this body system occurred during the study blood sampling.
Source Data: Appendix A.1, Tables 16 and 25
J:\USA\166B\SASPGMS\apdxd\final\adel.SAS 30NOV98:10:44 FINAL
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The Population Council
Protocol 166B

Center: POINDEXTER (#21)

Appendix D, Table S5a (Continued)
Adverse Events (1) By Center
[safety Evaluablie Patients)

page 3 of 120

Gestational Total Number Fisher's
Age Number of Pts exact Number  ----:--=-escm-aaa e Severity------- - e
Body System/Event (2) Group {3} of Pts  w/Event p-value of Events Mild Moderate Severe Unknown
PSYCHIATRIC .DISOIDDI {cont.)
INSOMNIA 563 Days (All) 71 3 (4%) 0.4523 4 1 (25%) 2 (50%) 1 (25%) 0
49 Days (Group 1) 28 2 (W) 2 1 (so0%) 1 (50%) 0 0
50-56 Days (Group 2) 26 0 0 4] [ 0 0
57-63 Days (Group 3) 17 1 (6%) 2 0 1 (50%) 1 (50%) 0
GASTRO-INTBSTINAL SYSTEM DISORDERS
ANY EVENT , 563 Days (All) 71 52 (73%) 0.1254 123 Si ‘(41\) 53 (43\)\ 19 (15%) 0
549 Days (Group 1) 28 17  (61%) 30 14 (47%) 14 (474) 2. () ]
50-56 Days (Group 2) 26 20 (77%) 50 18 (36%) 21 (42%) 11 (22%) 0
$7-63 Days (Group 3) 17 15 (88%) 43 19  (44%) 18 (42%) 6 (14%) 0
ABDOMINAL PAIN (STOMACH AND INTESTINAL) 563 Days (All) 71 2 (3%) 1.0000 2 1 (50%) 0 1 (50%) 0
s49 Days (Group 1) 28 1 (4%) 1 1 (100%) [} 0 [}
$0-56 Days (Group 2) 26 1 (4%) 1 0 0 1 (100%) [
57-63 Days (Group 3) 17 4] 0 0 0 0 0
DIARRHEA s63 Days (All) 71 8 (11%) 0.6427 10 6 (60%) 3 (30%) 1 (10%) 0
549 Days (Group 1) 28 2 (7%) 3 2 (67%) 0 1 (33%) 0
50-56 Days (Group 2) 26 4 (15%) S 3 (60%) 2 (40V%) 0 0
57-63 Days (Group 3) 17 2 (12%) 2 1 (50%) 1 (50%) 0 0
DYSPEPSIA s63 Days (All) 71 2 (3%) 0.5155 2 1 (50%) 0 1 (50%) 0
549 Days (Group 1) 28 0 0 0 ] 0 0
$0-56 Days (Group 2) 26 1 (4%) 1 0 0 1 (100%) 0
57-63 Days (Group 3) 17 1 (6%) ‘ 1 (100%) 0 0 0
{1] Included all adverse events reported at any point in the study, regardless of causality.
[2] NOS = Not otherwise specified
(3} Gestational age group was assigned by the investigator based upon menstrual history, pelvic examination and vaginal ultrasonography.
(4] Events in this body system occurred during the study blood sampling.
Source Data: Appendix A.l, Tables 16 and 25
J:\USA\166B\SASPCMS\apdxd\final\adel.SAS 30NOV98:10:44 FINAL
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The Population Council
Protocol 166B

Center: POINDEXTER (#21)

Appendix D, Table 5a (Continued)
Adverse Events (1] By Center
[Safety Evaluable Patients)

l
Page 4 of 120

Gestational Total Number Fisher's
Age Number of Pts exact Number - - ----------c-ooooon Severity------ . see e
Body System/Event (2) Group (3] of Pts w/Event p-value of Events Mild Moderate Severe Unknown
GASTRO-INTESTINAL SYSTEM DISORDERS (cout.)
FLATULENCE s63 Days (All) 71 3 (4%) 0.6115% 3 2 (67%) 1 (33%) 0 0
549 Days (Group 1) 28 1 (4%) 1 1 (100%) 0 0 0
50-56 Days (Group 2) 26 2 (8%) 2 1 (s0%) 1 (50%) 0 0
57-63 Days (Group 3) 17 0 0 0 0 0 0
NAUSEA 563 Days (All) 71 42  (59%) 0.3779 67 27  (40%) 30 (45%) 0 (15%) 0
) s49 Days (Group 1) 28 14 (50%) 17 7 (41%) 9 (53%) 1 (6%) 0
50-56 Days (Group 2) 26 16 {62%) 24 9 (38%) 10 (4?\) S (21%) 0
§7-63 Days (Group 3} 17 12 (71%) 26 11 (42%) 11 (42%) 4 (15%) 0
VOMITING 563 Days {All) 71 25 (35%) 0.1310 39 14 (36%) 19 (49%) 6 (15%) 0
s49 Days (Group 1) 28 6 (21%) 8 3 (3s8%) s (63%) 0 (]
S0-56 Days (Group 2) 26 11 (42%) 17 5 (29%) 8 (47%) 4 (24%) [}
57-63 Days (Group 3) 17 8 (47v) 14 6 (43%) 6 (43%) 2 (14W) 0
VASCULAR (RXTRACARDIAC) DISORDERS
ANY EVENT s63 Days (All) 71 1 (1%) 0.6056 1 0 1 (100%) 0 0
s49 Days (Group 1) 28 0 0 0 0 0 0
50-56 Ddys (Group 2) 26 1 (4y) 1 0 1 (100%) 0 0
57-63 Days (Group 3) 17 0 ' 0 0 0 0 0
FLUSHING «63 Days (All) 71 1 (1%} 0.6056 1 0 1 (100%) 0 0
s49 Days (Group 1) 28 0 0 0 0 0 0
$0-56 Days (Group 2) 26 1 (4w 1 0 1 (100%) b 0
$7-63 Days (Group 3) 17 0 0 0 0 0 0
{1] Includes all adverse events reported at any point in the study, regardless of causality.
[2] NOS = Not otherwise specified |
(3] Gestational age group was assigned by the investigator based upon menstrual history, pelvic examination and vaginal ultrasonography.
{4) Events in this body eystem occurred during the study blood sampling.
Source Data: Appendix A.1l, Tables 16 and 25
J:\USA\166B\SASPGMS\apdxd\final\adel.SAS 3I0ONOV98:10:44 | l FINAL
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The Population Council Page 5 of 120
Protocol 166B

Appendix D, Table 5a (Continued)
Adverse Events [1]) By Center .
[safety Bvaluab}e Patients) !

Center: POINDEXTER (¥21)

Gestational Total Number Fisher's

Age Number of Pts exact Number  ------------cecccannn Severity------- -------- -
Body System/Event (2] Group {3) of Pts w/Event p-value of Events Mild Moderate Severe Unknown
RESPIRATORY +SYSTEM DISORDERS
ANY EVENT $63 Days (All) 71 5 (7%) 0.2784 ] 6 (75%) 2 (25%) 0 0
%49 Days (Group 1) 28 4 (1a%) 4 2 (50%) 2 (50%) 0 0
50-56 Days (Group 2) 26 1 {4%) 4 4 (100%) 0 0 0
§7-63 Days (Group 3) 17 0 (i} 0 ] 0 0
PHARYNGITIS s63 Days i(All) 71 1 {1%) 1.0000 1 1 (100%) o 0 [+
, 49 Days (Group 1) 28 1 (4%) 1 1 (100%) 0 0 0
50|—56 Days (Group 2) 26 "] 0 0 0 ! 0 0
57:163 Days (Group 3) 17 ) 0 0 0 ' 0 0
PULMONARY CONGESTION 563 Days (All) 71 1 (1%) 1.0000 1 0 1 (100%) 0 0
549 Days (Group 1) 28 1 (4%) 1 0 1 {100%) ] 0
50-56 Days (Group 2) 26 0 j 0 0 0 0
$7-63 Days (Group 3) 17 0 0| 0 0 0 0
SINUSITIS 563 Days (All) n 3 (4%) 0.7835 6 5 (813%) 1 (17%) 0 0
s49 Days (Group 1) 28 2 (%) 2 1 (50%) 1 (50%) 0 0
$0-56 Days (Group 2) 26 1 (4%) 4 4 (100%) 0 0 0
$7-63 Days (Group 3) 17 0 0 o (] 0 0
PLATELET, BLEBDING & CLOTTING DISORDERS
ANY EVENT £63 Days (All) 71 1 (1%) 1.0000 1 0 1 (100%) 0 0
549 Days (Group 1) 28 1 (4%) 1 0 1 (100%) 0 0
50-56 Days (Group 2) 26 0 .0 0 0 0 4
$7-63 Days (Group 3) 17 0 0 0 0 0 0
(1) Include]'l all adverse events reported at any point in the study, regardless of causality.
12) NOS = Not otherwise specified
(3] Gestational age group was assigned by the investigator based upon menstrual history, pelvic examination and vaginal ultrasonography.
(4] Events in this body system occurred during the study blood sampling.
Source Data: Appendix A.1, Tables 16 and 2S
J:\USA\166B\SASPGMS\apdxd\final\adel.SAS 3IONOV98:10:44 FINAL
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The Population Council Page 6 of 120
Protocol 166B

Appendix D, Table Sa (Continued)
Adverse Events (1] By Center
(safety Evaluable Patients]

Center: POINDEXTER (#21)

Gestational Total Number Fisher's
Age ! Number of Pts exact Number  ----------c-nsen--oos Severity-----:-c--c-- oo s
Body System/Event (2] Group {3) of Pts w/Event p- value of Events Mild Moderate Severe Unknown

1
PLATELRET,BLBEDING & CLOTTING DISORDERS (cont.)

EPISTAXIS $63 Days (All) 7n 1 (1%) 1.0000 1 0 1 (100%) 0 0
=49 Days (Group 1) 28 1 (4%) 1 0 1 (100%) 0 0
$0-56 Days (Group 2) 26 (i 0 0 0 (] 0
$7-63 Days (Group 3) 17 0 0 0 0 (] 0
REPRODUCTIVE DISORDERS, FEMALE
ANY EVENT ' ) ) s63 Days (All) 7 4 (6%) 0.8280 4 2 (50%) 1 (25%) 1 (25%) 1]
s49 Days (Group 1) 28 1 (”) 1 0 1 (100%) 0. 1}
$0-56 Days (Group 2) 26 2 (8y) 2 1 (50%) 0 ) 1 (50%) 0
$7-63 Days (Group 3) 17 1 (6%) 1 1 (100%) 0 4} 0
LEUKORRHOEA s63 Days (All) 71 1 (1%) 0.6056 1 1 (100%) 0 0 [}
549 Days (Group 1) 28 0 0 [ 0 0 (4]
50-56 Days (Group 2) 26 1 (4%) 1 1 (100W%) 0 0 0
57-63 Days (Group 3) 17 0 0 1} o ] 0
{
UTERINE DISORDER NOS 563 Days (All) n 1 (1%) 1.0000 1 0 1 (100%) 0 0
=49 Days (Group 1) 28 1 (4%) 1 0 1 (100%) 0 0
50-56 Days (Group 2) 26 0 0 o] 0 0 (]
$7-63 Days (Group 3) 17 0 0 o] 0 0 0
UTERINE HAEMORRHAGE #63 Days (All) 71 1 (1%) 0.6056 1 o 0 1 (100%) [
s49 Days (Group 1) 28 0 0 o 0 4] [
50-56 Days (Group 2) 26 1 (4%) 1 [} 0 1 (100%) 0
57-63 Days (Group 3) 17 [4 0 0 0 0 0
[1] lnclude; all adverse events reported at any point in the study, regardless of causality.
[2) NOS = Not otherwise specified
{3) Gestational age group was assigned by the investigator based upon menstrual history, pelvic examination and vaginal ultrasonography.
{4) Events in this body system occurred during the study blood sampling.
Source Data: Appendix A.l, Tables 16 and 25
] J‘.\}SA\I 66B\SASPGMS\apdxd\final\adel.SAS 3IONOV98:10:44 FINAL
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The Population Council
Protocol 166B

Center: POINDEXTER (#21)

Appendix D, Table 5a (Continued)
Adverse Events (1) By Center
[Safety Bvaluablle Patients]

Page 7 of 120

Gestational Total Number Fisher's
Age Number of Pts exact Number  -------sisceaacaannes Severity-------c-c e ie e
Body System/Event [2] Group (3] of Pts  w/Event p-value of Events Mild Moderate Severe Unknown
REPRODUCTIVE DISORDERS, FEMALE (cont.)
VAGINITIS 63 Days (All) 71 1 (1%) 0.2394 1 1 (100%) 0 0 0
549 Days (Group 1) 28 ] 0 0 0 0 0
50-56 Days (Group 2) 26 0 0 0 0 0 0
57-63 Days (Group 3) 17 1 (6%) 1 1 (100%) 0 0 0
BODY A8 A WHOLE - GENERAL DISORDERS
ANY EVENT . 563 Days (All) 71 69 (97%) 1.0000 165 69 (42%) 79 (48%) 17 (10%) 0
549 Days (Group 1) 28 27 (96%) 97 25  (44%) 31 (54%) 1. (2%) 0
50-56 Days (Group 2) 26 25 (96%) 58 22 (38%) 27 (47%) 9 (16%) 0
57-63 Days (Group 3) 17 17 (100%) 50 22 (44%) 21 (42%) 7 (14%) 0
ABDOMINAL PAIN =63 Days (All) 7 65 (92%) 0.8736 147 60 (41%) 75 (51%) 12 (8%) 0
s49 Days (Group 1) 28 26 (93%) 52 22 (42%) 29 (56%) 1 (2%) 0
50-56 Days (Group 2) 26 24 (92%) S3 21 (40%) 25  (47%) 7 (13%) 0
57-63 Days (Group 3) | 17 15 (88%) 42 17  (40%) 21  (50%) 4« (10%) 0
ALLERGY s63 Days (All) 71 1 (1%) 0.2394 i 1 (100%) 0 0 0
s49 Days (Group 1) 28 (] (] (] (] 0 0
50-56 Days (Group 2) 26 1] 0 [ 0 (4] [
$7-63 Days (Group 3) 17 1 (6%) 1 1 (100%) 0 0 0
ASTHENIA s63 Days (All) I 7n 2 (%) 0.0547 2 2 (l100%) 0 0 0
549 Days (Group 1) 28 0 0 0 0 ] 0
50-56 Days (Group 2) 26 ] ] 0 0 0 0
57-63 Days (Group 3) 17 2 (12w) ‘2 2 (100%) 0 ° 0
(1] Includes all adverse evente reported at any point in the study, regardless of causality.
[2} NOS = Not otherwise specified
(3] Gestational age group was assigned by the investigator based upon menstrual history, pelvic examination and vaginal ultrasonography.
(4] Bvents in this body system occurred during the study blood sampling.
Source Data: Appendix A.1, Tables 16 and 25
FINAL
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The Population Council
Protocol 166B

Center: POINDEXTER (#21)

Appendix D, Table 5a

(Continued)

Adverse Events (1]} By Center
[Safety EvaluablF Patients]

Page 8 of 120

Gestational Total Number Fisher's
Age Number of Pts exact Number  ----- - ----coooao Severity: .- . .- .-~ .-
Body System/Event (2) Group (3] of Pts w/Event p-value of Events Mild Moderate Severe ! Unknown
BODY AS A WHOLE - GENERAL DISORDERS (coat.)
BACK PAIN s63 Days (All) 71 7 (10%) 0.6817 7 4 (57%) 2 (29%) 1 (14%) 0
s49 Days (Group 1) 28 4 (14%) 4 3 (75%) 1 (25%) 0 ]
50-56 Days (Group 2) 26 2 (8%) 2 1 (50%) 1 (50%) 0 0
$7-63 Days (Group 3) 17 1 (6%) 1 0 0 1 (100%) 0
FATIGUE 563 Days (All) 71 1 (1%) 0.2394 2 2 (100%) ] 0 0
\ s49 Days (Group 1) 28 0 0 0 0 0 0
50-56 Days (Group 2) 26 1] 0 0 0 ! 0. [
57-63 Days (Group 3) 17 1 (6%) 2 2 (100%) 0 0 ]
FEVER 63 Days (All) 71 1 (1%} 0.6056 1 0 1 (100%) 0 0
549 Days (Group 1) 28 ] 0 0 0 0 0
i 50-56 Days (Group 2) 26 1 (4%) 1 0 1 (100V%) 0 0
: . i 57-63 Days (Group 3) 17 (] 0 0 0 ] 0
LEG PAIN s6) Days (All) 71 1 (%) 0.2394 1 0 0 1 (100%) ]
549 Days (Group 1) 28 0 0 0 0 0 0
50-56 Days (Group 2) 26 0 0 ] 0 0 0
\ 57-63 Days (Group 3) 17 1 (6%) 1 (1] 0 1 (100%) o
PAIN 563 Days (All) n 1 (1%) 0.6056 1 0 0 1 (100%) 0
sA9 Days (Group 1) 28 0 0 0 0 [ 0
50-56 Days (Group 2) 26 1 (4%) \ 1 0 0 1 (100%) [
$7-63 Days (Group 3) 17 [ ! 0 0 0 0 0
(1) Includes all adverse events reported at any point in the study, regardless of causality.
[2) NOS = Not otherwise specified
(3] Gestational age group was assigned by the investigator based upon menstrual history, pelvic examination and vaginal ultrasonography.
(4] Events in this body system occurred during the study blood sampling.
Source Data: Appendix A.1l, Tables 16 and 25
J:\USA\166B\SASPGMS\apdxd\final\adel.SAS 30NOV98:10:44 FINAL
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Protocol 166B

Appendix D, Table Sa (Continued)
Adverse Events (1] By Center
[safety Evaluabl‘e Patients]

Center: POINDEXTER (#21)

Gestational : Total Number Fisher's
Age i Number of Pts exact NumDer - -----coceeaneeoans Severity----------- - s .
Body System/Event (2} Group (3) of Pts w/Event p-value of Events Mild Moderate Severe Unknown
BODY AS A WHOLE - GENERAL DISORDERS (comt.)
RIGORS s63 Days (All) 71 2 (3%) 1.0000 2 0 1 (50%) 1 (50%) 0
s49 Days (Group 1)} 28 1 {(4%) 1 0 1 (100%) 0 0
50-56 Days (Group 2) 26 1 (4%) 1 0 0 1 (100%) 0
$7-63 Days (Group 3) 17 ] 0 [} 0 0 0
SYNCOPE %63 Days (All) n 1 (1%) 0.2394 1 0 0 1 (100%) 0
, =49 Days (Group 1) 28 0 0 0 0 0 0
' 50 56 Days (Group 2) 26 ] 0 0 0 ' p. 0
57-63 Days (Group 3) 17 1 (6%) 1 ] 0 1 (100%) 0
APPLICATION SITE DISORDERS [4)
ANY EVENT 563 Days (All) 71 1 (1%) 0.60S6 1 1 (100%) 0 0 0
s49 Days (Group 1) 28 0 0 0 0 0 0
50-56 Days (Group 2) 26 1 (4%) 1 1 (100%) 0 0 [+]
57-63 Days (Group 3) 17 0 0 0 0 0 0
INJECTION SITE BRUISING s63 Days (All) 71 1 (1%) 0.6056 1 1 (100%) 1} 0 0
549 Days (Group 1) 28 0 0 0 0 '] 0
50-56 Days (Group 2) 26 1 (4%) 1 1 (100%) 0 0 0
$7-63 Days (Group 3) 17 0 0 0 0 0 0
RESISTANCE MECHANISM DISORDERS .
ANY EVENT 563 Days (All) n 1 (1%) 0.6056 1 1 (100%) 0 0 0
549 Days (Group 1) 28 0 R 0 0 0 0 0
50-56 Days (Group 2) 26 1 (4%) 1 1 (100%) 0 0 0
57-63 Days (Group 3) 17 0 0 0 0 0 0
(1) Includes all adverse events reported at any point in the study, regardless of causality.
(2] NOS = Not otherwise specified
[3) Gestational age group was assigned by the jinvestigator based upon menstrual history, pelvic examination and vaginal ultrasonography.
[4) Events in this body system occurred during the study blood sampling.
Source Data: Appendix A.1, Tables 16 and 25
J:\USA\166B\SASPGMS \apdxd\final\adel.SAS 30NOV98:10:44 FINAL
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Center: POINDEXTER (MN21)

Appendix D, Table Sa (Continued)
Adverse Events (1] By Center
[safety Evaluable Patients]
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Gestational Total Number Fisher's
Age Number of Pts exact Number  --- ------. s-e-anan Severity- --- -. - S e e
Body System/Event [2] Group [3) of Pts w/Event p-value of Events Mild Moderate Severe Unknown
RESISTANCE MECHANISM DISORDERS (comnt.)
INFECTION PARASITIC %63 Days (All) 71 1 (1%) 0.6056 1 1 (100%) 0 0 0
549 Days (Group 1) 28 0 0 o 0 (1] 0
50-56 Days (Group 2) 26 1 (4%) 1 1 (100%) 0 0 0
57-63 Days 17 0 0 0 0 0 0
{1] Includes all adverse events reported at any point in the study, regardless of causality.
[2) NOS = Not otherwise specified
3] Gestational age group was assigned by the investigator based upon menstrual history, pelvic examination and vaginal ultrasonography.
[4) Events in this body system occurred during the study blood sampling.
)
' 1]
Source Data: Appendix A.l, Tables 16 and 25
J:\USA\166B\SASPGMS\apdxd\final\adel.SAS 30NOV98:10:44 FINAL
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Appendix D, Table 5a (Continued)
Adverse Events [1] By Center )
[safety Evaluable Patients)

Center: VARGAS (#22)

Page 11 of 120

Gestational Total Number Fisher's
Age Number of Pts exact Number  ---------- - Severity ---------- e
Body System/Event (2] Group (3] of Pts w/Event p-value of Events Mild Moderate Severe Unknown
L]
ANY EVENT 63 Days (All) 151 150 (>99%) 0.2517 841 291 (35%) 361  (43%) 189 (22%) [}
s49 Days (Group 1) 70 70 (100%) 3147 121 (35%) 164 (47%) 62 (18%) ]
$0-56 Days (Group 2) 43 43 (100%) 268 93 (35%) 110 (41¥%) 65 (24%) 0
57-63 Days (Group 3) 38 37 (97%) 226 77 (34%) 87 (38%) 62 (27%) 0
1 SKIN AND APPENDAGES DISORDERS
ANY EVENT ' , 563 Days (All) 151 3 (2%) 0.7966 3 2 (67%) 1 (3?') 0 o
549 Days (Group 1) 70 2 (3%) 2 1 (50%) 1 (50%) 0 0
50/56 Days (Group 2) 43 1 (2w 1 1 (100%) 0 0 0
57-63 Days (Group 3) 38 0 0 0 0 0 0
RASH s63 Days (All) 151 2 (1%) 1.0000 23 2 (100%) [ 0 0
s49 Days (Group 1) 70 1 (1%) 1] 1 (100%) [ 0 0
50-56 Days (Group 2) 43 1 (2%) 1 1 (100%) 0 0 0
57-63 Days (Group 3) 38 0 0 5} 0 (1] [+]
URTICARIA %63 Days (All) 151 1 (<1¥%) 1.0000 1 0 1 (100%) 0 0
=49 Days (Group 1) 70 1 (1%) 1 0 1 (100%) 0 V]
S0-56 Days (Group 2) 43 0 0 0 0 0 0
57-63 Days (Group 1) 38 0 o 0 0 0 0
NUSCULO-SKELETAL SYSTEM DISORDERS '
ANY EVENT $63 Days (All) 151 2 (1%) 0.2861 2 0 2 (100%) 0 0
s49 Days (Group 1) 70 0 . 0 0 0 0 0
50-56 Days (Group 2) 43 1 (2%) 1 0 1 (100%) 0 0
57-63 Days (Group 3) 38 1 (3%) 1 0 1 (100%) 0 0
(1} IncludeL all adverse events reported at any point in the study, regardless of causality.
[2) NOS = Not otherwise specified
[3) Gestational age group was assigned by the investigator based upon menstrual history, pelvic examination and vaginal ultrasonography.
[4] Events in this body system occurred during the study blood sampling.
Source Data: Appendix A.1, Tables 16 and 25
J:\USA\166B\SASPGMS\apdxd\final\adel .SAS 30NOV98:10:44 FINAL
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Appendix D, Table 5a (Continued)
Adverse Events [1] By Center '
[Safety Evaluable Patients)

Center: VARGAS (#22)

Page 12 of 120

Gestational Total Number Fisher's
Age ! Number of Pts exact Number - -------- caaa o Severity----- - SRR REEE
Body System/Event (2] Group (3) of Pts w/Event p-value of Events Mild Moderate Severe Unknown
T
NUSCULO- SKELETAL SYSTEN DISORDERS (cont.)
ARTHRALGIA %63 Days (All) 151 1 (<1¥%) 0.51361 1 0 1 (100%) 0 0
549 Days (Group 1) 70 0 0 0 0 0 0
50-56 Days (Group 2) 43 1 (2%) 1 0 1 (100%) 0 0
57-63 Days (Group 3) 18 0 0 0 0 0 0
MYALGIA 563 Days (All) 151 1 (<1¥%) 0.2517 1 [} 1 (100%) 0 0
, . 549 Days (Group 1) 70 0 0 0 0 0 0
50-56 Days (Group 2) 43 () I 0 0 0 ‘ 0" 0
57 63 Days (Group 3) 38 1 d.') 1 0 1 (100%) 0 0
CENTR & PERIPH NERVOUS SYSTEM DISORDERS
ANY EVENT «63 Daye (All) 151 65 (43%) 0.7381 97 36 (37%) 51 (53%) 10 (10%) [
549 Days (Group 1) 70 28 (40%) 41 16 (39%) 21  (S1%) 4 (10%) [+}
50-56 Days (Group 2) 43 19 (44%) 29 13 (45%) 15 (52%) 1 (3%) 4}
$7-63 Days (Group 3) 38 18  (47%) 27 7 (26%) 15 (56%) S (19%) 0
]
DIZZINESS 563 Days (All) 151 22 (15%) 0.7975 27 10 (37) 16 (S9%) 1 (4%) 0
<49 Dayes (Group 1) 70 11 (16%) 13 6 (46%) 7  (54%) 0 0
50-56 Days (Group 2} 43 7 (16%) 8 3 (38%) 5 (63%) +] 0
57-63 Days (Group 3) i8 4 (11%) 6 1 (17%) 4 (67%) 1 (17%) 0
HEADACHE 563 Days (All) 151 S4  (36%) 0.4003 68 25 (37%) 35 (51%) 8 (12%) 0
«49 Days (Group 1) 70 22 (31%) 26 9 (35%) 14 (54%) 3 (12w) 0
50-56 Days (Group 2) 43 15 (35%) .21 10 (48%) 10 (48%) 1 (5%) 0
$7-63 Days (Group 3) k1] 17 (45%) 21 6 (29%) 11 (52%) 4 (19%) 0
f1] Includes all adverse events reported at any point in the study, regardless of causality.
[2] NOS = Not otherwise specified
i3] Gestational age group was assigned by the investigator based upon menstrual history, pelvic examination and vaginal ultrasonography.
{4] Events in this body system occurred during the study blood sampling.
Source Data: Appendix A.l, Tables 16 and 25
J:\USA\166B\SASPGMS\apdxd\final\adel.SAS 30NOV9B:10:44 FINAL
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Appendix D, Table Sa (Continued)

Adverse Events [1] By Center
{safety Evaluable Patients)
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Gestational Total Number Fisher's
Age Number of Pts exact Number - --:------i-iiooonnn Severity- - - -
Body System/Event {2} Group (3] of Pts w/Event p-value of Events Mild Moderate Severe Unknown
CENTR & PEREPH NERVOUS SYSTEM DISORDERS (comt.)
HYPOAESTHESIA 563 Days (All) 151 1 (<1l¥%) 1.0000 1 1 (100%) 0 0 0
549 Days (Group 1) 70 1 (1y) 1 1 (100%) 0 0 0
50-56 Days (Group 2) 43 0 0 0 0 1] 0
57-63 Days (Group 3} 38 0 0 0 0 0 0
MIGRAINE 563 Days (All) 151 1 (<1%) 1.0000 1 [o] 0 1 (100%) 0
) s49 Days (Group 1) 70 1 (1%) i1 0 0 . 1 (100%) 0
50-56 Days (Group 2) 43 0 0 0 0 o 0
57-63 Days (Group 3) 38 0 [+] 0 1] o 0
VISION DISORDERS
ANY EVENT %63 Days (All) 151 1 (<1%) 0.5364 1 1 (100%) 0 0 0
549 Days (Group 1) 70 0 0 0 0 0 0
50-56 Days (Group 2) | 43 1 2%) 1 1 (100%) | 0 0 0
57-63 Days (Group 3) 38 o 0 4 0 0 0
VISION ABNORMAL 63 Days (All) 151 1 (<1¥%) 0.5364 1 1 (100%) 0 0 0
s49 Days (Group 1) 70 0 0 0 [ 0 0
50-56 Days (Group 2) 43 1 2%) 1 1 (100%) 0 0 0
57-63 Days (Group 3) 38 "] 0 0 0 0 0
HEARING AND VESTIBULAR DISORDERS |
ANY EVENT <63 Days (All) 151 1 (<1¥%) 0.2517 1 0 1 (100%) 0 0
549 Days (Group 1) 70 0 . 0 0 0 0 0
50-56 Days (Group 2) 43 0 0 0 0 0 0
57-63 Days (Group 3) 18 1 (3%) 1 0 1 (100%) 0 0
{1] Includes all adverse events reported at any point in the study, regardless of causality.
[2) NOS = Not otherwise specified
{3} Gestational age group was assigned by the investigator based upon menstrual history, pelvic examination and vaginal ultrasonography.
[4] Events in this body system occurred during the study blood sampling.
Source Data: Appendix A.1, Tables 16 and 25
J:\USA\166B\SASPGMS\apdxd\final\adel.SAS 3IONOV98:10:44 FINAL
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Appendix D, Table Sa (Continued)
Adverse Events (1]} By Center
[Safety Evaluable Patients]

Center: VARGAS (#22)

Page 14 of 120

Gestational Total Number Fisher's
Age Number of Pts exact Number  ------e-eononai Severity------------ - -----.-
Body System/Event [(2) Group (3] of Pts  w/Event p-value of Events Mild Moderate Severe Unknown
HEARING AND: VESTIBULAR DISORDERS (comt.)
TINNITUS 563 Days (All) 151 1 (<1%) 0.2517 1 0 1 (100%) 0 0
=49 Days (Group 1) 70 0 0 0 0 0 0
$0-56 Days (Group 2} 43 0 [} 0 0 0 0
57-63 Days (Group 3) 38 1 (3%) 1 0 1 (100%) 0 0
PSYCHIATRIC DISORDERS
ANY EVENT . =63 Days (All) 151 9 (6%) 0.6789 9 2 (22%) S (56%) 2 (22w) 0
' 549 Days (Group 1) 70 s  (7%) 5 2 (40W) 3 (60%) 0. 0
§0 56 Days (Group 2) 43 3 %) ] 0 2 (67Y) 1 (33%) 0
$7-63 Days (Group 3) k] 1 (3%) 1 0 0 1 (100%) [
ANOREXIA s6) Days (All) 151 2 {(1%) 0.2861 2 0 1 (S0%) 1 (50%) 0
; ) 549 Days (Group 1} 70 0 0 0 0 1] 0
! ' : 50-56 Days (Group 2) 43 1 (2%) 1 0 1 (100%) 0 0
: 57-63 Days (Group 3) 38 1y 1 0 0 1 (100%) 0
DEPRESSION 563 Days (All) 151 1 (<1%) 1.0000 1 1 (100%) 0 0 0
549 Days (Group 1) 70 1 (1%) 1 1 (100%) 0 0 0
! 50-56 Days (Group 2) 43 0 0 1] 0 0 0
: 57-63 Days (Group 3) 38 0 0 o 0 0 0
EMOTIONAL LABILITY s61 Days (All) 151 2 (1%) 1.00005 2 1 (50%) 0 1 (50%) 0
549 Days (Group 1) 70 1 (1%) l 1 1 (100%) 0 0 0
50-56 Days (Group 2) 43 1 (2%) ' ; 1 0 0 1 (100%) 0
$7-63 Days (Group 3) k]:] 0 0 0 0 0 0
(1) Includes all adverse events reported at any point in the study, regardless of causality.
[2] NOS = Not otherwise specified
[3) Gestational age group was assigned by the investigator based upon menstrual history, pelvic examination and vaginal ultrasonography.
(4] Events in this body system occurred during the study blood sampling.
Source Data: Appendix A.l, Tables 16 and 25
J:\USA\166B\SASPGMS\apdxd\final\adel.SAS JONOV98:10:44 FINAL
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Appendix D, Table S5a (Continued)
Adverse Events (1) By Center
[safety Evaluable Patients)

page 15 of 120

Gestational i Total Number Fisher's
Age Number of Pts exact Number  ----------c-iaoonn Severity------------oaoon
Body System/Event (2) Group {3} of Pts w/Event p-value of Events Mild Moderate Severe Unknown
PSYCHIATRIC DISORDERS (cont.)
INSOMNIA 563 Days (All) 151 4 (3%) 0.6950 4 0 4 (100%) 0 [
=49 Days (Group 1) 70 3 (4%) 3 0 3 (100%) 0 (1]
50-56 Days (Group 2) 43 1 (2%) 1 [ 1 (100%) ] [}
57-63 Days (Group 3) 38 0 0 (4] 0 0 0
GASTRO- INTESTINAL SYSTEN DISORDERS
'ANY EVENT ) %63 Days (All) 151 119 (79%) 0.1176 316 125 (40%) 134 (42%) 57 (18%) 0
549 Days (Group 1) 70 50 (71%) 119 43 (36%) 59 (50%) 1h - (uw 0
$0-56 Days (Group 2} 43 36 (84%) 105 41 (39%) 41 (39%) 23 (22%) 0
$7-63 Days (Group 3) 38 33 (87%) 92 41 (4S%Y) 34 (37%) 17 (18%) (1]
CONSTIPATION s63 Days (All) 151 1 (<1¥%) 0.5364 1 0 1 (100%) 0 [}
549 Days (Group 1) 70 0 0 0 0 0 0
50-56 Days (Group 2) 43 1 (2%) 1 0 1 (100%) 0 0
$7-63 Days (Group 3) 38 o 0 0 0 0 0
DIARRHEA 563 Days (All) 151 50 (33%) 0.1287 68 34 (50W%) 25  (37%) 9 (13%) 0
s49 Days (Group 1) 70 18 (26%) 24 11 (46%) 10 (42¥%) 3 (13y) 0
$0-56 Days (Group 2) 43 19  (44%) 24 11 (46%) 10 (42%) 3 (13%) [}
57-63 Days (Group 3) 38 13 (34%) 20 12 (60%) 5 (25%) 3 (15%) [}
DYSPEPSIA 563 Days (All) 151 2 (1%) 0.4993 2 0 1 (50%) 1 (S0%) 0
s49 Days (Group 1) 70 2 (3%) 2 0 1 (50%) 1 (50%) 0
50-56 Days (Group 2) 43 0 .0 0 0 0 0
$7-63 Days (Group 3) 38 4 0 0 0 0 0
(1) Includes all adverse events reported at any point in the study, regardless of causality.
{2] NOS = Not otherwise specified
[3) Gestational age group was assigned by the investigator based upon menstrual history, pelvic examination and vaginal ultrasonography.
[4] Events in this body system occurred during the study blood sampling.
Source Data: Appendix A.l, Tables 16 and 25
J;EESA\ISGB\SASPGMS\apdxd\t1nal\ade1.SAS 30ONOV98:10:44 FINAL
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‘Appendix D, Table Sa (Continued)
Adverse Events (1] By Center
fsafety Evaluab%e Patients]

Center: VARGAS (#22)

Gestational Total Number Fisher's
Age Number of Pts exact Number  ------------oooolooo Severity--- -------c----oao-.
Body System/Event (2} Group {3) of Pts w/Event p-value of Events Mild Moderate Severe Unknown
GASTRO-INTESTINAL SYSTEM DISORDERS (cont.)
NAUSEA 563 Days (All) 151 104 (69%) 0.3257 166 71 (43%) 67 (40%) 28 (17%) 0
549 Days (Group 1) 70 44 (63%) 65 27  (42%) 29  (45%) 9 (14%) 0
$0-56 Days (Group 2) 43 31 (72%) 53 21 (40%) 22 (42%) 10 (19%) 0
57-63 Days (Group 3) 38 29 (76%) 18 231 (48%) 16 (323%) 9 (19%) 0
TOOTH ACHE 563 Days (All) 151 2 (1%) 0.7342 2 0 2 (100%) 0 0
, 549 Days (Group 1) 70 1 (1%) 1 ] 1 (100%) 0 0
' 50-56 Days (Group 2) 43 0 0 0 0 ! 0 0
57-63 Days (Group 1) 38 1 (3%) 1 [ 1 (100%) 0 [+]
VOMITING 563 Days (All) 151 S1  (34%) 0.1493 77 20 (26%) 38 (49%) 19 (25%) 0
s49 Days (Group 1) 70 18 (26%) 27 5 (19%) 18 (67%) 4 (15%) 0
50-56 Days (Group 2) 43 18 (42%) 27 9 (33%) 8 (30%) 10 (37%) (]
57-63 Days (Group 3) 38 15 (39%) 23 6 (26%) 12 (52¥%) S (22%) -0
METABOLIC AND NUTRITIONAL DISORDERS
ANY EVENT 63 Days (All) 151 2 (1%) 0.2861 2 1 (50%) 1 (50%) 0 [}
s49 Days (Group 1) 70 0 0 [ 0 0 0
50-56 Days (Group 2) 43 1 (2y) 1 0 1 (100%) 0 0
57-63 Days (Group 3) 38 1 (3% 1 1 (100%) 0 0 0
DEHYDRATION +6) Days (All) 151 1 (<1%) 0.2517 1 1 (100%) 0 } 0 0
s49 Days (Group 1) 70 0 0 0 0 0 0
50-56 Days (Group 2) 43 0 ;0 0 0 o 0
$7- 63 Days (Group 3) 38 1 (3%) 1 1 (100%) 0 0 0
{1} Includes all adverse events reported at any point in the study, regardless of causality.
{2] NOS = Not otherwise specified j
{3) Gestational age group was assigned by the investigator based upon menstrual history, pelvic examination and vaginal ultrasonography.
(4) Events in this body system occurred during the study blood sampling. ;
Source Data: Appendix A.1, Tables 16 and 25
J:\USA\166B\SASPGMS\apdxd\final\adel.SAS 30NOV98:10:44 | ! FINAL
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Adverse Events {1] By Center |
(Safety Evaluable Patients)

Center: VARGAS (¥#22)
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Gestational Total Number Fisher's
Age Number of Pts exact Number I ] Severity- -- ----- . -
Body System/Event (2] Group (3] of Pts  w/Event p-value of Events Mild Moderate Severe Unknown
METABOLIC ARD NUTRITIONAL DISORDERS (cont.)
THIRST 563 Days (All) 151 1 (<aw) 0.5364 1 0 1 (100%) 0 0
s49 Days (Group 1) 70 i} : 0 0 0 0 [+]
50-56 Days (Group 2) 43 1 (2%) 1 0 1 {100%) 0 [V
§7-63 Days (Group 3) 38 0 0 0 0 0 [
RESPIRATORY SYSTEN DISORDERS
ANY EVENT ' . s63 Days (All) 151 k] (2%) 0.7966 6 4 (67%) 1 7%) 1 (17%) 0
s49 Days (Group 1) 70 2 (3%) H 4 (80y) 0 . 17 (20%) 0
50-56 Days (Group 2) 43 1 (2%) 1 0 1 {(100%) 0 0
57-63 Days (Group 3) 38 0 (4] 0 0 (+] 0
BRONCHITIS s63 Days (All) 151 1 (<1%) 1.0000 3 2 (67%) 0 1 (33%) [}
549 Days (Group 1) 70 1 {1%) 3 2 (67%) 0 1 (33%) 0
50-56 Days (Group 2) 43 0 0 0 0 (] 0
§7-63 Days (Group 3) 18 0 [+] 0 0 0 0
PHARYNGITIS 563 Days (All) 151 1 (<1¥%) 1.0000 1 1 (100%) 0 ] 0
s49 Days (Group 1) 70 1 (1%) 1 1 (100%) 0 0 0
50-56 Days (Group 2) 43 0 0 0 0 o 0
$7-63 Days (Group 1) k1] 0 0 [ (] 1] ]
SINUSITIS %63 Days (All) 151 2 (1%) 1.0000 2 1 (50%) 1 (50%) 0 0
549 Days (Group 1) 70 1 Qw) 1 1 (100%) 0 0 0
5$0-56 Days (Gxoup 2) 43 1 (2%) o1 0 1 (100%) 0 0
57-63 Days (Group 3) 38 0 0 0 0 0 0
(1) Includén all adverse events reported at any point in the study, regardless of causality.
[2] NOS = Not otherwise specified
[3) Gestational age group was assigned by the investigator based upon menstrual history, pelvic examination and vaginal ultrasonography.
(4] Events in this body system occurred during the study blood sampling.
Source Data: Appendix A.1, Tables 16 and 25
J:\USA\166B\SASPGMS\apdxd\final\adel.SAS 30NOV98:10:44 FINAL
o
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Appendix D, Table Sa (Continued)
Adverse Events (1] By Center )
[Safety Evaluable Patients}]

Center: VARGAS (#22)

Gestational Total Number Fisher's
Age [ Number of Pts exact Number  --------c-----ce-noon Severity------------- S
Body System/Event [2] Group (3] of Pts w/Event p-value of Events Mild Moderate Severe Unknown
PLATELET, BLBEDING & CLOTTING DISORDERS !
ANY EVENT 563 Days (All) 151 2 (1%) 1.0000 2 1 (50%) 0 1 (50%) 0
549 Days (Group 1) 70 1 (1%) 1 0 0 1 (100%) 0
50-56 Days (Group 2) 43 1 (2%) 1 1 (100%) 0 0 0
$7-63 Days (Group 3) 38 0 0 0 0 V] 0
EPISTAXIS 563 Days (All) 151 2 {1%) 1.0000 2 1 (S0%) 0 1 (50%) 0
) ) 549 Days (Group 1) 70 1 (1%) 1 0 0 , 1 (100%) [4
50-56 Days (Group 2) 43 1 (F\) 1 1 (100%) 0 ; 0 0
57-63 Days (Group 3) 38 0 | 0 0 0 ] 1]
URINARY SYSTEM DISORDERS
ANY EVENT 63 Days (All) 151 2 (1%) 1.0000 3 1 (33%) 2 (67%) 0 0
549 Days (Group 1) 70 1 v 2 0 2 (100%) 0 0
50-56 Days (Group 2) 43 1 (2%} 1 1 (100%) 0 0 4]
57-63 Days (Group 3) 18 0 0 0 "} 0 0
i
DYSURIA 563 Days (All) 151 1 (<1¥%) 1.0000 1 0 1 (100%) "] [
549 Days (Group 1) 70 1 (1%) 1 0 1 (100%) 0 0
$0-56 Days (Group 2) 43 0 0 0 0 0 0
57-63 Days (Group 3) 38 0 0 0 0 0 0
MICTURITION DISORDER $6) Days (All) 151 1 (<1%) 0.5364 1 1 (100%) 0 0 0
s49 Days (Group 1) 70 0 0 0 0 0 0
50-56 Days (Group 2) 43 1 (2%) .1 1 (100%) 0 0 0
$7-63 Days (Group 3) 38 0 0 0 0 0 0
{1] Includes all adverse events reported at any point in the study, regardless of causality.
[2] NOS = Not otherwise gpecified
(3] Gestational age group was assigned by the investigator based upon menstrual history, pelvic examination and vaginal ultrasonography.
(4] Events in this body system occurred during the study blood sampling.
Source Data: Appendix A.1l, Tables 16 and 25
J: \USA\166B\SASPGMS\apdxd\final\adel.SAS 30NOV98:10:44 FINAL
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Appendix D, Table 5a (Continued)
Adverse Events [1] By Center
[safety Evaluable Patients])

Page 19 of 120

Gestational Total Number Fisher's
Age Number of Pts exact Number  ---------c-c-eaenaoon Severjty-----------ce--oiins
Body System/Event (2] Group (3] of Pts w/Event p-value of Events Mild Moderate Severe Unknown
URINARY SYSTEN DISORDERS (coat.)
MICTURITION FREQUENCY s63 Days (All) 151 1 (<1%) 1.0000 1 0 1 (100%) 0 0
s49 Days (Group 1) 70 1 (1%) 1 0 1 (100%) 0 0
50-56 Days (Group 2) 43 0 0 0 0 0 0
$7-63 Days (Group 3) 38 0 0 [+] (] 0 0
REPRODUCTIVE DISORDERS, FEMALE
ANY EVENT ' s63 Days (All} 151 9 (6%) 1.0000 9 2 (22%) 3 (33y) 4 (449) 0
249 Days (Group 1) 70 4 (6%) 4 1 (25%) 2 (5Q%) 1 (25%) 0
50-56 Days (Group 2) 43 3 (7%) 3 1 (33y) 1 (33%) 1 (33%) 0
57-63 Days (Group 3) 18 2 (s%) 2 0 0 2 (100%) 0
BREAST PAIN FEMALE 563 Days (All) 151 1 (<1¥%) 0.5364 1 1 (100%) 0 0 9
549 Days (Group 1) 70 0 0 0 1] 0 [
50-56 Days (Group 2) | 43 1 (2v) 1 1 (100%) 0 0 0
57-63 Days (Group 3) 38 0 0 0 0 0 0
LEUKORRHOEA s63 Days (All) 151 2 (1%) 0.499) 2 1 (s0%) 1 (50%) 0 0
s49 Days (Group 1) 70 2 (3%) 2 1 (50%) 1 (50%) 0 0
50-56 Days (Group 2) 43 0 0 0 0 0 0
57-63 Days (Group 3) 38 0 0 0 0 0 0
UTERINE HAEMORRHAGE s63 Days (All) l'1s1 5 (3%) 0.7184 s 0 1 (20%) 4 (80%) 0
s49 Days (Group 1) 70 2 %) 2 0 1 (50%) 1 (50%) 0
50-56 Days (Group 2) 43 1 (2%) 1 0 0 1 (100%) 0
57-63 Days (Group 3) 38 2 (S%) 2 0 0 2 (100%) 0
(1) Includes all adverse events reported at any point in the study, regardless of causality.
[2) NOS = Not otherwise specified
[3) Gestational age group was assigned by the investigator based upon menstrual history, pelvic examination and vaginal ultrasonography.
{4) Events in this body system occurred during the study blood sampling.
Source Data: Appendix A.l, Tables 16 and 25
J:\USA\166B\SASPGMS\apdxd\final\adel.SAS 30NOV98:10:44 FINAL
e
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Adverse Events (1] By Center
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Gestational Total Number Fisher's
Age Number of Pts exact Number  ----«-----a-aaaaaaan Severity--------- .- -
Body System/Event [(2) Group (3] of Pts w/Event p-value of Events Mild Moderate Severe i Unknown
REPRODUCTIVE DISORDERS, FEMALE (cont.)
VAGINITIS 563 Days (All) 151 1 (<«1%) 0.5364 1 0 1 (100%) 0 0
549 Days (Group 1) 70 0 0 0 | o ] 0
50-56 Days (Group 2) 43 1 (2%) 1 0 1 (100%) 0 0
57-63 Days (Group 3) 38 (] 0 0 0 0 0
BODY AS A WHOLE - GENERAL DISORDERS
ANY EVENT \ $63 Days (All) 151 150 (>99%) 0.2517 3s2 114 (30%) 156 (41%) 112 (29%) 0
<49 Days (Group 1) 70 70 (100%) 164 53 (32w) 73 (45%) 38 . (23%) 0
50-56 Days (Group 2) 43 43 (100%) 118 33 (28%) 47  (40%) 38 (32w) 0
57-63 Days (Group 3) 38 37 (97%) 100 28 (28%) 36 (36%) 36 (36%) 0
ABDOMINAL PAIN s63 Days (All) 151 150 (>99%) 0.2517 337 88 (26%) 137  (41%) 112 (33%) 0
| =49 Days (Group 1) 70 70 (100%) 146 42 (29V) 66 (45%) 38 (26%) 0
' : $0-56 Days (Group 2) 43 43 (100%) 101 24 (24%) 39 (39%) s (38%) 0
! $7-63 Days (Group 3) 38 37 (97%) 90 22 (24V) 32 (36%) 36 (40%) 0
ALLERGY 563 Days (All) 151 2 (1%) 0.0621 2 2 (100%) 0 0 0
s49 Days (Group 1) 70 0 0 0 0 0 0
$0-56 Days (Group 2) 43 "] 0 0 0 0 0
$7-63 Days (Group 3) k1) 2 (5%) 2 2 (100%) 0 0 0
BACK PAIN s63 Days (All) 151 15 (10%) 0.6078 18 11 (61%) 7 (39%) 0o 0
$49 Days (Group 1) 70 6 (9%) l 7 5 (71%) 2 (29%) 0 0
50-56 Days (Group 2) 43 6 (14%) | .8 s (63V) 3 (38w) 0 0
§7-63 Days (Group 3) 38 3 (8%) 3 1 (33w) 2 (67%) 0 0
1) Includes all adverse events reported at any point in the study, regardless of causality.
[2) NOS = Not otherwise specified
[3] Gestational age group was assigned by the investigator based upon menstrual history, pelvic examination and vaginal ultrasonography.
(4] Events in this body system occurred during the study blood sampling.
Source Data: Appendix A.1, Tables 16 and 25
J:\USA\IGSB\SASPCMS\apdxd\Einal\adel.SAS IONOV98:10:44 FINAL
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t

Gestational i Total Number Fisher's
Age Number of Pts exact Number R ----Severity- - .o ool
Body System/Event (2} Group (3] of Pts w/Event p-value of Events Mild Moderate Severe Unknown
BODY AS A WHOULE - GENERAL DISORDERS (cont.)
FATIGUE %63 Days (All) 151 8 (5%) 0.8096 9 2 (22%) 7 (78%) 0 Q
' =49 Days (Group 1) 70 1 (6%) 4 2 (50%) 2 (50%) 0 0
50-56 Days (Group 2) 43 3 (7%) 4 0 4 (100%) 0 0
5$7-63 Days (Group 3) 38 1 (3%) 1 0 1 (100%) 0 ]
FEVER 563 Days (All) 151 4 (3%) 0.8104 L} 4 ("100\) 0 ‘ 0 0
4 . =49 Days (Group 1) 70 1 (1%) 1 1 (100%) 0 . 0 ) 0
50-56 Days (Group 2) 4 2 (sW) 2 2 (100%) 0 ) 0
57-63 Days (Group 3) 38 1 (3%) 1 1 (100%) 0 0 0
HOT FLUSHES s63 Days (All) 151 3 (2%) 0.6120 3 2 (67%) 1 (33%) Q 0
%49 Days (Group 1) 70 2 (3%) 2 1 (so%) 1 (50%) 0 0
50-56 Days (Group 2) 43 0 0 (1] 0 0 [
$7-63 Days {(Group 3) 38 1 (%) 1 1 (100%) 0 0 [}
LEG PAIN ’ $63 Days (All} 151 1 («<1%) 0.2517 1 0 1 (100%) 0 0
s49 Days (Group 1) 70 [ 0 0 (] 0 1]
50-56 Days (Group 2) 43 [ 0 0 0 0 (]
57-63 Days (Group 3) 38 1 (3%) 1 0 1 (100%) 0 0
RIGORS 63 Days (All) 151 6 (4%) 1.0000 6 4 (67%) 2 (33%) 0 0
549 Days (Group 1) 70 3 (4y) 3 2 (67%) 1 (33%) 0 0
50-56 Days (Group 2) 43 2 (5%) 2 1 (so%) 1 (50%) 0 0
57-63 Days (Group 3) 38 1 (3%) v 1 1 (100%) 0 0 (4]
(1) Includes all adverse events reported at any point in the study, regardless of causality.
[2) NOS = Not otherwise specified
[3) Gestational age group was assigned by the investigator based upon menstrual history, pelvic examination and vaginal ultrasonography.
(4) Events in this body system occurred during the study blood sampling.
Source Data: Appendix A.1, Tables 16 and 25
J:\USA\166B\SASPCMS \apdxd\final\adel.SAS 30NOV98:10:44 FINAL
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Gestational Total Number Fisher'
Age Number of pts exact Number = -------cc.ioiiooo Severity-----...-- :
Body System/Event {2} Group [(3) of Pts w/Event p-value of Events Mild Moderate Severe Unknown
BODY AS A WHOLE - GENERAL DISORDERS (comt.)
SYNCOPE 563 Days (All) 151 2 (1%) 1.0000 2 1 (50%) 1 (50%) 0 0
=49 Days (Group 1) 70 1 (1%) 1 0 1 (100%) 0 0
50-56 Days (Group 2) 43 1 (2%) 1 1 (100%) 0 0 0
$7-63 Days (Group 3) 38 0 o] 0 0 0 0
RESISTANCE MECHANISN DISORDERS
ANY EVENT ) %63 Days (All) 151 7 (5%) 0.8873 8 2  (2S%) 4 (50%) 2 (25%) 0
s49 Days (Group 1) 70 4 (6W) 4 1 (25%) 3 (15Y) 0- 0
50-56 Days (Group 2) 43 2 (s%) 3 1 (33y) 1 (33%) 1 (33%) 0
57-63 Days (Group 3) 38 1 (3%) 1 0 [ 1 (100%) 0
HERPES SIMPLEX 563 Days (All) 151 1 (<1V) 0.5364 2 1 (50%) [} 1 (50%) 0
s49 Days (Group 1) 70 0 0 0 0 4] ]
50-56 Days (Group 2) 43 1 (2%) 2 1 (s0%) 0 1 (50%) (]
57-63 Days (Group 3) 38 0 0 0 0 0 0
INFECTION s63 Days (All) 151 1 (<1%) 1.0000 1 0 1 (100%) 0 0
s49 Days (Group 1) 70 1 (v 1 0 1 (100%) 0 0
50-56 Days (Group 2) 43 ] 0 0 0 0 0
57-63 Days (Group 3) 38 0 0 0 0 0 0
INFECTION VIRAL =63 Days (All) 151 5 (3%) 1.0000 5 1 (20¥%) 3 (60%) 1 (20%) 0
549 Days (Group 1) 70 3 (4%) 3 1 (33%) 2 (67%) g 0
50-56 Days (Group 2) 43 1 (2%) 1 0 1 (100%) 0
$7-6) Days (Group 3) 38 1 (3%) 1 0 0 1 (100%) 0
0 1
{1} Includes all adverse events reported at any point in the study, regardless of causality.
{2] NOS = Not otherwise specified I
[3] Gestational age group was assigned by the investigator based upon menstrual history, pelvic examination and vaginal ultrasonography.
[4] Events in this body system occurred during the study blood sampling. |
Source Data: Appendix A.1, Tables 16 and 25
J:\USA\166B\SASPGMS\apdxd\final\adel.SAS 3IONOVIB:10:44 | ' FINAL
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Gestational Total Number Fisher's
Age Number of Pts exact Number  ----------- oo Severity----------------. ...
Body System/Event [2] Group (3) of Pts w/Event p-value of Events Mild Moderate Severe Unknown
L]
ANY EVENT s63 Days (All) 89 89 (100%) 770 307  (40%) 303 (39%) 157  (20%) 3 (<1¥)
549 Days (Group 1) 35 35 (100%) 288 123 (43%) 105 (36%) 59 (20%) 1 (<1%)
50-56 Days (Group 2) 34 34 (100%) 304 107 (35%) 133 (44%) 64 (21%) 0
57-63 Days (Group 3) 20 20 (100%) 178 77 (43%) 65 (37%) 34 (19%) F] (1%)
SKIN AND APPENDAGES DISORDERS
ANY EVENT l %63 Days (All) 89 3 (3%) 0.7904 3 1 (33y) 1 (33.\) 1 (33%) Q
349‘ Days (Group 1) 35 2 (6%) 2 1 (50%) 0 ;! 1 (s50%) 0
50-56 Days (Group 2) 34 1 (3%) 1 0 1 (100%) 0 0
S7-63 Days (Group 3) 20 0 0 0 0 0 0
SKIN DISORDER =63 Days (All) 89 1 (1%) 0.6067 1! 0 1 (100%) 0 0
<49 Days (Group 1) 35 0 o 0 0 ] 0
50-56 Days (Group 2) 34 1 (3%) 1 0 1 (100%) 0 0
57-63 Days (Group 3) 20 0 0 0 1] 0 0
SWEATING INCREASED 563 Days (All) 89 1 {1%) 1.0000 1 4] 0 1 (100%) 0
s49 Days (Group 1) s 1 {3%) 1 0 0 1 (100%) 0
50-56 Days (Group 2) 34 0 [ 0 0 0 0
57-63 Days (Group 3} 20 0 0 0 0 0 0
VERRUCA =63 Days (All) 89 1 (1%) 1.0000 1 1 (100%) 0 0 0
%49 Days (Group 1) 35 1 (3w 1 1 (100%) (] 0 0
50-56 Days (Group 2) 34 0 ) 0 0 0 [
57-63 Days (Group 3) 20 0 0 0 0 0 0
(1] Include‘l all adverse events reported at any point in the study, regardless of causality.
{2] NOS = Not otherwise specified
{1} Gestational age group was assigned by the investigator based upon menstrual history, pelvic examination and vaginal ultrasonography.
{4] Events in this body system occurred during the study blood sampling.
Source Data: Appendix A.1, Tables 16 and 25
J:\USA\166B\SASPGMS\apdxd\final\adel.SAS 30NOV98:10:44 FINAL
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Appendix D, Table Sa (Continued)
Adverse Events (1] By Center
[safety Evaluable Patients]

Center: —————— -
Gestational Total Number Fisher's
Age Number of Pts exact Number  -------------raoooonn Severity- ----------c e
Body System/Event (2} Group (3] of Pts  w/Event p-value of Events Mild Moderate Severe Unknown
{
MUSCULO-SKBLETAL SYSTEM DISORDERS
ANY EVENT s63 Days (All) 89 2 (2%) 0.5174 4 3 (75%) 0 1 (25%) 0
s49 Days (Group 1) is 0 0 0 0 0 0
50-56 Days (Group 2) 34 1 (3%) 1 [ 0 1 (100%) 0
$7-63 Days (Group 3) 20 1 (S%) 3 3 (100%) 0 0 [
ARTHRALGIA s63 Days (All) 89 1 (1%) 0.2247 1 1 (100%) 0 0 [+]
' i <49 Days (Group 1) 35 0 . 0 0 [¥] 0 0
$0-56 Days (Group 2) 34 0 i 0 0 0 0. 0
57-63 Days (Group 3) 20 1 (9%) 1 1 (100%) 0 [ 0
MYALGIA s63 Days (All} 89 1 (1%) 0.6067 1 0 0 1 (100%) 0
s49 Days (Group 1) 35 [4 0 0 0 0 0
50-56 Days (Group 2) 34 1 (3%) 1 0 0 1 (100%) 0
57-63 Days (Group 3) 20 0 0 0 0 (4] 0
SKELETAL PAIN s63 Days (All) 89 1 (1%) 0.2247 2 2 (100%) ] 0 0
549 Days (Group 1) 35 0 0 0 0 0 0
50-56 Days (Group 2) 34 0 0 0 0 0 0
$7-63 Days (Group 3) 20 1 (5%) 2 2 (100%) 0 0 0
CENTR & PERIPH NERVOUS SYSTEM DISORDERS
ANY EVENT <63 Days (All) a9 51 (57%) 0.5776 101 34 (34y) 48 (48V) 19 (19%) [}
549 Days (Group 1) 3s 22 (613%) 36 16 (44%) 15 (42%) S (14%) 0
50-56 Days (Group 2) 34 17 (50%) L35 10 (29%) 18 (S1%) 7 (20%) (1]
57-63 Days (Group 3) 20 12 (60%) ' o0 8 (27%) 15  (50%) 7 (223%) 0
{1) Includes all adverse events reported at any point in the study, regardless of causality.
[2) NOS = Not otherwise specified
(3] Gestational age group was assigned by the investigator based upon menstrual history, pelvic examinacion and vaginal ultrasonography.
(4] Events in this body system occurred during the study blood sampling.
Source Data: Appendix A.l, Tables 16 and 25
1 J:\USA\166B\SASPGMS\apdxd\final\adel.SAS IJONOV98:10:44 FINAL
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Gestational Total Numberxr Fisher's
Age Number of Pts exact Number  -------------ooon Severity--------r oo
Body Syatem/Event (2] Group (3} of Pts w/Event p-value of Events Mild Moderate Severe Unknown
CENTR & PERIPH NERVOUS SYSTEM DISORDERS (coat.)
DIZZINESS 263 Days (All) 89 18  (20%) 0.1308 29 13 (45%) 8 (28%) 8 (28%) 0
49 Days (Group 1) 35 11 (31%) 17 9 (%3%) 4 (24%) 4 (24%) 0
50-56 Days (Group 2) 34 4 (12%) ? 2 (29%) 4 (57%) 1 (1a%) 0
$7-63 Days (Group 3) 20 3 (15%) 5 2 (40%) 1] 3 (60W%) 0
HEADACHE s63 Days (All) 89 I8 (43%) 0.3337 72 21 (29%) 40 (56%) 1 (15%) 0
! s49 Days (Group 1) is 12 (34%) i9 7 (37%) 11 (s8%) 1 {s%) 0
i 50-56 Days (Group 2) 34 15 (44%) 28 8 (29%) 14 (Sp%) 6 (21%) 0
57-63 Days (Group 3) 20 11 (55%) 25 6 (24%) 15 (60%) 4 (16%) 0
VISION DISORDERS
ANY EVENT 263 Days (All) 89 1 (1%) 0.6067 1 0 1 (100%) 0 0
%49 Days (Group 1) s 0 0 0 0 0 0
50-56 Days (Group 2) 34 1 3y 1 0 1 (100%) 0 0
57-63 Days (Group 3) 20 (] o 0 0 0 0
BLEPHARITIS 563 Days (All) 89 1 (1%) 0.6067 1 0 1 (100%) 0 0
s49 Days (Group 1) 35 (] 0 0 0 0 0
50-56 Days (Group 2) 34 1 (3%) 1 0 1 (100%) 0 0
57-63 Days (Group 3) 20 0 0 0 0 4] 0
HEARING AND VESTIBULAR DISORDERS
ANY EVENT 563 Days (All) 89 2 (2%} 0.3437 3 1 (33y) 1 (33y) 1 (33%) 0
s49 Days (Group 1) 35 2 (6%) 3 1 (33%) 1 (33%) 1 (33%) 0
50-56 Days (Group 2) 34 0 0 0 0 0 0
57-63 Days (Group 3) 20 (1] 0 0 (1] 0 0
(1) Includes all adverse events reported at any point in the study, regardless of causality.
[2]) NOS = Not otherwise specified
(3] Gestational age group was aseigned by the investigator based upon menstrual history, pelvic examination and vaginal ultrasonography.
[4) Events in this body system occurred during the study blood sampling.
Source Data: Appendix A.1, Tables 16 and 25
J:\USA\166B\SASPGMS\apdxd\final\adel.SAS 30NOV98:10:44 FINAL
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Center: N e
Gestational Total Number Fisher's
Age Number of Pts exact Number  --------ie-aaonn Severity---------. .. AR
Body System/Event (2] Group {3} of Pts w/Event p-value of Events Mild Moderate Severe unknown
HEARING AND+VESTIBULAR DISORDERS (cont.)
EAR ACHE 563 Days (All) 89 2 (2%) 0.3437 3 1 (33%) 1 (33%) 1 (33%) 0
549 Days (Group 1) 35 2 (6%) 3 1 (33y) 1 (33%) 1 (33y%) 0
50-56 Days (Group 2) 34 0 0 0 0 0 4]
57-63 Days (Group 3) 20 0 0 0 0 0 0
PSYCRIATRIC DISORDERS
ANY EVENT 563 Days (All) 89 7 (8%) 0.6869 1 5 {45%) 3 (27v) 3 (27%) 0
s49 Days (Group 1) 35 4 (11%) 7 3 (43W) 2 (2%%) 2 (29%) 0
50-56 Days (Group 2) 34 2 (e%) 3 1 (33y) 1 (33y) 1 (33y) 0
$7-63 Days {(Group 3) 20 1 (s%) 1 1 (100%) 0 [} 0
ANOREXIA s63 Days (All) 89 4 (4%) 0.2672 5 4 (80%) 1 (20%) 0 0
‘ 549 Days (Group 1) 35 3 (9%) 4 3 (75%) 1 (25%) 0 0
i . 50-56 Days (Group 2) 34 0 0 0 0 0 0
! 57-63 Days (Group, 3) 20 1 (5%) 1 1 (100%) 0 0 0
DEPRESSION 563 Days (All) 89 4 (4%) 0.6735 5 1 (20%) 2 (40%) 2 (40%) 0
=49 Days (Group 1) k1 2 (6%) 2 [} 1 (S0%) 1 (50%) 0
50-56 Days (Group 2) 34 2 (6%) 3 1 (33y) 1 (33%) 1 (33%) 0
$7-63 Days (Group 3) 20 +] 0 0 0 0 0
INSOMNIA 263 Days (All) 89 1 (1%) 1.0000: 1 0 1] 1 (100%) 0
<49 Days (Group 1) 35 1 (3%) L 1 0 0 1 (100%) 0
50-56 Days (Group 2) 34 0 ' 0 ] 0 0 0
$7-63 Days (Group 3) 20 ) 0 0 0 o 0
(1) Includes all adverse events reported at any point in the study, regardless of causality.
[2) NOS = Not otherwise specified
[3) Gestational age group was assigned by the investigator based upon menstrual history, pelvic examination and vaginal ultrasonography.
[4) Events in this body system occurred during the study blood sampling.
Source Data: Appendix A.1, Tables 16 and 25
J: \USA\166B\SASPGMS\apdxd\final\adel.SAS 30NOV98:10:44 FINAL
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[Safety Evaluable Patients)
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Gestational | Total Number Fisher's
Age Number of Pts exact Number  --:-- - --siianaanl i an Severity--------- oo
Body System/Event (2] Group [(3) of pts w/Event p-value of Events Mild Moderate Severe Unknown
GASTRO- INTESTINAL SYSTEM DISORDERS
ANY EVENT 563 Days (All) 89 69 (78%) 0.3563 212 86 (41%) 99  (47%) 26  (12%) 1 (el¥)
249 Days (Group 1) 3s 28 (80%) 69 27 (39%) 28 (41%) 14 (20%) Q
50-56 Days (Group 2) 34 28 (82%) 94 34 (36V) 52 (55%) 8 (9%) 0
57-63 Days (Group 3) 20 13 (65%) 19 25 (51%) 19 (39%) 4 (8%) 1 (2%)
ABDOMINAL PAIN (STOMACH AND INTESTINAL) 563 Days (All) 89 2 2v) 0.5174 2 1 (50%) [ || 1 (50%) 0
' s49 Days (Group 1) 35 0 0 0 0 . o 0
50-56 Days (Group 2) 34 1 (3%) 1 1 (100%) 0 ; o 0
57-63 Days (Group 3) 20 1 (5%) 1 [ 1] 1 (100%) 0
CONSTIPATION 563 Days (All) 89 1 (1%) 0.2247 1 [} [ 0 1 {(100%)
549 Days (Group 1) 3s 0 [ 0 4] (1] 0
50-56 Days (Group 2) 34 (] 0 0 0 o 0
57-63 Days (Group 3) 20 1 (5%) 1 0 0 0 1 (100%)
DIARRHEA 563 Days (All) 89 27 (30%) 0.8750 33 15 (45%) 14 (42%) 4 (12%) [
549 Days (Group 1) 35 11 (31%) 13 B (62%) 4 (31%) 1 (8%) 0
50-56 Days (Group 2) 34 11 (32%) 14 6 (43%) 7 (S0%) 1 (7%) 4
57-63 Days (Group 3) 20 5 (25%) 6 1 (17%) 3 (sowm) 2 (33%) 0
DYSPEPSIA £63 Days (All) 89 3 (3%) 1.0000 5 2 (40%) 3 (60%) 0 0
%49 Days (Group 1) 35 1 (3%) 1 0 1 (100%) 0 0
50-56 Days (Group 2) 34 1 (3%) 1 1 (100%) ] 0 0
$7-63 Days (Group 3) 20 1 (S%) e 3 1 (33%) 2 (67%) 0 0
[1] Includes all adverse events reported at any point in the study, regardless of causality.
[2}) NOS = Not otherwise specified
[3] Gestational age group was assigned by the investigator based upon menstrual history, pelvic examination and vaginal ultrasonography.
[4) Events in this body system occurred during the study blood sampling.
Source Data: Appendix A.1, Tables 16 and 25
J:\USA\166B\SASPGMS\apdxd\final\adel.SAS 30NOV9H:10:44 FINAL
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Center: & e i
Gestational Total Number Fisher's
Age Number of Pts exact Number  --------c--innocon o Severjty------------- . --ee--
Body System/Event (2] Group [3) of Pts w/Event p value of Events Mild Moderate Severe Unknown
GASTRO- INTESTINAL SYSTEM DISORDERS (cont.)
FLATULENCE 563 Days (All) 89 3 {3%) 0.1772 3 1 (33y) 0 2 (67%) 0
549 Days (Group 1) 35 3 {(9%) 3 1 (33%) 0 2 (67%) [}
50-56 Days (Group 2) 34 0 0 0 0 ] 0
57-63 Days (Group 3) 20 0 0 0 0 0 0
NAUSEA 63 Days (All) 89 61 (69%) 0.4707 117 52 (44%) S1  (44%) 14 (12%) 0
' =49 Days (Group 1) 35 22 (63%) 37 13 (35%) 16 (43%) 8 (22%) 0
50- 56 Days (Group 2) 34 26 (786%) 53 22 (42%) 26 (49') S (9%) 0
57-63 Days (Group 3) 20 13 (65%) 27 17 (63%) 9 (V) 1 (4v) 0
SALIVA INCREASED 563 Days (All) 89 1 (1%) 0.2247 1 0 1 (100%) 0 0
49 Days (Group 1) 35 4] 0 0 0 0 0
50-56 Days (Group 2) 34 0 0 [ 0 0 0
$7-63 Days (Group 3) 20 1 {5%) 1 0 1 (100%) 0 0
VOMITING %63 Days (All)} 89 33 (37%) 0.2789 50 15 (30%) 30 (60%) S (10%) 0
=49 Days (Group 1) 35 10 (29%) 15 S (33%) 7 (47%) 3 (20%) 0
50-56 Days (Group 2) 34 16 (47%) 25 4 (16%) 19 (76%) 2 (8%} 0
57-63 Days (Group 3) 20 7 (35%) 10 6 (60%) 4 (40V) ] 0
' ]
CARDIOVASCULAR DISORDERS, GENERAL
ANY EVENT 63 Days (All) 89 2 (2%) 0.5174 2 0 1 (50%) 1 (50%) 0
=49 Days (Group 1) 35 0 0 0 0 ] 0
50-56 Days (Group 2) 34 1 (3%) 1 0 0 1 (100%) 0
$7-63 Days (Group 3) 20 1 (S5%) 1 0 1 (100%) 0 0
[1) Includes all adverse events reported at any point in the study, regardless of causality. ‘
[2} NOS = Not otherwise specified i
(3] GCestational age group was assigned by the investigator based upon menstrual history, pelvic examination and vaginal ultrasonography.
{4] Events in thie body system occurred during the study blood sampling. i
Source Data: Appendix A.1, Tables 16 and 25
J:\USA\166B\SASPGMS\apdxd\final\adel.SAS 30NOV98:10:44 | | FINAL
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Appendix D, Table Sa (Continued)
Adverse Events (1] By Center )
[safety Evaluable Patients]

Centet: et g

Gestational Total Number Fisher's
Age Number of Pts exact Number  ---------iiiiiiian Severity --- -------- oo
Body System/Event (2} Group (3] of pPts w/Event p-value of Events Mild Moderate Severe Unknown
CARDIOVASCULAR DISORDERS, GENERAL (comt.)
HYPOTENSION 563 Days (All) 89 2 (2%) 0.5174 2 0 1 (50%) 1 (50%) 0
s49 Days (Group 1) 35 0 : 0 0 0 0 0
50-56 Days (Group 2) 34 1 (3%) 1 0 0 1 (100%) 0
57-63 Days (Group 3) 20 1 (s%) 1 0 1 (100%) 0 0
HEART RATE AND RHYTHN DISORDERS
ANY EVENT ' R $63 Days (All) 89 1 (1%) 0.2247 1 0 [} , 1 {100%) 0
54? Days (Group 1) 35 0 0 0 0 , 0 0
50-56 Days (Group 2) 34 0 4} 0 0 0 0
57-63 Days (Group 3) 20 1 (s%) 1 0 0 1 (100%) 0
PALPITATION s63 Days (All) 89 1 (1%) 0.2247 1 0 0 1 (100%) Q
s49 Days (Group 1) 35 0 0 0 0 0 0
50-56 Days (Group 2) 34 0 0 0 0 1] 0
57-63 Days {Group 3) 20 1 (S5%) 1 [ 0 1 (100%) 0
RESPIRATORY SYSTEM DISORDERS
ANY EVENT 63 Days (All) 89 6 (7%) 0.6419 11 S (45%) 5 (45%) 1 {9%) [¢]
549 Days (Group 1) 3s 3 (9%) S 2  (40%) 3 (60%) 0 0
50-56 Days (Group 2) 34 1 (3%) 1 0 0 1 (100%) 0
$7-63 Days (Group 3) 20 2 (10%) S 3 (60%) 2 (40%) 0 0
[1] Includes all adverse events reported at any point in the study, regardless of causality. R
(2) NOS = Not otherwise specified
(3] Gestational age group was assigned by the investigator based upon menstrual history, pelvic examination and vaginal ultrasonography.
(4] Events.in this body system occurred during the study blood sampling.
Source Data: Appendix A.1, Tables 16 and 25
J:\USA\166B\SASPGMS\apdxd\final\adel.SAS 30NOV98:10:44 FINAL
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Appendix D, Table Sa (Continued)
Adverse Events (1] By Center )
(Safety Evaluable Patients|

Center: S ————
Gestational Total Number Fisher's
Age ! Number of Pts exact Number  -----------c ot Severity--------ccc-oooi
Body System/Event [2] Group (3] of Pts w/Event p-value of Events Mild Moderate Severe Unknown
RESPIRATORY SYSTEM DISORDERS (cont.)
COUGHING 563 Days (All) 89 1 (1%) 0.6067 1 0 0 1 (100%) 0
s49 Days (Group 1) 35 0 0 0 0 0 0
50-56 Days (Group 2) 34 1 (3%) 1 0 [+] 1 (100%) 0
$7-63 Days (Group 3) 20 0 0 0 0 0 /]
PHARYNGITIS 563 Days (All) 89 3 (3%) 0.4394 3 2 (67%) 1 (33%) o 0
' . 549 Days (Group 1) 35 2 (6%) 2 1 (50%) 1 (59\) 0 0
50-56 Days (Group 2) 34 ] ! 0 0 [} : 0 0
57-63 Days (Group 3) 20 1 (;\) 1 1 (100%) [+ 0 0
PULMONARY CONGESTION s63 Days (All) 89 2 (2%) 0.6961 2 1 (S0%) 1 (50%) 0 0
s49 Days (Group 1) 35 1 (3%) 1 1 (100%) 0 0 0
50-56 Days (Group 2) 34 o ] 0 0 0 0
57-63 Days (Group 3) 20 1 (5%) 1 0 1 (100%) 0 0
RHINITIS 563 Days (All) a9 1 (1%) 0.2247 3 2 (67%) 1 (33%) 0 0
549 Days (Group 1) 35 0 ¢} 0 0 0 0
50-56 Days (Group 2) 34 0 0 (] 1] 0 Q
$7-63 Days (Group 3) 20 1 (5%) 3 2 (67%) 1 (33%) 0 4]
SINUSITIS £63 Days (All) 89 1 (1%) 1.0000 2 0 2 (100%) 0 0
#49 Days (Group 1) 3s 1 (3%) 2 0 2 (100%) 0 0
50-56 Days (Group 2) 34 0 0 0 0 0 0
57-63 Days (Group 3) 20 (1] , 0 0 ] 0 0
f1) xnclude! all adverse events reported at any point in the study, regardless of causality.
{2) NOS = Not otherwise specified
[3) Gestational age group was assigned by the investigator based upon menstrual history, pelvic examination and vaginal ultrasonography.
[4) Events in this body system occurred during the study blood sampling.
Source Data: Appendix A.l, Tables 16 and 25
, J:\USA\166B\SASPGMS\apdxd\final\adel.SAS 30NOV98:10:44 FINAL
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)

Gestational Total Number Fisher's
Age Number of Pts exact Number  -----------------o.---G@VRLitY- - c--ccecciciioe e
Body System/Event (2] Group ({3} of Pts  w/Event p-value of Events Mild Mcderate Severe Unknown
URINARY SYSTEM DISORDERS
ANY EVENT s63 Days (All) 89 2 (2%) 1.0000 4 3 (75%) 0 1 (25%) [}
549 Days (Group 1) 35 1 (3%) 2 2 (100%) 0 0 0
50-56 Days (Group 2) 34 1 (3%) 2 1 (50%) 0 1 (50%) 0
57-63 Days (Group 3} 20 0 0 [} 0 0 0
MICTURITION FREQUENCY 63 Days (All) 89 1 (1%) 1.0000 1 1 (100%) 0 0 [}
' =49 Days (Group 1) 35 1 (3%) 1 1 (100%) 0 0 [}
$0-56 Days (Group 2) 34 [¢] 0 0 [ 0 0
57-63 Days (Group 3) 20 0 0 0 0 0 [
MICTURITION URGENCY s63 Days (All) 89 1 (1%) 0.6067 1 1 (100%) 0 0 0
549 Days (Group 1) 35 0 0 0 0 0 [}
50-56 Days (Group 2) 34 1 (3%) 1 1 (100%) 0 0 1]
57-63 Days (Group 1) i 20 4] 0 0 0 0 0
URINARY RETENTION s6) Days (All) l 89 1 (1%) 1.0000 1 1 (100%) 0 0 [}
s49 Days (Group 1) 3s 1 (3%) 1 1 (100%) 0 0 0
50-56 Days (Group 2) 34 0 0 0 0 0 0
$7-63 Days (Group 3) 20 0 0 0 0 0 0
URINARY TRACT INFECTION £63 Days (All) 89 1 (1%) 0.6067 1 0 0 1 (100%) 0
449 Days (Group 1) I 35 o 0 0 0 0 0
50-56 Days (Group 2) 34 1 (3%) 1 0 0 1 (100%) 0
57-63 Days (Gyroup 3) 20 0 0 0 0 0 0
(1) Includes all adverse events reported at any point in the study, regardless of causality.
(2) NOS = Not otherwise specified
{3] Gestational age group was assigned by the investigator based upon menstrual history, pelvic examination and vaginal ultrasonography.
[4] Events in this body system occurred during the study blood sampling.
Source Data: Appendix A.l, Tables 16 and 25
J:\USA\166B\SASPGMS\apdxd\final\adel.SAS 30NOV98:10:44 FINAL
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Gestational Total Number Fisher's
Age Number of pts exact Number  ------------c-cn-av-.-GeVerity - - oo
Body System/Event (2] Group (3} of Pts w/Event p-value of Events Mild Moderate Severe Unknown
REPRODUCTIVR, DISORDERS, FEMALR
ANY EVENT %63 Days (All) 89 14 (16%) 0.1194 17 6 (35%) 0 1 (65%) [
=49 Days (Group 1) as 3 (9%) 3 2 (67%) 0 1 (33%) 0
$0-56 Days (Group 2) 34 9 (26%) 12 3 (25%) 0 9 (75%) 0
§7-63 Days (Group 3) 20 2 (10%) 2 1 (s0%) 0 1 (s50%) [
BREAST DISCHARGE s63 Days (All) 89 1 (1%) 1.0000 1 1 (100%) 0 0 0
549 Days (Group 1) 35 1 (3%) 1 1 (100%) [ 0 0
50-56 Days (Group 2) 34 /] 0 0 0 0. 0
57-63 Days (Group 3) 20 0 0 0 [ 0 0
BREAST PAIN FEMALE 563 Days (All) 89 3 (3%) 1.0000 3 1 {33%) 0 2 (67%) 0
549 Days (Group 1) 35 1 (3%) 1 0 0 1 (100%) 0
' 50-56 Days (Group 2) 34 1 (3%} 1 0 0 1 (1008%) 0
' . 57-63 Days (Group 3) 20 1 (5%) 1 1 (100%) 0 ] 0
LEUKORRHOEA 563 Days (All) 89 2 {2%) 0.1918 2 2 (100%) 4] 0 0
549 Days (Group 1) 35 o 0 0 0 0 0
50-56 Days (Group 2) 34 2 {6%) 2 2 (100%) 0 0 0
$7-63 Days (Group 3) 20 V] 0 0 0 '] 0
OVARIAN DISORDER £63 Days (All) 89 1 (1%) 1.0000 1 1 (100%) 0 0 0
549 Days (Group 1) 35 1 (3%) 1 1 (100%) 0 0 0
50-56 Days (Group 2) 34 0 0 0 0 0 0
§7-63 Days (Group 3) 20 0 | 0 0 0 0 0
(1) Includes all adverse events reported at any point in the vstudy, regardless of causality.
[2] NOS « Not otherwise specified
(3) Gestational age group was assigned by the investigator based upon menstrual history, pelvic examination and vaginal ultrasonography.
{4) Events in this body system occurred during the study blood sampling.
Source Data: Appendix A.l, Tables 16 and 25
J:\USA\166B\SASPGMS \apdxd\final\adel.SAS 3JONOV98:10:44 FINAL
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Center: e =
Gestational Total Number Fisher's
Age ! Number of Pts exact Number  -----------ooiooo Severity-----------cooooan
Body System/Event [(2) Group [3) of Pts w/Event p-value of Events Mild Moderate Severe Unknown
REPRODUCTIVE DISORDERS, FEMALR (cont.)
UTERINE HAEMORR!)!AGE =63 Days (All) 89 7 (8%) 0.0113 10 1 (10%) [} 9 (90%) [
s49 Days (Group 1) is 0 0 0 1] 0 [
50-56 Days (Group 2) 34 6 (18%) S 1 (11%) 0 8 (89%) 0
57-63 Daysa ({(Group 3) 20 1 (5%) 1 0 0 1 {(100%) 0
NEOPLASK
ANY EVENT 56} Days (All) 89 2 (2%) 0.6961 2 1 ' (50%) 1} , in 0 1 (50%)
s49 Days (Group 1) 35 1 (3%) 1 1 (100%) 0 0 0
50-56 Days (Group 2) 34 0 0 0 1] 0 0
$7-63 Days (Group 3) 20 1 (5%) 1 0 0 0 1 (100%)
CERVICAL SMEAR TEST POSITIVE s63 Days (All) 89 1 {(1%) 0.2247 1 0 0 0 1 (100%)
s49 Days (Group 1) 3s "] [ 0 0 0 ]
$0-56 Days (Group 2) 34 0 (] 0 0 v] ]
$7-63 Days (Group 3) 20 1 (5%) 1 0 0 0 1 (100%)
OVARIAN CYST 563 Days (All) 89 1 (1%) 1.0000 1 1 (100%) 0 0 0
549 Days (Group 1) 35 1 (3% 1 1 (100%) 0 (] 0
$0-56 Days (Group 2) 34 ] 0 0 0 0 0
57-63 Days (Group 3) 20 0 0 0 0 0 0
BODY AS A WHOLE - GENERAL DISORDERS '
ANY EVENT 563 Days (All) 89 88  (99%) 0.6067 392 161  (41%) 142 (36%) 88 (22%) 1 (<1%)
s49 Days (Group 1) 35 35 (100%) A58 68 (43%) S5 (35%) 34 (22W) 1 (<1¥%)
50-56 Days (Group 2) 34 33 (97 149 57 (38%) 59 (40%) 33 (22%) [4
57-63 Days (Group 3) 20 20 (100%) 8s 36 (42%) 28 (33w) 21 (25W) 0
{1] Includes all adverse events reported at any point in the study, regardless of causality.
{2] NOS = Not otherwise specified
{3} Gestational age group was assigned by the investigator based upon menstrual history, pelvic examination and vaginal ultrasonography.
[4) Events in this body system occurred during the study blood sampling.
Source Data: Appendix A.1, Tables 16 and 25
J:\USA\166B\SASPGMS\apdxd\final\adel.SAS IONOV98:10:44 FINAL
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Adverse Events [1) By Center
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Gestational Total Number Fisher's
Age Number of Pts exact Number --------------semsann- Severity-------------- S e
Body System/Event (2) Group (3] of Pts w/Event p-value of Events Mild Moderate Severe Unknown
BODY AS A WHOLE - GENERAL DISORDERS (comt.)
ABDOMINAL PAIN 563 Days (All) 89 88 (99%) 0.6067 313 138 (41%) 118  (35%) 76 (23%) 1 (<1%)
s49 Days (Group 1) i5 35 (100%) 130 57 (44%) 41 (32%) 31 (24%) 1 (ely)
50-56 Days (Group 2) 34 33 (97%) 128 48 (38%) 54 (42%) 26 (20%) 0
57-63 Days (Group 3) 20 20 (100%) 5 33 (44%) 23 (31%) 19 (25%) 0
ALLERGY s63 Days (All) 89 1 (1%) 0.2247 1 [} 1 (100%) 0 0
' . 549 Days (Group 1) 3s 0 0 0 0 0 0
$0-56 Days (Group 2) 34 0 0 0 ] 0 0
57-63 Days (Group 3) 20 1 (5%) 1 0 1 (1dow) ] 0
ASTHENIA s63 Days (All) 89 3 (3%) 0.6123 S 1 (20%) 2 (40%) 2 (40%) 0
s49 Days (Group 1) 3s 1 (3%) 2 1 (50%) 1 (s50%) o 0
50-56 Days (Group 2) 34 2 (6%) 3 0 1 (33%) 2 (67%) [
57-63 Days {(Group 3) 20 0 0 [ 0 [1] 0
BACK PAIN s63 Days (All) 89 10 (11%) 0.5711 12 4 (33y) 4 (33%) 4 (33} [}
s49 Days (Group 1) 35 4 (11%) 5 1 (20%) 3 (s0%) 1 (20%) 0
50-56 D;ays (Group 2) 34 S (15%) 6 3 (50W) 1 (17v) 2 (33v) 0
$7-63 Days (Group 3) 20 1 (5%) 1 0 0 1 (100%) 0
i
CHEST PAIN £63 Days (All)} 89 1 (1%) 0.6067 2 1 (50%) 1 (50%) . 0 0
«49 Days (Group 1) 35 0 0 0 0 ' 0 0
50-56 Days (Group 2) 34 1 (3%) 2 1 (50%) 1 (50%) |0 0
57-63 Days (Group 3) 20 0 R (] 0 0 0 0
1) lnclude‘s all adverse events reported at any point in the study, regardless of causality.
[2] NOS = Not otherwise specified
[3) Gestational age group was assigned by the investigator based upon menstrual history, pelvic examination and vaginal ultrasonography.
{4) Events in this body system occurred during the study blood sampling. '
I
Source Data: Appendix A.l1, Tables 16 and 25
t
J:\USA\166B\SASPGMS\apdxd\final\adel.SAS 30NOV98:10:44 ' FINAL
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Gestational Total Number Fisher's
Age Number of Pts exact Number -------ci--ciiaiaaoon Severity------- - ---------.- -
Body System/Event [2) Group {3] of Pts w/Event p-value of Events Mild Moderate Severe Unknown
BODY AS A WAOLE - GENERAL DISORDERS (comt.) .
FATIGUE s63 Days (All) 89 20 (22%) 0.3933 25 9 (36%) 11 (44%) S (20%) 0
549 Days (Group 1) 35 9 (26\§ 12 4 (33y) 6 (50%) 2 (17w) 0
50-56 Days (Group 2) 34 S (15%) 6 3  (50%) 1 (17%) 2 (33%) 0
57-63 Days (Group 3) 20 6 (30%) 7 2 (29%) 4 (S7%) 1 (1a¥%) [
FEVER 563 Daya‘(All) 89 6 (7%) 1.0000 6 S (83%) 1 (17%) 0 0
! 549 Days (Group 1) 35 3 (9%) 3 3 (100%) 0 . 0 0
50+56 Days (Group 2) 34 2 (6%) 2 1 (50%) 1 (50%) 0 [
s7l63 Days (Group 3) 20 1 (s%) 1 1 (100%) [+] 0 ]
LEG PAIN 563 Days (All) 89 1 (1%) 1.0000 3 0 3 (100W) 0 0
549 Days (Group 1) 35 1 (3%) 3 1] 3 (100%) 0 0
50-56 Daya (Group 2) 34 0 Oi 0 0 0 0
$7-63 Days (Group 3) 20 0 0 0 0 0 0
PAIN s63 Days (All) 89 1 {1%) 0.6067 1 1 (100%) 0 0 0
549 Days (Group 1) is 0 [ 0 0 o 0
50-56 Days (Group 2) 34 1 (3%) 1 1 (100%) 0 0 0
57-63 Days (Group 3) 20 0 0 0 0 0 0
RIGORS s63 Days (All) 89 3 (3%) 0.7904 3 2 (67%) 0 1 (33%) 0
=49 Days (Group 1) k1] 2 {6%) 2 2 (100%) 0 0 0
50-56 Days (Group 2) 34 1 (3%) 1 0 0 1 (100%) 0
57-63 Days (Group 3) 20 0 0 0 0 0 0
(1) Includes all adverse events reported at any point in the study, regardless of causality.
(2] NOS = Not otherwise specitied
[3] Gestational age group was assigned by the investigator based upon menstrual history, pelvic examination and vaginal ultrasonography.
{4]) Events in this body system occurred during the study blood sampling.
Source Data: Appendix A.1, Tables 16 and 25
J:\USA\166B\SASPGMS\apdxd\final\adel.SAS 30NOV98:10:44 FINAL
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Appendix D, Table 5a (Continued)
Adverse Events (1} By Center
(safety Evaluablje Patients)

center: o ————

- -

Gestational Total Number Fisher's
Age ! Number of Pts exact Number  --------cnioiaiaaans Severity--------- oo
Body System/Event (2] Group [3) of Pts w/Event p-value of Events Mild Moderate Severe Unknown
+
BODY AS A WHOLE - GRNERAL DISORDERS (cont.)
SYNCOPE i 63 Days (All) a9 1 (1%) 1.0000 1 0 1 (100%) (] 0
s49 Days (Group 1) 35 1 (3%) 1 [+} 1 (100%) 0 0
50-56 Days (Group 2) 34 0 0 0 0 1] 0
57-63 Days (Group 3) 20 0 0 0 0 0 0
RESISTANCE MECHANISM DISORDERS
ANY EVENT ' . %63 Days (All) 89 4 (4%) 0.6735 6 1 (17%) 2 (331%) 3 (s0%) 0
549 Days (Group 1) 35 2 (En 2 0 1 (sbw) 1+ (50%) 0
50-56 Days (Group 2} 34 2 (6%} 4 1 (25%) 1 (25%) 2 (50%) 0
$7-63 Days (Group 3) 20 0 0 0 0 0 0
HERPES SIMPLEX 63 Days (All) 89 1 (1%) 1.0000 1 0 0 1 (100%) 0
s49 Days (Group 1) 3S 1 (3%) 1 0 0 1 (100%) 0
$0-56 Days (Group 2) 34 0 0 0 0 0 9
57-63 Days (Group 3) 20 0 4 0 0 0 0
i
INFECTION VIRAL %63 Days (All) 89 3 (3%) 0.6123 5 1 (20%) 2  (40%) 2 (40%) 0
549 Days (Group 1) iS5 1 (3%) 1 0 1 (100%) 0 0
50-56 Days (Group 2) 34 2 (6%) 4 1 (25%) 1 (25%) 2 (50%) 0
$7-63 Days (Group 3) 20 0 0 0 0 0 0
{1] Includes all adverse events reported at any point in the study, regardless of causality.
[{2] NOS = Not otherwise specified .
{3} Gestational age group was assigned by the investigator based upon menstrual history, pelvic examination and vaginal ultrasonography.
{4] Events in this body system occurred during the study blood sampling.
Source Data: Appendix A.1, Tables 16 and 25
| J:\USA\166B\SASPGMS\apdxd\final\adel.SAS 30NOV98:10:44 FINAL
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Gestational Total Number Fisher's
Age Number of Pts exact Numbey  ------c-----eceoannann Severity-------------- - -
Body System/Event (2] Group (3) of Pts w/Event p-value of Events Mild Moderate Severe Unknown
4
ANY EVENT €3 Days (All) 175 171 (98%) 0.6779 983 433 (44%) 401 (41%) 147 (15%) 2 (<1%)
s49 Days (Group 1) 1 69 (97%) 359 147  (41%) 152 (42%) 60 (17v) 0
50-56 Days (Group 2) 72 71 (99%) 398 199 (50%) 152  (38%) 46  (12%) 1 {(<1%)
57-63 Days (Group 3) 32 31 (97W) 226 87 (38%) 97 (43%) 41  (18%) 1 (<1%)
SKIN AND APPENDAGES DISORDERS
ANY EVENT ' , =63 Days (All) 175 6 iw) 0.7426 }7 4 (S7YV) 3 (43%) 0 0
%49 Days (Group 1) 71 3 (4%) 4 3 (75%) 1 (25%) o’ 0
50-56 Days (Group 2) 72 3 (4%) 3 1 (33%) 2 (67%) 0 0
$7-63 Days (Group 3) 32 0 0 0 0 0 0
ACNE s63 Days (All) 175 1 (<1¥) 1.0000 1 1 (100%) 0 0 0
s49 Days (Group 1) 71 0 0 0 0 0 0
$0-56 Days (Group 2) | 72 1 (1%) 1 1 (100%) | 0 0 0
57-63 Days (Group 3) 32 ] 0 0 0 0 0
PRURITUS 563 Days (All) . 175 1 (<1¥%) 0.5886 2 2 (100%) 0 0 0
s49 Days (Group 1) 71 1 1%) 2 2 (100%) 0 o 0
50-56 Days (Group 2) 72 o 0 [*] 0 0 0
57-6) Days (Group 3) 32 0 0 0 0 0 0
RASH 463 Days (All) I 175 2 (1%) 1.0000 2 0 2 (100%) 0 0
s49 Days (Group 1) n 1 (1%) 1 0 1 (100%) 0 0
50-56 Days (Group 2) 72 1 Qaw o 1 0 1 (100%) 0 0
5§7-63 Days (Group 3) 32 0 0 [ 0 0 0
[1) Includes all adverse events reported at any point in the study, regardless of causality.
{2) NOS = Not otherwise specified
[3) Gestational age group was assigned by the investigator based upon menstrual history, pelvic examination and vaginal ultrasonography.
(4) Events in this body system occurred during the study blood sampling.
Source Data: Appendix A.1, Tables 16 and 2S
J:\USA\166B\SASPGMS\apdxd\final\adel.SAS 3ONOV98:10:44 FINAL
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Adverse Events [1] By Center
(safety Evaluable Patients}
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Gestational Total Number Fisher's
Age Number of Pts exact Numbexr  ---------scaercnaiaas Severity------------- Ry
Body System/Event (2] Group (3] of Pts w/Event p-value of Events Mild Moderate Severe ' Unknown
SKIN AND APPENDAGES DISORDERS (comt.)
SWEATING INCREASED 63 Days (All) 175 1 (<1%) 1.0000 1 0 1 (100%) 0 0
549 Days (Group 1) 7 0 0 0 0 0 0
50-56 Days (Group 2) 72 H (1%) 1 0 1 (100%) 0 0
57-63 bays (Group 3) 32 0 0 (1] 0 V] 1]
VERRUCA 563 Days (All) 175 1 (<1¥%) 0.5886 1 1 (100%) 0 1] 0
s49 Days (Group 1) 71 1 (1%) 1 1 (100%) 0 0 0
50-56 Days (Group 2) 72 0 [} 0 0 ! 0- 0
57-63 Days (Group 3) 32 0 0 0 0 0 0
NUSCULO-SKELETAL SYSTEX DISORDIRS
ANY EVENT 563 Days (All) 175 3 (2%) 0.7933 3 1 (33y) 2 (67%) 0 [4
; s49 Days (Group 1) 71 2 (3v) 2 0o 2 (100%) 0 0
' ' 50-56 Days (Group 2) 72 1 aw 1 1 (100%) 0 ] 0
: 57-63 Days (Group 3) 32 0 0 0 0 0 0
MYALGIA 563 Days (All) 175 2 (1%) 1.0000 2 1 (50%) 1 (50%) 0 0
549 Days (Group 1) 71 1 (1%) 1 0 1 (100%) 0 0
50-56 Days (Group 2) 72 1 (1%) 1 1 (100%) 0 0 0
$7-63 Days (Group 3) 32 ] 0 0 0 ] 0
SKELETAL PAIN 963 Days (All) 175 1 (<1%) 0.5886, 1 0 1 (100%) 0 0
=49 Days (Group 1) 71 1 (1) i 1 0 1 (100%) 0 0
50-56 Days (Group 2) 72 0 } o 0 [} 0 0
57-63 Days (Group 3) 32 0 0 0 (1] 0 0
[1} Includes all adverse events reported at any point in the study, regardless of causality.
[2} NOS = Not otherwise specified
[3] Gestational age group was assigned by the investigator based upon menstrual history, pelvic examination and vaginal ultrasonography.
(4] Events in this body system occurred during the study blood sampling.
Source Data: Appendix A.1, Tables 16 and 25
J:\USA\166B\SASPGMS\apdxd\final\adel.SAS 30NOV98:10:44 FINAL
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Appendix D, Table Sa (Continued)
Adverse Events (1] By Center \
[Safety Evaluable Patients]

Center: WESTHOFF (#24)

Gestational | Total Number Fisher's
Age Number of Pts exact Number  -------------aooaooonn Severity-----------eiaa o
Body System/Event {2] Group [3) of Pts w/Event p-value of Events Mild Moderate Severe Unknown
CENTR & Plﬂ!?l NERVOUS SYSTEM DISORDERS
ANY EVENT 63 Days (All) 175 64 (37%) 0.2349 110 40 (36%) 49 (45%) 21 (19%) 0
s49 Days (Group 1) 71 30 (42%) 48 17 (3s%) 24 (S0%) 7 (15%) [
50-56 Days (Group 2) 72 21 (29%) 39 16 (41%) 16 (41%) 7 (18%) 0
57-63 Days (Group 3) 32 13 (41%) 23 7 (30%) 9 (39%) 7 (30%) 0
CONVULSIONS $63 Days (All) 178 1 (<1%) 0.5886 1 1 (100%) 0 \ 0 0
' . s49 Days (Group 1) 71 1 (1%) 1 1 (100%) 0 \ o 1]
50-56 Days (Group 2) 72 0 0 0 0 N 0’ 0
57-63 Days (Group 3) 32 0 0 0 0 0 0
DIZZINESS 563 Days (All) 175 16 (9%) 0.7410 25 10 (40%) 9 (36%) 6 (24%) 0
s49 Days (Group 1) 71 6 (8%) 8 2 (25%) S (63W%) 1 (13%) 0
50-56 Days (Group 2) 72 6 (8%) 10 5 (s50%) 3 (30%) 2 (20%) ! 0
57-63 Days (Group 3) 32 4 (13%) 7 3 (43%) 1 (14%) 3 (43%) 0
HEADACHE 63 Days (All) 175 58 (33%) 0.2714 84 29 (35%) 40 (48Y%) ‘ 15 (18%) 0
549 Days (Group 1) n 27 (38%) 39 14 (36%) 19 (49%) 6 (15%) 0
50-56 Days (Group 2) 72 19 (26%) 29 11 (38%) 13 {45%) S (17%) 0
57-63 Days (Group 3) 32 12 (38%) 16 4 (25%) 8 (50%) 4 (25%) 0
PSYCHIATRIC DISORDERS
ANY EVENT £63 Days (All) 175 18 (10%) 0.2758 26 8 (31%) 13 (s0¥%) S (19%) 0
549 Days (Group 1) 71 10 (14%) ) 17 6 (35%) 9 (53%) 2 (12%) 0
50-56 Days (Group 2) 72 7 (10%) o 7 2 (29%) 4 (57%) 1 (14%) 0
§7-63 Days (Group 3) 32 1 (3%) 2 0 0 2 (100%) [}
{1] Includes all adverse events reported at any point in the study, regardless of causality.
[2] NOS « Not otherwise specified
[3] Gestational age group was assigned by the investigator based upon menstrual history, pelvic examination and vaginal ultrasonography.
[4) Events in this body system occurred during the study blood sampling.
Source Data: Appendix A.1l, Tables 16 and 25
J:\USA\166B\SASPGMS\apdxd\final\adel.SAS 30NOV98:10:44 FINAL
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Appendix D, Table 5a (Continued)

Adverse Events (1] By Center
[Safety Evaluable Patients]

Page 40 of 120

Gestational Total Number Fisher's
Age Number of Pts exact Number - --------s-i-aanaann Severity-------- .- ------- -
Body System/Event {2] Group (3] of Pts w/Event p-value of Events Mild Moderate Severe uUnknown
PSYCHIATRIC JDISORDERS (comt.)
ANOREXIA $63 Days (All) 175 2 (1%) 0.6642 2 0 2 (100%) 0 0
s49 Days (Group 1) 7 (4] 0 [+] 0 (1] 0
50-56 Days (Group 2) 72 2 (3%) 2 0 2 (100%) 0 0
$7-63 Days (Group 3) 32 0 0 0 0 0 0
ANXIETY 563 Days (All) 175 6 3%) 0.0462 8 3 (38%) 2 (25%) 3 (3sy) 0
‘ s49 Days (Group 1) 71 5 (7%) 6 3 (50%) 2 (33%) 1 (17%) 0
50-56 Days (Group 2) 72 0 0 0 (] : 0 0
§7-63 Days (Group 3) 32 1 () 2 [4 0 2 (100%) 0
DEPRESSION %63 Days (All) 175 3 (2%) 0.7933 3 1 (33%) 1 (33%) 1 (33 0
549 Days (Group 1) 7 2 (3%) 2 1 (50%) 1 (50%) ] 0
50-56 Days (Group 2) 72 1 (1%) 1 0 0 1 (100%) 0
57-63 Days (Group 3) 32 0 0 0 [ 0 -0
DYSPAREUNIA s63 Days (All) 175 1 (<1%) 1.0000 1 0 1 (100%) 0 0
549 Days (Group 1) 71 0 0 0 (] 0 0
S0-56 Days (Group 2) 72 1 (1%) 1 (] 1 (100%) ] 0
57-63 Days (Group 3) 32 ] 0 ] 0 ] 0
' I
EMOTIONAL LABILITY $63 Days (All) 178 2 {1%) ' 0.4964 L) 2 (S0%) 2 (50%) 0 0
49 Days (Group 1) 7 2 (3%) 4 2 (50%) 2 (S0%) 0 0
50-56 Days (Group 2) 72 0 ] (] [} 0 0
57-63 Days (Group 3) 32 0 0 0 0 L) 0
{1) Includes all adverse events reported at any point in the study, regardless of causality.
{2] NOS = Not otherwise specified '
[3) Gestational age group was assigned by the investigator based upon menstrual history, pelvic examination and vagir*al ultrasonography.
[4} Events in this body system occurred during the study blood sampling.
Source Data: Appendix A.1, Tables 16 and 25
J:\USA\166B\SASPGMS\apdxd\final\adel.SAS 30NOV98:10:44 | ' FINAL
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Appendix D, Table Sa (Continued)
Adverse Events (1] By Center |
(Safety Evaluable Patients])

Center: WESTHOFF (MN24)

Gestational Total Number Fisher's
Age Number of Pts exact Number  --------e-iicooaanaann Severity - ----c- e
Body System/Event (2] Group (3) of Pts  w/Event p-value of Events Mild Moderate Severe Unknown
PSYCHIATRIC DISORDERS (comt.)
INSOMNIA s6) Days (All) 175 7 (4%) 0.4620 7 2 (29W) 4 (57%) 1 (14%) 0
' =49 Days (Group 1) 71 4 (6%) 4 0 3 (75%) 1 (25%) 0
$0-56 Days (Group 2) 72 3 (4% 3 2 (67%) 1 (33%) 0 0
57-63 Days (Group 3) 32 0 0 0 0 0 0
PSYCHOS1S s63 Days [(All) 178 1 (<1%) 0.5886 1 0 1 (100%) 0 0
[ X 549 Days (Group 1) 71 1 aw 1 (] 1 (100%) ] 0
50456 Days (Group 2) 72 0 0 [} 0 0 0
5763 Days (Group 3) 32 0 0 o (] o 0
GASTRO-INTESTINAL SYSTEM DISORDERS
ANY EVENT s63 Days (All) 175 113 (65%) 0.0989 270; 129  (48%) 107 (40%) 34 (13Y) 0
s49 Days (Group 1) 71 39 (S5%) 85; 30  (35%), 37 (44%) 18 (21%) 0
50-56 Days (Group 2} 72 51 (71%) 123" 69 (56%) 46  (37%) 8 (7%) [}
57-63 Days (Group 3) 32 23 (72%) 62 30 (48%) 24  (39%) 8 (13%) 0
ABDOMINAL PAIN (STOMACH AND INTESTINAL) $63 Days (All) 175 4 (2%) 0.6779% 4 1 (25%) 2 (50%) 1 {(25%) 0
=49 Days (Group 1) kY 2 (3%) 2 0 1 (50%) 1 (s50%) 0
50-56 Days (Group 2) 72 1 (1%) 1 1 (100%) 0 0 0
57-63 Days (Group 3) 32 1 (3%) 1 0 1 (100%) 0 0
CONSTIPATION 63 Days (All) 175 4 (2%) 0.8318 4 3 (75%) 0 1 (25%) 0
549 Days (Group 1) 71 1 (1%) 1 0 0 1 (100%) 0
50-56 Days (Group 2) 72 2 (3%) . 2 2 (100%) 0 0 0
57-63 Days (Group 3) 32 1 (3%) 1 1 (100%) 0 0 0
[1}] Includep all adverse events reported at any point in the study, regardless of causality.
[2] NOS = Not otherwise specified
[3) Gestational age group was assigned by the investigator based upon menstrual history, pelvic examination and vaginal ultrasonography.
(4) Events in this body system occurred during the study blood sampling.
Source Data: Appendix A.1, Tables 16 and 25
J:\USA\166B\SASPGMS\apdxd\final\adel.SAS 3ONOV98:10:44 FINAL
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Appendix D, Table 5a (Continued)
Adverse Events (1] By Center
(safety Bvaluabl‘e Patients)

Center: WESTHOFF (#24)

Gestational Total Number Fisher's
Age ' Number of Pts exact Number - ----------------oooo Severity---------c-e o
Body System/Event (2] Group (3] of Pts w/Event p-value of Events Mild Moderate Severe Unknown
GASTRO-INTESTIMAL SYSTEM DISORDERS (coat.) '
DIARRHEA <63 Days (All) 175 32 (18%) 0.1747 3 19 (58%) 13 (39%) 1 (3%) 0
$49 Days (Group 1) 71 9 (13%) 9 4 (44%) 4 (44Y) 1 (11%) 0
50-56 Days (Group 2) 72 14 (19%) 14 10 (71%) 4 (29%) 0 0
$7-63 Days (Group 3) 32 9 (28%) 10 5 (50%) 5 (50%) o 0
DYSPEPSIA s63 Days (All) 175 12 (7%) 0.1428 13 6 (46¥%) 7 (54%) 0 0
, £49 Days (Group 1) 71 2 (3W) 3 0 3 (100%) ] 0
' 50-56 Days (Group 2) 72 6 (8%) 6 4 (67%) 2 (331v) 0. 0
§7-63 Days (Group 3) 32 ¢ (13Y) 4 2 (50%) 2 (58v) 0 0
FLATULENCE s63 Days (All) 175 3 (2%) 0.5895 5 4 (80%) 1 (20%) ¢ 0
549 Days (Group 1) 71 1 (1) 2 1 (50%) 1 (50%) (v} 0
50-56 Days (Group 2) 72 1 (1%) 1 1 (100%) 0 0 [¢}
57-63 Days (Group 3} 32 1 (3%) 2 2 (100%) 0 ] [+
HAEMORRHOIDS 563 Days (All) 175 1 (<1¥%) 1.0000 1 1] 1 (100%) 0 0
s49 Days (Group 1) 71 0 0 0 0 1] ]
50-56 Days (Group 2) 72 1 (1%) 1 0 1 (100%) 0 0
$7-63 Days (Group 3) 32 ] 0 0 (] ° 0
NAUSEA %63 Days (All) 175 88 (50%) 0.4871 133 60 (45%) 53 (40%) 20 (15%) Q
549 Days (Group 1) 71 33 (46%) 49 20 (41%) 20 (41%) 9 (18%) 0
$0-56 Days (Group 2) 72 36 (so%) 54 27 (50%) 21  (39%) 6 (11%) 0
5§7-63 Days (Group 3) 32 19 (59%) ;30 13 (43%) 12 (40%) 5 (17%) 0
(1) Includes all adverse events reported at any point in the study, regardless of causality.
[2) NOS = Not otherwise specified
[3) Gestational age group was assigned by the investigator based upon menstrual history, pelvic examination and vaginal ultrasonography.
[4) Events in this body system occurred during the study blood sampling.
Source Data: Appendix A.1, Tables 16 and 25
i J:\USA\166B\SASPGMS\apdxd\final\adel,SAS 30NOV9B:10:44 FINAL
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Appendix D, Table Sa (Continued)
Adverse Events (1) By Center
{Safety Evaluabje Patients]

Center: WESTHOFF (M24)

Gestational Total Number Fisher's
Age Number of Pts exact Number  ------e--e--eeccenenns Severity---------------------
Body System/Event (2] Group [3) of Pts w/Event p-value of Events Mild Moderate Severe Unknown
GASTRO- INTESTINAL SYSTEN DISORDERS (coat.)
TOOTH ACHE s63 Days (All) 175 4 (2%) 0.0103 4 2 (S50%) 0 2 (SO0%) 0
s49 Days (Group 1) 71 1 (1%) 1 1 (100%) (] ] 0
50-56 Days (Group 2) 72 0 [4 0 0 0 0
57-63 Days (Group 3) 32 3 (9%) 3 1 (33%) 0 2 (67%) 0
VOMITING s63 Days (All) 175 59 (34%) 0.0066 73 34 (47%) 30 (41W%) 9 (12%) 0
I . 549 Days (Group 1) 71 15 (21%) }8 4 (22v) 8 (4’!) 6 (33%) 0
50-56 Days (Group 2) 72 33 (46%) 44 24 (55%) 18 (q}\) 2 (S%) 0
57-63 Days {(Group 13) 32 11 (34%) 11 6 (55%) 4 (3sW) 1 (9%) 0
WUETABOLIC AND NUTRITIOMAL DISORDERS
ANY EVENT s63 Days (All) 175 2 (1%) 0.33131 2 0 2 (100%) 0 0
549 Days (Group 1) 71 ] 0 0 (] ] 0
50-56 Days (Group 2) 72 1 (1%) 1 0 1 (100%) (+] 0
$7-63 Days (Group 3) | 32 1 0w 1 0 1 (100%) 0 0
DEHYDRATION $63 Days (All) " 175 2 (1%) 0.33121 2 0 2 (100%) 1] 0
549 Days (Group 1) 71 1] 0 0 0 0 0
50-56 Days {(Group 2) 72 1 (1%) 1 0 1 (100%) 0 0
$7-63 Days (Group 3) 32 1 (3%) 1 0 1 (100%) V] 0
HEART RATE AND RHYTHM DISORDERS . !
ANY EVENT 563 Days (All) 175 2 (1%) 0.6642 2 1 (50%) 1 (S50%) 0 0
549 Days (Group 1) 71 0 . 0 0 0 0 0
50-56 Days (Group 2) 72 2 (3%) 2 1 (50%) 1 (50%) 0 0
57-63 Days (Group 3) 32 0 0 0 0 0 0
(1] Includes all adverse events reported at any point in the study, regardless of causality.
{2) NOS = Not otherwise specified
{3) Gestational age group was assigned by the investigator based upon menstrual history, pelvic examination and vaginal ultrasonography.
[4) Events in this body system occurred during the study blood sampling.
Source Data: Appendix A.1, Tables 16 and 25
J:\USA\166B\SASPGMS\apdxd\final\adel.SAS 30NOV98:10:44 , FINAL
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Appendix D, Table Sa (Continued)
Adverse Events (1] By Center |
{Safety Evaluable Patients]

Center: WESTHOFF (#24)

Page 44 of 120

Gestational Total Number Fisher's
Age Number of Pts exact Number  --------------ca-ooo- Severity------------------- --
Body System/Event (2] Group (3} of Pts w/Event p value of Events Mild Moderate Severe Unknown
HEART RATE AND RHYTHM DISORDERS (cont.)
PALPITATION 563 Days (All) 128 1 (<1¥W) 1.0000 1 1 (100%) 0 0 0
s49 Days (Group 1) 71 0 0 0 | 0 0 1]
50-56 Days (Group 2) 72 1 s 1 1 (100%) 0 0 0
57-63 Days (Group 3) 32 0 0 0 ] 0 0
TACHYCARDIA 563 Days (All) 175 1 (<l¥) 1.0000 1 0 1 (100%) ] 0
' . =49 Days (Group 1) 71 0 0 0 0 0 0
$0-56 Days (Group 2) 72 1 aw 1 0 1 (100%) 0o 0
57-63 Days (Group 3) 32 0 0 0 0 0 /]
VASCULAR (BXTRACARDIAC) DISORDERS
ANY EVENT %63 Days (All) 175 1 (<1¥%) 0.1829 1 1 (100%) 0 0 0
! ‘ s49 Days (Group 1) 71 0 0 0 (] 0 0
: , i 50-56 Days (Group 2) 72 0 0 0 0 (1] 0
i 57-63 Days (Group 3) 32 1 (3%) 1 1 (100%) 0 0 0
VEIN PAIN %63 Days (All) 175 1 (<1¥%) 0.1829 1 1 (100%) 0 0 0
s49 Days (Group 1) 71 0 0 0 [ 0 0
§0-56 Days (Group 2) 72 0 0 0 X 0 0 o
$7-63 Days (Group 3) 32 1 (3%) 1 1 (100%) : 0 0 0
RESPIRATORY SYSTEM DISORDERS ‘
ANY EVENT 63 Days (All) 175 10 (6%) 0.0017 11 4 (36%) 6 (55%) 1 (9%) 0
549 Days (Group 1) n s (7%) | .S 2 (40%) 2 (40%) 1 (20%) 0
50-56 Days (Group 2) 72 0 0 0 0 ] 0
57-63 Days (Group 3) 32 S (16%) 6 2 (33%) 4 (67Y) 0 o
(1) Includes all adverse events reported at any point in the study, regardless of causality.
[2] NOS = Not otherwise specified .
(3] Gestational age group was assigned by the investigator based upon menstrual history, pelvic examination and vaginal ultrasonography.
[4) Events in this body system occurred during the study blood sampling.
Source Data: Appendix A.1, Tables 16 and 25
WSA\lGSB\SASPGMS\apdxd\tinal\adel .SAS 30NOV98:10:44 FINAL
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Center: WESTHOFF (#24)

Appendix D, Table S5a (Continued)
Adverse Events [1]) By Center
[Safety Evaluable Patients]

Page 45 of 120

Gestational Total Number Fisher's
Age Number of Pts exact Number  -------------.-----.-. Severity---------ccoa i
Body System/Event (2] Group (3] of Pts  w/Event p-value of Events Mild Moderate Severe Unknown
ll!!!lA‘l'Ol‘l"le‘tﬂl DISORDERS (cout.)
COUGHING s63 Days (All) 175 1 (<1%) 0.5886 1 1 (100%) 0 1] 0
549 Days (Group 1) 7 1 aw 1 1 (100%) 0 0 0
50-56 Days (Group 2) 72 0 0 0 0 0 0
57-63 Days (Group 3) 32 0 0 0 0 0 0
PHARYNGITIS 563 Days (All) 175 3 (2%) 0.3100 3 1 (33y) 1 (33\) 1 (33%) 0
' %49 Days (Group 1) 71 2 (3y) 2 0 1 (50%) 1 (50%) 0
50-56 Days (Group 2) 72 0 0 0 0 : b- 0
57-63 Days (Group 3) 32 1 (3%) 1 1 (100%) 0 0 0
RRINITIS 63 Days (All) 175 1 (<1%) 0.5886 1 1 (100%) 0 1] 0
$49 Days (Group 1) 71 1 {1%) 1 1 (100%) 0 o 0
$0-56 Days (Group 2) 72 0 0 0 0 0 0
57-63 Days (Group 3) 32 0 0 0 0 0 0
SINUSITIS 563 Days (All) 175 5 {3%) 0.0021 6 1 (17%) 5 (83%) 0 0
=49 Days (Group 1) 71 1 (1%) 1 0 1 (100%) 0 0
50-56 Days (Group 2) 72 0 [4 0 0 0 0
§7-63 Days (Group 3) 32 4 (13%) S 1 (20%) 4 (80%) 0 0
RED BLOOD CELL DISORDERS
ANY EVENT 463 Days (All) 175 3 (2%) 0.7933 3 1 (33y) 0 2 (67%) 0
549 Days (Group 1) n 2 (3%) 2 1 (50%) 0 1 (50%) 0
$0-56 Days (Group 2) 72 1 (1%) 1 0 0 1 (100%) 0
57-63 Days (Group 3) 32 (] 0 0 0 0 0
[1] Includes all adverse events reported at any point in the study, regardless of causality.
(2] NOS = Not otherwise specified
(3] Gestational age group was assigned by the investigator based upon menstrual history, pelvic examination and vaginal ultrasonography.
(4] Events in this body system occurred during the study blood sampling.
Source Data: Appendix A.l, Tables 16 and 25
J:\USA\166B\SASPGMS\apdxd\final\adel.SAS 30NOV98:10:44 FINAL
 ndi
L | ,
p—

MIF 006961



The Population Council
Protocol 166B

Appendix D, Table Sa (Continued)
Adverse Events (1] By Center
(Satety Evaluable Patients)

Center: WESTHOFF (#24)

Page 46 of 120

Gestational Total Number Figher's
Age Number of Pts exact Number  -----------citannnn Severity--------c---iaai oot
Body System/Event (2] Group (3} of Pts w/Event p-value of Events Mild Moderate Severe Unknown
RED BLOOD CELL DISORDERS (cont.)
ANAEMIA 63 Days (All) 175 3 (2%) 0.7933 3 1 (33y) 0 2 (67%) 0
49 Days (Group 1) n 2 (3%) 2 1 (50%) 0 1 (50%) 0
50-56 Days (Group 2) 72 1 (1%) 1 0 0 1 {(100%) 0
$7-63 Days (Group 3) 32 0 0 0 0 0 0
URINARY SYSTEM DISORDERS
ANY EVENT ' s63 Days (All) 175 4 {2%) 0.5263 4 2 (S0%) 2 (50%) 0o 0
' £49 Days (Group 1) 71 1 aw 1 1 (100%) o o 0
$0-56 Days (Group 2) 72 3 (4v) 3 1 (33%) 2 (67W) (] 0
57-63 Days (Group 3) 32 0 0 0 0 0 [
DYSURIA 563 Days (All) 175 k] (2%} 0.2195 3 1 (33v) 2 (67%) 0 9
<49 Days (Group 1) 71 (4] 0 0 4] 0 0
$0-56 Days (Group 2) 72 3 (4%) 3 1 (33%) 2 (67%) 0 0
5$7-63 Days (Group 3) 32 ] 0 0 0 0 Q
URINARY TRACT INFECTION %63 Days (All) 175 1 (<1%) 0.5886 1 1 {(100%) 0 0 [
%49 Days (Group 1) 71 1 (1%) 1 1 (100%) 0 0 [
50-56 Days (Group 2) 72 0 0 0 0 0 0
57 63 Days (Group 3) 32 0 0 0 0 0 [
REPRODUCTIVE DISORDERS, FEMALE .
ANY EVENT 563 Days (All) 175 21 (12%) 0.7869 25 11 (44%) 3 (12%) rl (44%) 0
549 Days (Group 1) 71 8 (11y) .9 3 (33y) 1 (11y) S (56%) 0
50-56 Days (Group 2) 72 8 (11v) 9 5 (S56%) 0 4 (44%) 0
57-63 Days {(Group 3) 32 5 (16%) ? 3 (43%) 2 (29%) 2 (29%) 0

(1] Includes all adverse events reported at any point in the study, regardless of causality. i

{2] NOS = Not otherwise specified

{3] Gestational age group was assigned by the investigator based upon menstrual history, pelvic examination and vaginal ultrasonography.
{4) Events in this body system occurred during the study blood sampling.

Source Data: Appendix A.1, Tables 16 and 25
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Appendix D, Table Sa (Continued)
Adverse Events [1] By Center
(Safety Evaluable Patients]

Page 47 of 120

Center: WESTHOFF (#24)
Gestational Total Number Fisher's
Age Number of Pts exact Number  ---------r-c-ioooono Severity-----------e--o- oo
Body System/Event [2) Group (3] of Pts w/Event p-value of Events Mild Moderate Severe Unknown
REPRODUCTIVR DISORDERS, FEMALE (cont.)
BREAST PAIN FEMALE s63 Days (All) 175 2 (1%) 1.0000 2 1 (50W) 1 (50%) 0 0
<49 Days (Group 1) 71 1 (1%) 1 0 1 (100%) 0 0
50-56 Days (Group 2) 72 1 (1%) 1 1 (100%) 0 0 0
$7-63 Days (Group 3) 32 (1] 0 0 0 0 0
ENDOMETRITIS 563 Days (All) 175 1 (<1¥%) 0.1829 1 0 0 1 (100%) 0
1 $49 Days (Group 1) 7n 0 [+} [ 0 0 0
50-56 Days (Group 2) 72 0 [} 0 0 0o 0
57-63 Days (Group 3) 32 1 (3%) 1 0 0 1 (100%) 0
LEUKORRHOEA s63 Days (All) 178 S (%) 0.4077 5 S (100%) 0 0 0
s49 Days (Group 1) 71 1 (1%) 1 1 (100%) 0 0 0
$0-56 Days (Group 2) 72 2 (3% 2; 2 (100%) 0 0 0
57-63 Days (Group 3) 32 2 (6Y) 2 2 (100%) 0 0 0
OVARIAN DISORDER 563 Days (All) 175 1 (<1%) 0.1829 1 0 1 (100%) 0 0
549 Days (Group 1) 71 0 0 0 1] 0 0
50-56 Days (Group 2) 72 0 0 0 0 0 0
57-63 Days (Group 13) 32 1 (3%) 1 0 1 (100%) 0 0
PREMENSTRUAL TENSION s63 Days (All) 175 1 (<1¥%) 0.5886 1 1 (100%) 0 0 0
k49 Days (Group 1) 71 1 aw) 1 1 (100%) 0 0 0
50-56 Days (Group 2) 72 0 0 0 0 0 0
57-63 Days (Group 3) 32 0 0 0 0 0 0
(1) Includes all adverse events reported at any point in the study, regardless of causality.
[2] NOS = Not otherwise specified
[3) Gestational age group was assigned by the investigator based upon menstrual history, pelvic examination and vaginal ultrasonography.
(4] Events in this body system occurred during the study blood sampling.
Source Data: Appendix A.1, Tables 16 and 25
J:\USA\166B\SASPGMS\apdxd\final\adel .SAS 30NOV9B:10:44 FINAL
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Appendix D, Table 5a (Continued)
Adverse Events [1] By Center
[Safety Evaluable Patients]

Page 48 of 120

Center: WESTHOFF (#24)
Gestational Total Number Fisher's
Age Number of Pts exact Number  --------------------n- Severity---------------0
Body System/Event [2] Group (3) of Pts w/Event p-value of Events Mild Moderate Severe Unknown
1
REPRODUCTIVE DISORDERS, FEMALE (cont.) '
UTERINE DISORDEQ NOS s63 Days (All) 175 3 (2%) 0.4032 3 2 (67%) 1 (33%) 1] 4]
549 Days (Group 1) 71 0 0 0 0 0 0
$0-56 Days (Group 2) 72 2 (3%) 2 2 (100%) 0 0 0
57-63 Days {(Group 3) 32 1 3y 1 0 1 (100%) 0 0
UTERINE HAEMORRHAGE s63 Days (All) 175 9 (S5%) 1.0000 10 0 [1] 10 (100%) 0
, s49 Days (Group 1) 71 4 (6%) 5 0 0 5 (100%) [}
50-56 Days (Group 2) 72 4 (%) 4 1] (1] 4- (100%) 0
57-63 Days (Group 3) 32 R 1Y) 1 0 0 1 (100%) o
VAGINITIS £63 Days (All) 175 2 (1%) 0.1818 2 2 (100W) 0 0 0
549 Days (Group 1) 71 1y 1 1 (100%) (] 0 0
50-56 Days (Group 2) 72 0 0 [} 0 0 0
$7-63 Days (Group 1) 32 1 (3%) 1 1 (1o0W) 0 0 0
BODY AS A WHOLE - GENERAL DISORDERS :
ANY EVENT %63 Days (All) 175 167 (95%) 0.5126 513 229 (45%) 209  (41W%) 73 (14%) 2 (<1W¥)
=49 Days (Group 1) 71 66 (93%) 182 82 (45%) 74 (41%) 26  (14%) 0
50-56 Days (Group 2} 72 70 (97%) 209 103 (49%) 80 (38%) 25 (12%) 1 (<1%)
57-63 Days (Group 3) 32 31 (97%) 122 44  (36%) 55  (45%) 22 (18%) 1 (<1%)
ABDOMINAL PAIN 63 Days (All) 175 162 {93%) 0.5159 437 200 (46%) 176 (40%) S9 (14%) 2 (<1¥%)
%49 Days (Group 1) 71 64  (90%) 157 72 (46%) 64 (41%) 21 (13%) 0
50-56 Days (Group 2) 72 67 (93%) ;182 89 (49%) 69 (38%) 23 (13%) 1 (<1¥)
57-63 Days (Group 3) 32 31 (97%) 98 39  (40VW) 43 (44%) 15  (15%) 1 (1%)
f1}) Includes all adverse events reported at any point in the study, regardless of causality.
{2] NOS = Not otherwise specified
{3] Gestational age group was assigned by the investigator based upon menstrual history, pelvic examination and vaginal ultrasonography.
[4) Events in this body system occurred during the study blood sampling.
Source Data: Appendix A.1l, Tables 16 and 25
FINAL
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Appendix D, Table Sa (Continued)
Adverse Events (1] By Center )
{Safety Evaluable Patients]

Center: WESTHOFF (#24)

Gestational Total Number Fisher's
Age Number of Pte exact Number  ------+--c-casinanan.n Severity--------- . --aoaoon
Body System/Event (2] Group (3) of Pts w/Event p-value of Events Mild Moderate Severe Unknown
BODY AS A WROLE - GENERAL DISORDERS (comt.)
ALLERGY 563 Days (All) 175 2 {1%) 1.0000 3 1 (33%) 2 (67%) 0 0
s49 Days (Group 1} 71 1 (1%) 2 0 2 (100%) 0 0
S0-56 Days (Group 2) 72 1 aw 1 1 (100%) 0 0 0
57-63 Days (Group 3) 32 0 0 [ 0 0 0
ASTHENIA 563 Days (All) 175 8 (S%) 0.7986 10 2 (20%) 6 (60%) 2 (20%) 0
) ) 549 Days (Group 1} 71 3 (4%) 03 1 (33%) 2 (67%) 0 0
: 50-56 Days (Group 2) 72 3 (4%) 3 1 (33%) 2 (§7‘) 0 0
$7-63 Days (Group 3) 32 2 (6%) 4 0 2 (50%) 2 (s0%) 1]
BACK PAIN %63 Days (All) 178 18 (10%) 0.8483 26 9 (3I5%) 12 (46%) 5 (19%) 0
s49 Days (Group 1) 7 8 (11%) 9 3 (33%) 4 (44%) 2 (22v) 0
50-56 Days (Group 2) 72 8 (11%) 11 5 (45%) 5 (45%) 1 (9%) 0
57-63 Days (Group 3) | 32 2 (e%) 6 1 (17%) | 3 (so%) 2 (13y) 0
CHEST PAIN 563 Days (All) 175 1 (<1¥) 0.5886 1 1 (100%) 0 0 0
<49 Days (Group 1) 7n 1 (1%) 1 1 (100%) 0 0 0
50-56 Days (Group 2) 72 0 0 0 0 0 0
$7-63 Days (Group 3) 32 0 0 0 0 o 0
FATIGUE %63 Days (All) 175 8 (S%) 0.0880 8 5 (63%) 0 3 (38%) 0
£49 Days (Group 1) [ 71 6 (8%) 6 3 (s0%) ] 3 (so%) 0
50-56 Days (Group 2) 72 1 (1%) 1 1 (100%) 0 0 0
57-63 Days (Group 3) 32 1 (3%) . 1 1 (100%) 0 0 0
[1] Includes all adverse events reported at any point in the study, regardless of causality.
[2) NOS = Not otherwise specified
{3] Gestational age group was assigned by the investigator based upon menstrual history, pelvic examination and vaginal ultrasoncgraphy.
[4] Events in this body system occurred during the study blood sampling.
Source Data: Appendix A.1, Tables 16 and 25
J:\USA\166B\SASPGMS\apdxd\final\adel.SAS 30NOV99:10:44 FINAL
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Appendix D, Table Sa (Continued)
Adverse Events [1] By Center
[Safety Evaluable Patients)

Center: WESTHOFF (#24)

Gestational Total Number Fisher's
Age Number of Pts exact Number  -----c---niaioioaon Severity---------- MOEER R IEE
Body System/Event (2] CGroup {3} of Pts  w/Event p-value of Events Mild Moderate Severe . Unknown
BODY AS A WMOLE - GENERAL DISORDERS (comt.)
FEVER 563 Days (All) 175 10 (6%) 0.6252 12 S (42%) I 6 (50%) 1 (8%) 0
s49 Days (Group 1) 7 3 (aw) 3 2 (67%) 1 (33w 0 0
50-56 Days (Group 2) 72 4 (6%) 4 2 (50%) 2 (s50%) [ [+
$7-63 Days (Group 3) 32 3 (9%) 5 1 (20%) 3 (60%) 1 (20W) 0
LEG PAIN 63 Days (All) 175 2 (1%) 0.6642 2 2 (100%) 0 0 0
) . <49 Days (Group 1) 71 0 0 0 0 0 [+]
$0-56 Days {(Group 2) 72 2 (3%} 2 2 (100%) 0 (3 0
$7-63 Days (Group 3) 32 0 0 0 0 0 0
MALAISE 563 Days (All) 175 5 (3%) 0.0641 S 1 (20%) 4 (80%) 0 0
549 Days (Group 1) N 1 (1%) 1 0 1 (100%) 0 0
| 50-56 Days (Group 2) 72 1 (1%) 1 1 (100%) 0 0 0
! ) : 57-63 Days (Group 3) 32 k] (9%) 3 0 3 (100%) 0 0
PALLOR s63 Days (All) 175 1 (<1%) 0.1829 1 1 (100%) 0 ) 0
=49 Days (Group 1) 71 0 4] 0 0 0 0
50-56 Days (Group 2) 72 0 (1] 0 0 0 0
| 57-63 Days (Group 3) 32 1 (3%) 1 1 (100%) | 0 0 0
!
RIGORS 563 Days (All) 175 2 (1%} 0.3331 2 0 1 (50%) 1 (50%) 0
s49 Days (Group 1) 71 0 ! 0 1] 0 0 0
50-56 Days (Group 2) 72 1 (1%) l 1 0 1 (100%) 0 0
57-63 Days (Group 3) 32 1 (3%) ' .1 0 0 1 (100%) (]
{1] Includes all adverse events reported at any point in the study, regardless of causality.
[2] NOS = Not otherwise sgpecified
{3] Gestational age group was aseigned by the investigator based upon menstrual history, pelvic examination and vaginal ultrasonography.
[4) Events in this body system occurred during the study blood sampling.
Source Data: Appendix A.1l, Tables 16 and 25
J:\USA\166B\SASPGMS\apdxd\final\adel.SAS 30NOV98:10:44 FINAL
Pt
N‘ | '
N

MIF 006966



The Population Council Page 51 of 120
Protocol 1668

Appendix D, Table 5a (Continued)
Adverse Events (1] By Center \
[safety Evaluable Patients])

Center: WESTHOFF (#24)

Gestational | Total Number Fisher's
Age Number of Pts exact Number  ------------c-cceioan. Severity - -------------iieannn
Body System/Event (2) Group (3] of Pts  w/Event p-value of Events Mild Moderate Severe Unknown
30DY AS A WHOLE - GENERAL DISORDERS (cont.)
SYNCOPE s63 Days (All) 175 3 (2%) 0.0864 3 1 (33%) 0 2 (67%) 0
49 Days (Group 1) 71 0 4] 0 0 0 0
50-56 Days (Group 2) 72 1 (1%) 1 (] 4] 1 (100%) 0
§7-63 Days (Group 3) 32 2 (6%) 2 1 (50%) 0 1 (50%) 0
TEMPERATURE CHANGED SENSATION s63 Days (All) 178 3 (2%) 0.4032 3 1. (33%) 2 (67Hl) 0 0
' . s49 Days (Group 1) 71 0 0 0 0 o |0 0
50-56 Days (Group 2) 72 2 {3%) 2 1 (50%) 1 (g0%) 9 0
5§7-63 Days (Group 3) 32 1 (3%) 1 0 1 (100%) 0 0
RESISTANCE NECHANISM DISORDERS
ANY EVENT s63 Days (All) 175 6 (3%) 0.0716 6 2 (33%) 4 (67%) 0 0
549 Days (Group 1) 71 4 (6%) 4 2 (s0%) 2 (s50%) 0 (4]
50-56 Days (Group 2) 72 0 0 0 0 (] o
57-63 Days (Group 3) 32 2 (6%) 2 0 2 (100%) 0 0
INFECTION VIRAL %63 Days (All) 175 6 (3%) 0.0716 6 2 (33%) 4 (67%) 0 0
49 Days (Group 1) 71 4 (6%) 4 2  (50%) 2 (sov) 0 0
50-56 Days (Group 2) 72 0 0 0 0 0 0
57-63 Days (Group 3) 32 2 (6%) 2 0 2 (100%) 0 0
[1} Includes all adverse events reported at any point in the study, regardless of causality.
[2) NOS = Not otherwise specified .
(3] Gestational age group was assigned by the investigator based upon menstrual history, pelvic examination and vaginal ultrasonography.
[4) Events in this body system occurred during the study blood sampling.
Source Data: Appendix A.l, Tables 16 and 25
J:\USA\166B\SASPGMS\apdxd\final\adel.SAS 30NOV98:10:44 FINAL
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Center: NICHOLS (#25)

Appendix D, Table Sa
Adverse Events (1] By Center
[safety Evaluable Patients)

(Continued)

Page 52 of 120

Gestational Total Number Fisher's
Age Number of Pts exact Number  -----------e-cenaoonon Severity--------- . --- L[ERRRE
Body System/Event [2] Group {3} of Pte w/Event p-value of Events Mild Moderate Severe Unknown
L]
ANY EVENT 63 Days (All) 178 175 (98%) .6319 1506 578 (38%) 550 (37%) 377 (25%) 1 (<1%)
549 Days (Group 1) 72 70 (97%) 534 215  (40%) 186 (35%) 133 (25%) [}
50-56 Days (Group 2) 54 S4 (100%) 494 203  (41%) 179 (36%) 111 (22%) 1 (<1¥)
$7-63 Days (Group 3) 52 51  (98%) 478 160 (33%) 185 (39%) 133 (28%) 0
SKIN AND APPENDAGES DISORDERS
ANY EVENT , 563 Days (All) 178 6 (3%) .5845 6 1 (17%) 2 (33%) 3 (S0%) 0
49 Days (Group 1) 72 2 (3%) 2 0 1 (50%) 1. (50W%) [}
50-56 Days (Group 2) 54 1 (2%) 1 0 o ' 1 (100%) 0
$7-63 Days {(Group 3) 52 3 (6%) k] 1 (33%) 1 (33%) 1 (33w) [
ACNE 563 Days (All) 178 1 (<1¥) .2921 1l 1 (100%) 0 0 0
49 Days (Group 1) 72 0 0 ] 0 0 [+]
S0-56 Days (Group 2) 54 0 0 0 0 0 0
$7-63 Days (Group 3) 52 1 (2%) 1 1 (100%) 0 0 0
SWEATING INCREASED 563 Days (All} 178 3 (2%) .0000 3 0 0 3 {100%) 0
549 Days (Group 1) 72 1w 1 0 0 1 (100%) 0
50-56 Days (Group 2} 54 1 (2%) 1 0 0 1 (100%) 0
57-63 Days (Group 3) 52 1 (2w" 1 0 0 1 (100%) 0
URTICARIA 563 Days (All) 178 2 (1%) .7532 2 0 2 (100%) 0 o
s49 Days (Group 1) 72 1 (1%) 1 0 1 (100%) {0 (]
50-56 Days (Group 2) 54 0 .0 0 4] |0 0
57-63 Days (Group 3) 52 1 (2%) 1 0 1 (100%) 0 0
[1) lnclude; all adverse events reported at any point in the study, regardless of causality.
[2) NOS = Not otherwise specified |
[3) Gestational age group was assigned by the investigator based upon menstrual history, pelvic examination and vaginal ultrasonography.
[4) Events in this body system occurred during the study blood sampling.
Source Data: Appendix A.1, Tables 16 and 25
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Center: NICHOLS (#2S)

Appendix D,

Table Sa (Continued)

Adverse Events {1] By Center
[safety Evaluable Patients)

Page S3 of 120

Gestational Total Number Figher's
Age Number of Pts exact Number  ----<------ccscianoann Severity------e-------- -
Body System/Event (2) Group [(3) of Pts w/Event p-value of Events Mild Moderate Severe Unknown
NUSCULO- SKEAETAL SYSTEN DISORDERS
ANY EVENT s63 Days (All) 178 3 (2%) 0.4881 4 2 (s0%) 1 (25%) 1 (25%) 0
549 Days (Group 1) 72 1 (1s) 1 1 (100%) 0 0 0
50-56 Days (Group 2) S4 2 (4%) 3 1 (33%) 1 (33%) 1 (33%) 0
57-63 Days (Group 3) 52 (4] 0 0 0 0 0
ARTHRALGIA =63 Days[(All) 178 2 {(1%) 0.1750 2 1 (s0%) 0 1 (50%) [
' %49 Days (Group 1) 72 0 0 [+] 0 . 1] [
50}56 Days (Group 2) S4 2 (4%) 2 1 (50%) 0 1" (s0%) 0
57.63 Days (Group 3) 52 (] 0 0 0 0 0
SKELETAL PAIN 563 Days (All) 178 2 (1%) 1.0000 2 1 (S0%) 1 (50%) 0 0
549 Days {Group 1) 72 1 (1y) L 1 (100%) 0 0 0
50-56 Days (Group 2) S4 1 (2%) 11 0 1 (100%) 0 0
57-63 Days (Group 3) 52 0 0 0 0 0 0
CENTR & PERIPH NERVOUS SYSTEM DISORDERS
ANY EVENT 563 Days (All) 178 73 (41W) 0.1182 138 52 (38%) 63 (46%) 23 (17%) 0
<49 Days (Group 1) 72 24 (33y) 36 10 (20%) 19 (S53W) 7 (19%) 0
$0-56 Days (Group 2) S4 22 (41%) 50 23 (46%) 19 (38%) 8 (16%) 0
$7-63 Days (Group 3) 52 27  (52%) 52 19 (37%) 25 (48%) 8 (15%) 0
DIZZINESS 463 Days (All) 178 23 (13W) 0.3425 33 12 (36%) 9 (27%) 12 (36%) 0
549 Days (Group 1) 72 7 (10%) 8 2 (25%) 1 (138) S (63%) 0
50-56 Days (Group 2) 54 10 (19%) . 15 6 (40%) 6 (40%) 3 (20%) 0
57-63 Days (Group 3) 52 6 (12%) 10 4 (40%) 2 (20%) 4 (a0%) 0
(1} !nclud*s all adverse events reported at any point in the study, regardless of causality.
{2) NOS = Not otherwise specified
{3) Gestational age group was assigned by the investigator based upon menstrual history, pelvic examination and vaginal ultrasonography.
{4) Events in this body system occurred during the study blood sampling.
Source Data: Appendix A.1, Tables 16 and 25
J:\USA\166B\SASPGMS\apdxd\final\adel.SAS 30NOV98:10:44 FINAL
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Appendix D, Table Sa (Continued)

Adverse Events (1] By Center
[Safety Evaluable Patients}

Page 54 of 120

Gestational, Total Number Fisher's
Age ! Number of Pts exact Number  ----------c--cioononn Severity-------- .- ---- -
Body System/Event (2] Group (3] ! of Pts  w/Event p-value of Events Mild Moderate Severe Unknown
CENTR & PERIPH NERVOUS SYSTEM DISORDERS (comnt.)
HEADACHE 563 Days (All) 178 59  (33y) 0.1795 98 35 (36W) 53  (54%) 10 (10W%) 0
549 Days (Group 1) 72 19 (26%) 26 6 (23%) 18 (69%) 2 (8%) 0
50-56 Days (Group 2) 54 18 (33%) 34 17 (50%) 13 (38%) 4 (12%) 0
57-63 Days (Group 13) 52 22 (42%) 38 12 (32%) 22 (58%) 4 (11%) 0
HYPOAESTHESIA s63 Days (All) 178 1 (<1¥%) 0.595% 1 0 0 1 (100%) [}
' s49 Days (Group 1) 72 0 0 (] 0 ) 0 0
50-56 Days (Group 2) S4 1 (2%) 1 0 0 1°(100%) 0
$7-63 Days (Group 3} 52 0 ] 0 0 o 0
MIGRAINE 563 Days (All) 178 1 {<l¥%) 0.2921 1 0 1 (100%) 0 0
=49 Days (Group 1) 72 1] 1] 0 0 o [+]
50-56 Days (Group 2) S4 0 o 0 0 [} 0
$7-63 Days (Group 3) 52 1 (2%) 1 0 1 (100%) o 0
NEURALGIA 563 Days (All) 178 1 (<1%) 0.2921 2 2 (100%) [ o] 0
=49 Days (Group 1) 72 0 0 0 0 0 0
50-56 Days (Group 2) 54 [1} 0 [ 0 0 (/]
$7-63 Days (Group 3) 52 1 (2%) 2 2 (100%) 0 0 (1]
PARAESTHESIA 563 Days (All) 178 1 (<1¥%) 1.0000 1 1 (100%) 0 o) [}
449 Days (Group 1) 72 1 (18) 1 1 (100%) 0 (o] 0
50-56 Days (Group 2) 54 0 ] 0 0 o 0
57-63 Days (Group 3) 52 0 0 0 0 (4] 0
(1} Includeg all adverse events reported at any point in the study, regardless of causality.
[2) NOS = Not otherwise specified
[3) Gestational age group was assigned by the investigator based upon menstrual history, pelvic examination and vaginal ultrasonography.
(4) Events in this body system occurred during the study blood sampling.
Source Data: Appendix A.1, Tables 16 and 25
i J:\USA\166B\SASPGMS\apdxd\final\adel.SAS 30NOV9B:10:44 FINAL
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Appendix D, Table 5a (Continued)
Adverse Events [1]) By Center
[Safety Evaluab*e Patients]

Center: NICHOLS (#25)

Gestational Total Number Fisher's
Age Number of Pts exact Number  ----~----ss-----ee---- Severity----------comeeo e
Body System/Event [2] Group {3) of Pts  w/Event p-value of Events Mild Moderate Severe Unknown

CENTR & Pll;?l NERVOUS SYSTEM DISORDERS (coat.)

SPEECH DISORDER $63 Days (All) 178 1 (<1¥%) 0.2921 1 1 (100%) 0 0 0
<49 Days (Group 1) 72 0 0 0 [ 4] 0
50-56 Days (Group 2) 54 0 0 0 0 0 0
$7-63 Days (Group 3} 52 1 (2%) 1 1 (100%) 0 1] 0
TREMOR s63 Days (All) 178 1 (<1%) 1.0000 1 1 (100%) 0 0 0
\ 49 Days (Group 1) 72 1 (1%) ‘1 1 (100%) 0 (] 0
50-56 Days (Group 2) S4 0 1o 0 0 ! 0. 0
| 57-63 Days (Group 3} 52 0 0 0 0 o] 0
SPECIAL SENSES OTHER, DISORDERS
ANY EVENT s63 Days (All) 178 1 (<1¥%) 1.0000 1 0 0 1 (100%) 0
=49 Days (Group 1) 72 1 (1%} 1 0 0 1 (100%) 0
50-56 Days (Group 2) . 54 0 0 0 0 0 0
57-63 Days (Group 3) { 52 0 0 0 0 0 0
TASTE PERVERSION s63 Days (All) ‘o178 1 (<1%) 1.0000 1 0 0 1 (100%) 0
s49 Days (Group 1) 72 1 1) 1 0 0 1 (100%) 0
50-56 Days (Group 2) 54 0 0 0 0 0 0
§7-63 Days (Group 3) 52 0 0 0 0 0 0
PSYCHIATRIC DISORDERS . |
ANY EVENT =63 Days (All) 178 15 (8%) 0.2858 17 5 (29%) 6 (35%) 6 (35%) 0
s49 Days (Group 1) 72 4 (6%) B 2 (33%) 3 (s50%) 1 (17%) 0
50-56 Days (Group 2) 54 4 {7%) ‘4 0 2 (50%) 2 (50%) 0
57-63 Days (Group 3) 52 7 (13%) 7 3 (43%) 1 (14%) 3 (43%) 0
{11 Includes all adverse events reported at any point in the study, regardless of causality.
[2} NOS = Not otherwise specified
{3] Gestational age group was assigned by the investigator based upon menstrual history, pelvic examination and vaginal ultrasonography.
{4] Events in this body system occurred during the study blood sampling.
Source Data: Appendix A.1, Tables 16 and 25
J:\USA\166B\SASPGMS\apdxd\final\adel.SAS 3IONOV98:10:44 ' FINAL
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Appendix D, Table Sa (Continued)
Adverse Events (1) By Center
[Satety Evaluable Patients]

Page 56 of 120

Gestational Total Number Fisher's
Age Number of Pts exact Number  --:--------cseesaaannn Severity-------------c--c e
Body System/Event [2) Group {3) of Pts w/Event p-value of Events Mild Moderate Severe Unknown
PSYCHIATRIC' DISORDERS (comt.)
ANOREXIA s63 Days (All) 178 4 (2%) 1.0000 4 2 (sow) 2 (S0¥%) 0 0
549 Days (Group 1) 72 2 3y 2 1 (50%) 1 (50%) 0 0
$0-56 Days (Group 2) S4 1 (2%) 1 0 1 (100%) 4] 0
57-63 Days {(Group 3) 52 1 (2%) 1 1 (100%) 0 ] 0
ANXIETY 563 Days (All) 178 6 (3%) 1.0000 6 3 (50%) 2 (33v) 1 (17%) 0
s49 Days (Group 1) 72 2 (3%) 2 1 (50%) 1 (5Q%) 0 0
50-56 Days (Group 2) S4 2 (4%) 2 0 1 (50%) 1 (50%) 0
57-63 Days (Group 3} 52 2 (4%) 2 2 (100%) 0 0 0
EMOTIONAL LABILITY 563 Days (All) 178 2 (1%) 0.5158S 2 0 0 2 (100%) 0
%49 Days (Group 1) 72 0 0 0 0 0 0
! . 50-56 Days (Group 2) 54 1 (2%) 1 0 (4] 1 (100%) (]
\ $7-63 Days (Group 3) 52 1 (2%) 1 0 0 1 (100%) 0
INSOMNIA $63 Days (All) 178 'S (3%) 0.2297 5 0 2 (40%) 3 (s0%) 0
549 Days (Group 1) 72 2 (3%) 2 0 1 (50%) 1 (50%) 0
50-56 Days (Group 2) 54 0 0 0 0 0 [}
57-63 Days (Group 3} 52 3 (6%) 3 0 1 (33%) 2 (67%) 0
GASTRO-INTESTINAL SYSTEN DISORDERS
ANY EVENT €63 Daye (All) 178 148 (83%) 0.5143 456 189 (41%) 172 (38%) 95  (21W) ]
49 Days (Group 1) 72 57 (79%) i 155 71 (46%) 49  (32%) 35 (23%) 0
50-56 Days (Group 2) 54 47 (87%) k 158 70 (44%) 60 (38%) 28 (18%) 0
§7-63 Days (Group 3) 52 44 (85%) 143 48  (34V) 63  (44%) 32 (22v) 0
{1) Includes all adverse events reported at any point in the study, regardless of causality.
[2) NOS = Not otherwise specified
[3] Gestational age group was assigned by the investigator based upon menstrual history, pelvic examination and vaginal ultrasonography.
[4]) Events in this body system occurred during the study blood sampling.
Source Data: Appendix A.l, Tables 16 and 25
J:\USA\166B\SASPGMS\apdxd\final\adel.SAS 30NOV9I8:10:44 FINAL
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Appendix D, Table Sa (Continued)
(1) By Center
(Safety Evaluable Patients)

Adverse Events

page 57 of 120

Gestational Total Number Fisher's
Age Number of Pts exact Number  -------------aoaoa Severity--------------cieano-
Body System/Event (2] Group {3) of Pts w/Event p-value of Events Mild Moderate Severe Unknown
GASTRO- INTRSTINAL SYSTEM DISORDERS (cont.)
ABDOMINAL PAIN (STOMACH AND INTESTINAL) s63 Days (All) 178 1 (<1%) 0.2921 1 Y] 1 (100W) 0 0
s49 Days (Group 1) 72 0 0 0 0 0 [}
50-56 Days (Group 2) 54 0 1] 0 0 0 0
$7-63 Days (Group 3) 52 1 (2%) 1 0 1 (100%) 0 0
CONSTIPATION s63 Days (All) 178 2 (1%) 0.5155 2 1 . (50%) 0 | 1 (50%) 0
549 Days (Group 1) 72 0 ] 0 0 i 0 [
50-56 Days (Group 2) S4 1 (2v) 1 1 (100%) [} ' 0. ]
S7-63 Days (Group 3) 52 1 (2%) 1 0 0 ' 1 (100%) 0
DIARRHEA 563 Days (All) 178 40 (22%) 0.6344 46 19 (41%) 22 (48%) 5 (11%) (]
s49 Days (Group 1) 72 14 (19%) 15 7 (47%) s  (33y) 3 (20%) 0
50-56 Days (Group 2) 5S4 12 (22%) 17 7 (41%) 9 (53%) 1 (6%) [}
S7-63 Days (Group 3) 52 14 (27%) 14 5 (36%) 8 (57%) 1 (%) 0
DYSPEPSIA 563 Days (All) 178 5 (3%) 0.4526 S 4 (80W) 1 (20%) 0 0
549 Days (Group 1) 72 1 (1%) 1 1 (100%) 0 0 0
§0-56 Days (Group 2) 54 1 (2%) 1 1 (100%) 0 0 0
$7-63 Days (Group 3) 52 3 (6%) 3 2 (67%) 1 (33%) 0 0
FLATULENCE 563 Days (All) 178 2 (1%) 0.3373 2 1 (so%) 1 (50%) Y 0
549 Days (Group 1) 72 2 (3%) 2 1 (50%) 1 (S0%) 0 0
50-56 Days (Group 2) S4 0 0 0 0 0 0
§7-63 Days (Group 3) 52 0 ; 0 0 0 0 0
(1] Includes all adverse events reported at any point in the study, regardless of causality.
[2) NOS = Not otherwise specified
{3] Gestational age group was assigned by the investigator based upon menstrual history, pelvic examination and vaginal ultrasonography.
[4) Events in this body system occurred during the study blood sampling.
Source Data: Appendix A.1, Tables 16 and 25
J:\USA\166B\SASPGMS\apdxd\final\adel.SAS 3JONOV98:10:44 FINAL
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Appendix D, Table Sa (Continued)
Adverse Events (1] By Center '
[safety Evaluable Patients]

Center: NICHOLS (#25)

Page S8 of 120

Gestational Total Number Fisher's
Age Number of Pts exact Number B R Severity--------------- -
Body System/Event [2] Group (3} of Pts  w/Event p-value of Events Mild Moderate Severe Unknown
mno-nrrl's'rxnl. SYSTEN DISORDERS (comt.)
IRRITABLE BOWEL SYNDROME 563 Days (All) 178 2 (1%) 1.0000 2 2 (100%) 0 0 0
%49 Days (Group 1) 72 1 (1%) 1 1 (100%) 0 0 0
50-56 Days (Group 2) S4 1 (2%) 1 1 (100%) 0 0 [
57-63 Days (Group 3} 52 0 1] 0 0 0 0
MOUTH DRY $63 Days (All) 178 1 (<1¥%) 1.0000 1 0 0 1 (100%) o]
! . s49 Days (Group 1) 72 1 (1%) 1 0 0 1‘ (100%) 0
50-56 Days (Group 2) 54 1] 0 0 0 0 0
57-63 Days (Group 3) 52 0 0 ) 1] 0 0
NAUSEA s63 Days (All) 178 141 (79%) 0.8440 301 126 (42%) 108 (36%) 67 (22%) 0
<49 Days (Group 1) 72 57 (79%) 103 49 (48%) 34 (33%) 20 (19%) 0
$0-56 Days (Group 2) S4 44 (81%) 107 49 (46%) 34 (32%) 24 (22%) 0
57-63 Days (Group 3) 52 40 (77%) 91 28 (31%) 40 (44%) 23 (25%) 0
VOMITING s63 Days (All) 178 71 (40%) 0.1756 96 36 (38%) 39 (41%) 21 (22%) 0
s49 Days (Group 1) 72 23 (32%) 32 12 (38%) 9 (28%) 11 (34%) 0
50-56 Days (Group 2) S4 23 (43y) 31 11 (35%) 17  (S5%) 3 (10%) 0
§7-63 Days (Group 3) s2 25  (48%) 33 13 (39%) 13 (39%) 7 (21%) 0
METABOLIC AND NUTRITIOMAL DISORDERS i
ANY EVENT %63 Days (All) 178 1 (<1%) 1.0000 1 0 1 (100%) 0 0
s49 Days (Group 1) 72 I (1) S 0 1 (100%) 0 0
50-56 Days (Group 2) 54 0 ¢ 0 0 0 0 0
57-63 Days (Group 3) 52 0 0 [+] 0 0 0
(1} Includes all adverse events reported at any point in the study, regardless of causality.
(2] NOS = Not otherwise specified |
(3] Gestational age group was assigned by the investigator based upon menstrual history, pelvic examination and vaginal ultrasonography.
[4) Events in this body system occurred during the study blood sampling. !
Source Data: Appendix A.1, Tables 16 and 25
|
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Appendix D, Table 5a

(Cont inued

Adverse Events (1] By Center
[safety Evaluablle Patients]

Page 59 of 120

)

Gestational Total Number Fieher's
Age Number of Pts exact Number - --------c-s-ceiaaonnn Severity:-------- IR
Body System/Event (2) Group (3] of Pts w/Event p value of Events Mild Moderate Severe Unknown
METABOLIC AYD NUTRITIONAL DISORDERS (count.)
OEDEMA GENERALISED s63 Days (All) 178 1 (<1%) 1.0000 1 0 1 (100%) 0 0
549 Days (Group 1) 72 1 (W) 1 0 1 (100%) 0 0
50-56 Days (Group 2) S4 0 : ] 0 0 0 0
$7-63 Days (Group 3) 52 0 0 0 0 0 0
HEART RATE AND RMYTHM DISORDERS .
ANY EVENT s6) Days (All) 178 4 (2%) 1.0000 4 2 (50%) 1 (25%) 1 (25%) 0
s(|9 Days (Group 1) 72 2 (3%) 2 1 (50%) 1 (50%) 0. 0
$0r56 Days (Group 2) 54 1 (2%) 1 0 0 : 1 (100%) 0
57-63 Days (Group 3) 52 1 (2%) 1 1 {(100%) 0 [ 0
TACHYCARDIA <63 Days (All) 178 4 (2%) 1.0000 4 2 (50%) 1 (25%) 1 (25%) [}
549 Days (Group 1) 72 2 (3y) 2 1 (50%) 1 (50%) 0 0
50-56 Days (Group 2) 54 1 (2%) 1l 0 0 1 (100%) 0
57-63 Days (Group 3) 52 1 (2%) 1 1 (100%) 0 0 1}
RESPIRATORY SYSTEN DISORDERS
ANY EVENT s63 Days (All) 178 7 (4a%) 0.8021 13 5 (38%) 7 (54%) 1 (8%) 0
s49 Days (Group 1) 72 2 (3%) 2 [} 2 (100%) 0 0
50-56 Days (Group 2) S4 2 (4%) 6 3 (50%) 3 (50%) 0 0
57-63 Days (Group 3) S2 3 (6%) S 2 (40%) 2 (40%) 1 (20%) 0
(1} Includes all adverse events reported at any point in the study, regardless of causality.
(2} NOS = Not otherwise specified )
{3] Gestational age group was assigned by the investigator based upon menstrual history, pelvic examination and vaginal ultrasonography.
{4] Events in this body system occurred during the study blood sampling.
Source Data: Appendix A.l, Tables 16 and 25
J:\USA\166B\SASPGMS\apdxd\final\adel.SAS 30NOV98:10:44 FINAL
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Appendix D, Table Sa (Continued)
Adverse Events [1] By Center !
(satety Evaluable Patients)

Center: NICHOLS (N25)

Page 60 of 120

Gestational, Total Number Fisher's
Age , Number of Pts exact Number  ------+----c---oannon Severity--------------cc- e
Body System/Event (2] Group [3} i of Pts w/Event p-value of Events Mild Moderate Severe Unknown
RESPIRATORY'SYSTEN DISORDERS (cont.)
COUGHING s63 Days (All) 178 3 (2%) 0.1928 8 4 (50%) 3 (38%) 1 (13%) 4]
s49 Days (Group 1) 72 0 0 0 0 0 0
50-56 Days (Group 2) S4 1 (2%) S 3 (60%) 2 (40%) 0 0
57-63 Days (Group 3) 52 2 (4%) 3 1 (33W) 1 (33%) 1 (33%) 0
DYSPNOEA s63 Days (All) 178 1 (<1%) 0.5955 1 0 1 (100%) 0 0
! . s49 Days (Group 1) 72 ) | 0 0 ()} , 0 0
50-56 Days (Group 2) S4 1 (’Ft) 1 0 1 (100%) 0 0
$7-63 Days (Group 3) S2 /] : (] 1] 0 0 0
PHARYNGITIS s63 Days (All) 178 1 (<1¥) 0.2921 1 0 1 (100%) 0 0
<49 Days (Group 1) 72 0 0 ] 0 0 0
50-56 Days (Group 2) 54 0 0 0 0 0 0
$7-63 Days (Group 3) 52 1 (2%) 1 0 1 (100%) 0 0
RHINITIS 563 Days (All) 178 1 (<1¥%) 0.2921 1 1 (100%) 0 0 [¢]
=49 Days (Group 1) 72 0 0 0 0 0 0
50-56 Days (Group 2) 54 0 4} 0 0 0 0
57-63) Days (Group 3) 52 1 (2%) 1 1 (100%) 0 0 0
SINUSITIS 563 Days (All) 178 2 (1%) 0.3373 2 0 2 (100%) 0 0
49 Days (Group 1) 72 2 (3%) 2 0 2 (100%) 0 0
50-56 Days (Group 2) 54 0 -0 [+] 0 0 0
57-63 Days (Group 3) 52 0 v 0 0 0 o 0
[1) Includes all adverse events reported at any point in the study, regardless of causality.
[2] NOS = Not otherwise specified
[3) Gestational age group was assigned by the investigator based upon menstrual history, pelvic examination and vaginal ultrasonography.
{4] Events in this body system occurred during the study blood sampling.
Source Data: Appendix A.1, Tables 16 and 25
| J:\USA\166B\SASPGMS\apdxd\final\adel.SAS 30NOV9S:10:44 FINAL
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Appendix D, Table Sa (Continued)
Adverse Events [1]) By Center
[safety Evaluabile Patients)

Center: NICHOLS (#25)

Gestational Total Number Fisher's
Age Number of Pts exact Number  ---c-cs-ceisieenaanans Severity----------c- oo
Body System/Event (2] Group [3) of Pts w/Event p-value of Events Mild Moderate Severe Unknown
RED BLOOD GELL DISORDERS
ANY EVENT 563 Days (All) 178 1 (<1¥) 1.0000 1 1 (100%) 0 [} o
549 Days (Group 1) 72 1 (1) 1 1 (100%) 0 0 0
50-56 Days (Group 2) 54 0 0 0 0 0 0
57-63 Days (Group 1) 52 0 0 0 0 0 0
ANAEMIA %63 Days (All) 178 1 (<1W) 1.0000 1 1 (100%) 0 0 0
\ =49 Days (Group 1)} 72 1 (1s) i1 1 (100%) 0 0 0
S0-56 Days (Group 2) 54 0 ‘o 0 0 : 0. 0
S7-63 Days (Group 1) 52 0 0 0 0 0 0
PLATELET, BLEEDING & CLOTTING DISORDBRS
ANY EVENT s63 Days (All) 178 1 (<1%) 0.5955 1 1 (100%) 0 [} 0
s49 Days (Group 1) 72 0 0 0 0 0 [}
50-56 Days (Group 2) ‘ 54 1 (2%) 1 1 (100%) | 0 [ 0
$7-63 Days (Group 1) 52 0 0 0 0 0 0
EPISTAXIS %63 Days (All) 178 1 (<l¥) 0.595S 1 1 (100%) 0 0 0
s49 Days (Group 1) 72 0 0 0 0 0 (]
50-56 Days (Group 2) S4 1 (2%) 1 1 (100%) 0 0 ]
57-63 Days (Group 3) 52 0 ] 0 0 0 0
URINARY SYSTEN DISORDERS .
ANY EVENT 563 Days (All) 178 1 (<1¥) 0.5955 1 [ 1 (100%) 0 0
s49 Days (Group 1) 72 0 0 0 0 0 0
50-56 Days (Group 2) 54 1 (2%) ‘o 0 1 (100%) 0 0
57-63 Days (Group 1) 52 0 0 0 0 0 1]
(1] Includes all adverse events reported at any point in the study, regardless of causality.
{2] NOS = Not otherwise specified
[3) Gestational age group was assigned by the investigator based upon menstrual history, pelvic examination and vaginal ultrasonography.
[¢) Events in this body system occurred during the study blood sampling.
Source Data: Appendix A.1, Tables 16 and 25
J:\USA\166B\SASPGMS\apdxd\final\adel.SAS IONOV98:10:44 FINAL
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Appendix D, Table 5a (Continued)
Adverse Events (1] By Center 1
[safety Evaluable Patients]

Center: NICHOLS (#25)

Gestational Total Number Fisher's
Age Number of Pts exact Number  -----c------c-oaooann Severity----------.-- R -
Body System/Event (2]} Group (3} of Pts w/Event p-value of Events Mild Moderate Severe Unknown
URINARY SYS$EM DISORDERS (cont.)
DYSURIA s63 Days (All) 178 1 (<1W) 0.5955 1 0 | 1 (100%) 0 0
549 Days (Group 1) 72 0 0 0 0 0 0
50-56 Days (Group 2) S4 1 (2%) 1 0 1 (100W) 0 ]
57-63 Days (Group 13) 52 0 0 0 0 0 0
REPRODUCTIVE DISORDERS, FEMALR
ANY EVENT ! . s63 Days (All) 178 21 (12W) 0.9185% 25 8 (32%) 2 (ps) 15 (60%) [}
549 Days (Group 1) 72 8 (11y) 8 4 (50%) 1 (13%) 3 (38%) 0
50-56 Days (Group 2) 54 6 (11%) 8 3 (38%) 0 5 (63%) 0
57-63 Days (Group 3) 52 7 (13%) 9 1 (11w) 1 (11%) 7 (78%) 0
BREAST PAIN FEMALE <63 Days (All) 178 2 (1%) 0.7532 2 1 (50%) 1 (50%) 0 0
i i ; 549 Days (Group 1) 72 1 (1%) 1 1 (100%) 0 0 0
. 50-56 Days (Group 2) 54 0 0 0 0 0 0
! 57-63 Days (Group 13) 52 1 (2%) 1 0 1 (100%) 0 0
ENDOMETRITIS 563 Days (All) 178 2 (1%) 1.0000 2 2 (100%) 0 0 0
=49 Days (Group 1} 72 1 (1%) 1 1 (100%) 0 0 0
! $0-56 Days (Group 2) S4 1 (2%) 1 1 (100%) | 0 ] 0
§7-63 Days (Group 3) 52 0 0 0 t 0 0 (/]
PREMENSTRUAL TENSION $63 Days (All) 178 1 (<1¥%) 1.0000; 1 1 (100%) 0 0 0
549 Days (Group 1) 72 1w | R 1 (100%) ] 0 0
50-56 Days (Group 2) 54 0 ' + 0 0 0 0 0
$7-63 Days (Group 3) 52 0 (] 0 0 0 0
[1] Includes all adverse events reported at any point in the study, regardless of causality.
[2] NOS = Not otherwise specified ‘
| (3] Gestational age group was assigned by the investigator based upon menstrual history, pelvic examination and vaginal ultrasonography.
(4] Events in this body system occurred during the study blood sampling.
Source Data: Appendix A.1, Tables 16 and 25
J: \USA\IGGB\SASPGHS\apdxd\(inal\ade! .SAS 30NOV98:10:44 FINAL
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Appendix D, Table 5a (Continued)
Adverse Events [1) By Center
{safety Evaluablle Patients]

1 Center: NICHOLS (#2S5)

Gestational : Total Number Fisher's
Age ! Number of Pts exact NUMDEr - - - ccmmeeom e Severity--------o--o- oo -
Body System/Event (2] Group {3) of Pts w/Event p-value of Events Mild Moderate Severe Unknown
1 REPRODUCTIVR DISORDERS, FEMALE (cont.)

SALPINGITIS 63 Days (All) 178 1 (<1%) 0.5955 1 1 (100%) 0 0 0
549 Days (Group 1) 72 ] 0 0 0 0 ]
$0-56 Days (Group 2) 54 1 (2%) 1 1 (100%) 0 0 [}
$7-63 Days (Group 3) 52 0 0 0 0 0 0

UTERINE DISORDER NOS =63 Days (All) 178 1 (<1¥) 0.2921 1 1 (100%) 0 | 0 o}

, 549 Days (Group 1) 72 0 Y [ 0 ! 0 0
50-56 Days (Group 2) 54 0 0 0 0 0. 0
57-63 Days (Group 3) 52 1 (2%) 1 1 (100%) 0 0 0

UTERINE HAEMORRHAGE s63 Days (All) 178 14 (8%) 0.5002 16 0 1 (6%) 15 (94%) 0
s49 Days (Group 1) 72 4 (6%) 4 0 1 (25%) 3 (75%) 0
50-56 Days (Group 2) 54 4 (7%) S 0 0 5 (100%) 0
57-63 Days (Group 3) 52 6 (12%) 7 0 0 7 (100%) 0

VAGINITIS 563 Days (All) 178 2 (1%) 1.0000 2 2 (100%) 0 0 0
s49 Days (Group 1) 72 1 (1%) 1 1 (100%) 0 0 0
50-56 Days (Group 2) S4 1 (2%) 1 1 (100%) 0 0 0
57-63 Days (Group 3) s2 0 0 0 0 *] 0

NEOPLASM

ANY EVENT %63 Days (All) 178 2 (1%) 1.0000 2 2 (100%) 0 0 0
s49 Days (Group 1) 72 1 (1%) 1 1 (100%) 0 0 0
50-56 Days (Group 2) 54 1 (2%) ; 1 1 (100%) 0 0 0
$7-63 Days (Group 3) 52 0 0 ] 0 0 0

(1) Includes all adverse events reported at any point in the study, regardless of causality.
| {2] NOS = Not otherwise specified
| (3] Gestational age group was assigned by the investigator based upon menstrual history, pelvic examination and vaginal ultrasonography.
[4) Events in this body system occurred during the study blood sampling.
Source Data: Appendix A.1, Tables 16 and 25
J:\USA\166B\SASPGMS\apdxd\final\adel.SAS 30NOV98:10:44 FINAL
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Appendix D, Table Sa (Continued)

Adverse Events {1] By Center
[Safety Evaluable Patients]

Page 64 of 120

Gestational Total Number Fisher's
Age Number of Pts exact Number - --e-----c-aee ot Severity----------. oo
Body System/Event [2) Group (3) of Pts w/Event p value of Events Mild Moderate Severe Unknown
NEOPLASK (cont.)
OVARIAN CYST s63 Days (All) 178 2 {(1%) 1.0000 2 2 (100%) 0 0 0
549 Days (Group 1) 72 1 ay) 1 1 (100%) 0 0 0
$0-56 Days (Group 2) 5S4 1 (2%) 1 1 (100%) 0 0 0
57-63 Days (Group 3} 52 0 0 0 0 0 0
BODY AS A WHOLE - GENERAL DISORDERS
ANY EVENT ¢ s6) Days (All) 178 175 (98%) 0.6319 818 300 (37%) 290 (3%5%) 228 (28%) [
s49 Days (Group 1) 72 70 (97%) 315 121 (38%) 109 (35V) 85 (27%) 0
50-56 Days (Group 2) S4 54 (100%) 252 96 (38%) 91 (36%) 65 (26%) 0
57-63 Days (Group 3) 52 51 (98%) 251 83 (33%) 90 (36%) 78 (31%) 0
ABDOMINAL PAIN 563 Days (All) 178 174 (98%) 0.308S 730 272 (37%) 252 (35%) 206 (28Y%) 0
<49 Days (Group 1) 72 69 (96%) 279 109  (39%) 95 (34%) 75 (27%) 0
50-56 Days (Group 2) 54 sS4 (100%) 229 87 (38%) 80 (35%) 62 (27%) 0
57-63 Days (Group 3) 52 S1  (98%) 222 76 (34%) 77 (35%) 69 (31%) 0
ALLERGY <63 Days (All) 178 1 (<1¥%) 0.2921 1 1 (100%) 0 0 0
349 Dayd (Group 1) 72 0 0 0 0 0 0
50-56 Days (Group 2) 54 0 . 0 0 0 0 0
57-63 Days (Group 3) s2 1 (2%) - 1 1 (100%) 0 0 0
ASTHENIA £63 Days (All) 178 S (3%) 0.5186 8 2 (25%) S (63%) 1 (13%) [}
$49 Days (Group 1) 72 1 (v 3 0 3 (100%) o 0
50-56 Days (Group 2) 54 3 (6%) v 4 2 (50%) 1 (25%) & (25%) 0
57-63 Days (Group 3) 52 1 (2%) 1 0 1 (100%) 0 0
{1} Includes all adverse events reported at any point in the study, regardless of causality.
[2) NOS = Not otherwise specified ‘
[3} Gestational age group was assigned by the investigator based upon menstrual history, pelvic examination and vaginal ulttasonography.
[4) Events in this body system occurred during the study blood sampling.
Source Data: Appendix A.1l, Tables 16 and 25
|
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Appendix D, Table 5a (Continued)
Adverse Events (1] By Center 1
[Safety Evaluable Patients)

Center: NICHOLS (#25)

Page 65 of 120

Gestational Total Number Fisher's
Age Number of Pts exact Number  -----------ao-aoaoon- Severity------------ oo
Body System/Event [2] Group (3} of Pts w/Event p-value of Events Mild Moderate Severe Unknown
BODY AS A WROLE - GENERAL DISORDERS (comt.)
BACK PAIN s63 Days (All) 178 11 (6%) 0.2234 17 7 (41%) 6 (35%) 4 (24%) 0
549 Days (Group 1) 72 S (7%) 8 5 (63%) 1 (13%) 2 {(25%) 0
50-56 Days (Group 2) 54 1 (2W) 1 0 1 (100%) (] 0
57-63 Days (Group 3) 52 5 (10%) 8 2 (25%) 4 (50%) 2 (25%) [}
CHEST PAIN $63 Days '(All) 178 2 (1%)  0.1750 2 0 2 (100%) ] 0
' , 549 Days (Group 1) 72 ° 0 0 o . 0 0
50456 Days (Group 2) 54 2 (4%) 2 0 2 (1Q0%) 0 0
57!631 Days (Group 3) 52 o 0 0 0 0 0
FATIGUE 563 Days (All) 178 17 (10%) 0.3777 23 7 (30%) 11 (48%) 5 (22%) 0
549 Days (Group 1) 72 7 (10%) 10: 3 (30%) 4 (40%) 3 (30%) 0
50-56 Days (Group 2) S4 3 (6%) 4| 2 (50%) 2 (50%) 0 0
57-63 Days (Group 3) 52 7 (13%) 9 2 (22v) 5 (56%) 2 (22v) 0
FEVER %63 Days (All) 178 8 (4%) 0.2389 8 3 (38%) 4 (50%) 1 (13%) 0
s49 Days (Group 1) 72 1 (1%) 1 1 (100%) 0 0 0
50-56 Days (Group 2) 54 3 (6%) 3 1 (33%) 2 (67%) 0 0
§7-63 Days (Group 3) 52 4 (8%) 4 1 (25W) 2 (50%) 1 {25%) 0
HOT FLUSHES s63 Days (All) 178 3 (2%) 0.7812 k| 0 2 (67%) 1 (33w 0
£49 Days (Group 1) 72 2 (3%) 2 0 2 (100%) 0 0
50-56 Days (Group 2) 54 1 (2%) 1 0 0 1 (100%) 0
57-63 Days (Group 3) 52 0 v 0 0 0 0 0
{1] Includes all adverse events reported at any point in the study, regardless of causality.
(2] NOS = Not otherwise specified
{3) Gestational age group was assigned by the investigator based upon menstrual history, pelvic examination and vaginal ultrasonography.
[4) Events in this body system occurred during the study blood sampling.
Source Data: Appendix A.1, Tables 16 and 25
J:\USA\166B\SASPGMS\apdxd\final\adel.SAS 30NOV98:10:44 FINAL
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Appendix D, Table Sa (Continued)
Adverse Events (1] By Center '
[Safety Evaluable Patients]

Center: NICHOLS (#25)

Page 66 of 120

Gestational Total Number Fisher's
Age ! Number of Pts exact Number  -----------i-aiaoaionn Severfty--------.---c-oonann
Body System/Event (2] Group [3) of Pts w/Event p-value of Events Mild Moderate Severe Unknown
+
BODY AS A WNOLE - GENERAL DISORDERS (cont.)
LEG PAIN ‘ 563 Days (All) 178 3 (2%) 0.7812 3 1 (33%) 2 (67%) 0 0
s49 Days (Group 1) 72 2 (3%) 2 0 2 (100%) 0 0
50-56 Days (Group 2) S4 1 (2%) 1 1 (100%) 0 0 0
57-63 Days (Group 3) 52 0 0 0 0 0 0
MALAISE s63 Days (All) 178 4 (2%) 0.1014 4 1 (25%) 2 (50%) 1 (25%) 0
' , 49 Days (Group 1) 72 0 4 0 0 0 ‘ 0 0
50-56 Days (Group 2) S4 3 (6%) 3 1 (33%) 2 (87%) 0 0
57-63 Days (Group 3) 52 1 (ew 1 0 0 1 (100%) 0
OEDEMA s63 Days (All) 178 1 (<1¥%) 1.0000 1 0 1 (100%) 0 0
49 Days (Group 1) 72 1 (1%) 1 0 1 (100%) 0 (]
50-56 Days (Group 2) S4 1] 0 0 0 0 0
57-63 Days (Group 3) 52 o V] 0 0 0 [
PAIN 563 Days (All) 178 3 (2%) 0.6319 3 3 (100%) 0 0 0
s49 Days (Group 1) 72 2 (3%) 2 2 (100%) 0 1] 4]
50-56 Days (Group 2) 54 0 0 [ 0 0 0
$7-63 Days (Group 3) 52 1 (2%) 1 1 (100%) 0 0 (4]
RIGORS s6) Days (All) 178 6 (3%) 0.5094 6 1 (17v) 2 (33y) 3 (50%) 0
%49 Days (Group 1) 72 4 (6%) 4 1 (25%) 0 3 (75%) 0
50-56 Days (Group 2) S4 1 (2%) 1 0 1 (100%) 0 ]
$7-63 Days (Group 3) 52 1 (2%) . 1 0 1 (100%) 0 0
1] Includes all adverse events reported at any point in the study, regardless of causality.
{2) NOS = Not otherwise specified
(3]} Gestational age group was assigned by the investigator based upon menstrual history, pelvic examination and vaginal ultrasonography.
[4] Events in this body system occurred during the study blood sampling.
Source Data: Appendix A.1, Tables 16 and 25
i J:\USA\166B\SASPGMS\apdxd\final\adel.SAS 30NOV98:10:44 FINAL

[
(d»] '
no

1
MIF 006982



The Population Council

Protocol 1668

Center: NICHOLS (#2S)

Appendix D, Table Sa (Continued)
Adverse Events (1] By Center
[Ssafety Evaluable Patients]
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Gestational Total Number Fisher's
Age Number of Pts exact Number - ------- - Severity--------c--------ann
Body System/Event (2} Group (3] of Pts  w/Event p-value of Events Mild Moderate Severe uUnknown
BODY AS A WNOLE - GENERAL DISORDERS (comt.)
SYNCOPE 563 Days (All) 178 6 (3%) 0.3798 6 1 (17%) 0 5 (83%) 0
s49 Days (Group 1) 72 1 (1%) 1 0 0 1 (100%) 0
50-56 Days (Group 2) 54 2 4y 2 1 (50%) () 1 (s0%) 0
57-63 Days (Group 1) 52 k] (6%) 3 0 0 3 (100%) (]
TEMPERATURE CHANGED SENSATION s63 Days (All) 178 R} (2%) 0.7812 3 1 (33%) 1 (33%) 1 (33%) 0
) 549 Days (Group 1) 72 2 (3y) 2 0 1 (50%) 1 (s50%) 0
$0-56 Days (Group 2) 54 1 (2w "1 1 (100%) 0 ' 0 [
§7-63 Days (Group 3) 52 0 J [+] 0 0 0
RESISTANCE NECHANISM DISORDERS
ANY EVENT s63 Days (All) 178 15 (8%) 0.2052 17 10 (59%) 4 (24%) 3 (18%) 0
=49 Days (Group 1) 72 3 (4%) 3 3 (100%) 0 0 0
50-56 Days (Group 2} | 5S4 6 (11%) 7 5  (71%) | 2 (29%) [} 0
57-631 Days (Group 3) 52 6 (12%) 7 2 (29%) 2 (29%) 1 (43%) 0
INFECTION VIRAL 563 Days (All) 178 15 (8%) 0.20S52 i7 10 (59%) 4 (24%) 3 (18%) 0
549 Days (Group 1) 72 3 {4%) 3 3 (100%) 0 0 0
50-56 Days (Group 2) 54 6 (11%) 7 S (71%) 2 (29%) 0 0
§7-63 Days (Group 3) 52 6 (12%) 7 2 (29%) 2 (29%) 3 (43%) 0
SECONDARY TERNS . |
ANY EVENT $63 Days (All) 178 1 (<1%) 0.5955 1 0 0 0 1 (100V)
s49 Days (Group 1) 72 0 0 0 0 0 0
50-56 Days (Group 2) 54 1 (2%) 1 0 0 0 1 (100%)
57-63 Days (Group 3) 52 0 0 0 0 0 0
[1] Includes all adverse events reported at any point in the study, regardless of causality.
[2) NOS = Not otherwise specified
[3) Gestatjonal age group was assigned by the jinvestigator based upon menstrual history, pelvic examination and vaginal ultrasonography.
(4] Events in this body system occurred during the study blood sampling.
Source Data: Appendix A.1, Tables 16 and 25
J:\USA\166B\SASPGMS\apdxd\final\adel.SAS 3I0NOV98:10:44 FINAL
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Appendix D, Table S5a (Continued)
Adverse Events {1} By Center
[safety Evaluable Patients]

Page 68 of 120

Gestational Total Number Figher's
Age Number of Pts exact Number .- ------ciaoooooon ---Severity - -- - . co-eo oo
Body System/Event [2) Group [3) of Pts  w/Event p-value of Events Mild Moderate Severe i Unknown
SECONDARY TERMS (cont.)
INFLICTED INJURY $63 Days (All) 178 1 (<1%) 0.5955 1 0 .0 0 1 (100%)
549 Days (Group 1) 72 0 0 0 | o 0 0
50-56 Days (Group 2) 54 1 (2%) 1 0 0 0 1 (100%)
$7-63 Days (Group 3) 52 0 0 0 0 0 4
[1) Includes all adverse events reported at any point in the study, regardless of causality.
[2] NOS = Not otherwise specified
{3] Gestational age group was assigned by the investigator based upon menstrual history, pelvic examination and vaginal ultrasonography.
(4] Events in this body system occurred during the study blood sampling.
I .
[
!
' i
|
Source Data: Appendix A.1, Tables 16 and 25
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Appendix D, Table Sa
Adverse Events (1] By Center
(Safety Evaluable Patients]

(Continued)

Page 69 of 120

Gestational Total Number Fisher's
Age ! Number of Pts exact Number  ------ecciceecseaoaan SeVerity -----c-es cieacooon
Body System/Event (2] Group [3) of pts w/Event p-value of Events Mild Moderate Severe Unknown
]
ANY EVENT 563 Days (All) 179 179 (100%)  ------ 1294 518 (40%) 579 (45%) 193 (15%) 4 (<1%)
s49 Days (Group 1) 63 63 (100%) 422 175  (41%) 193 (46%) 52 (12%) 2 (<l¥%)
50-56 Days (Group 2) 59 59 (100%) 433 164 (38%) 197 (45%) 71 (16%) 1 (<1¥%)
57-63 Days (Group 3) S? 57 (100%) 439 179  (41%) 189 (43%) 70 (16%) 1 {(<1%}
SKIN AND APPENDAGES DISORDERS
ANY EVENT ) 563 Days (All) 179 5 (3%) 0.0822 S 3 ' (60%) 1 (20|b 1 (20%) 0
549 Days (Group 1) 63 1 (2W) 1 0 1 (10by) o 0
50-56 Days (Group 2) 59 4 (7%) 4 3 (75%) 0 ) 1 (25%) 0
$7-63 Days (Group 3) 57 0 0 0 0 0 0
PRURITUS s63 Days (All) 179 1 (<1%) 0.6480 1 1 (100%) 0 0 0
s49 Days (Group 1) 63 0 0 0 0 (1] 0
50-56 Days (Group 2) 59 1 (2%) 1 1 (100%) 0 0 0
57-63 Days (Group 3) S7 0 0 (4] 0 0 0
SKIN DISORDER s63 Days (All) 179 1 (<1%) 0.6480 1 1 (100%) 0 0 0
s49 Days (Group 1) 63 [4 0 0 0 0 0
50-56 Days (Group 2) 59 1 (2%) 1 1 (100%) 0 [ 0
57-63 Days (Group 3) s7 0 0 0 0 (] 0
SWEATING INCREASED s63 Days (All) 179 2 (1%) 1.0000 2 0 1 (50%) 1 (s0%) 0
) 549 Days (Group 1) 63 1 (2%) 1 0 1 (100%) 0 0
50-56 Days (Group 2) 59 1 (2%) . 1 0 0 1 (100¥%) 0
57-63 Days (Group 3) 57 0 (] 0 [4 0 0
{1} Includes all adverse events reported at any point in the study, regardless of causality.
[2) NOS = Not otherwise specified
{3) Gestational age group was assigned by the investigator based upon menstrual history, pelvic examination and vaginal ultrasonography.
{4) Events in this body system occurred during the study blood sampling.
Source Data: Appendix A.l, Tables 16 and 25
J:\USA\166B\SASPGMS\apdxd\final\adel.SAS 3IONOV98:10:44 FINAL
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Appendix D, Table 5a
Adverse Events (1] By Center
[Safety Evaluable Patients]

(Cont inued)

|

Page 70 of 120

Gestational Total Number Fisher's
Age Number of Pts exact Number - --------cooooiaaan Severity---.------ N
Body System/Event (2] Group (3]} of Pts w/Event p-value of Events Mild Moderate Severe Unknown
SKIN AND APPENDAGES DISORDERS (comt.)
URTICARIA <63 Days (All) 179 1 (<1¥%) 0.6480 1 1 (100%) 0 ] [}
549 Days (Group 1) 63 0 0 0 0 0 0
50-56 Days (Group 2) 59 1 (2%) 1 1 (100%) 0 0 0
57-63 Days (Group 3) 57 0 0 0 0 0 0
NUSCULO-SKELETAL SYSTEM DISORDERS
ANY EVENT 563 Days (All) 179 2 (1%) 0.7667 2 1 (50%) 1 (Sp\) 0 0
549 Days (Group 1) 63 1 (2%} 1 1 (100%) 0 o 0
50-56 Days (Group 2) 59 0 0 0 0 0 0
57-63 Days (Group 3) 57 1 (2%} 1 0 1 (100%) 0 0
MYALGIA 63 Days (All) 179 1 (<1¥%) 1.0000 1 1 (100%) V] 0 [
=49 Days (Group 1) 63 1 (%) 1 1 (100%) [} Q 0
50-56 Days (Group 2) 59 0 ] 0 0 ] 0
57-63 Days (Group 3) 57 ] 0 0 0 0 0
SKELETAL PAIN s63 Days (All) 179 1 (<1%) 0.3184 1 0 1 (100%) 0 0
s49 Days (Group 1) 63 0 0 0 0 0 0
50-56 Days (Group 2) 59 0 0 [4 0 0 0
57-63 Days (Group 3) 87 1 (2”. 1 0 1 (100%) 0 0
CENTR & PERIPH NERVOUS SYSTEM DISORDERS
ANY EVENT %63 Days (All) 179 64 (36%) 0.7717 104 27  (26%) 70 (67%) 6 (6%) 1 (<lW)
s49 Days (Group 1) 63 23 (37%) . 41 12 (29%) 24 (S9%) S (12%) 0
50-56 Days (Group 2) 59 19 (32w) 30 7 (23%) 22 (73W) 1 (3%) 0
57-63 Days (Group 3) 57 22 (39W) 33 8 (24%) 24 (73%) 0 1 (3%)
{1) Includes all adverse events reported at any point in the study, regardless of causality. i
{2] NOS = Not otherwise specified
[3] Gestational age group was assigned by the investigator based upon menstrual history, pelvic examination and vaginal ultrasohography.
{4] Events in this body system occurred during the study blood sampling.
Source Data: Appendix A.1, Tables 16 and 25
J:\USA\166B\SASPGMS\apdxd\final\adel.SAS IONOV98:10:44 | ! FINAL
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Appendix D, Table Sa (Continued)
Adverse Events (1] By Center |
[Safety Evaluable Patients]

Center: SHEEHAN (#26)

Gestational Total Number Fisher's
Age Number of Pts exact Number — --------aiciianlnon Severity --- - ... .- S :
Body System/Event (2] Group (3] of Pts  w/Event p-value of Events Mild Moderate Severe unknown

CENTR & PERIPH NERVOUS SYSTEM DISORDERS (cont.)

DIZZINESS 563 Days (All) 179 20 (11%) 0.0534 24 11 (46%) 9 (38%) 4 (17%) [
549 Days (Group 1) 63 12 (19%) 14 7 (so%) 4 (29%) 3 (21%) 0
50-56 Days (Group 2) 59 S (8%) 7 2 (29%) 4 (57%) 1 (14%) 0
57-63 Days (Group 3) 57 3 (5%) 3 2 (67%) 1 (33%) 0 0
HEADACHE %63 Days, (All) 179 53 (30%) 0.3635 79 15 (19%) 61 (77%) 2 (3%) 1 (1%)
' . =49 Days (Group 1) 63 17 (27%) 27 S (19%) 20 (74%) 2 (7%) 0
50|-56 Days (Group 2) 59 15 (25%) 23 5 (22%) 18 (7_8‘) o 0
$7-63 Days (Group 3) 57 21 (37Y) 29 s (17%) 23 (79%) ] 1 (3%)
PARAESTHESIA 563 Days (All) 179 1 (<1%) 0.3184 1 1 (100%) 4] 0 0
s49 Days (Group 1) 63 4] q [] 0 0 0
50-56 Days (Group 2) 59 0 j 0 0 ] 0
§7-63 Days (Group 3) 57 1 {2%) 1 (100%) 0 0 [+]
VISION DISORDERS
ANY EVENT 563 Days (All) 179 1 (<1¥%) 1.0000 1 0 0 1 (100%) 0
549 Days (Group 1) 63 1 (2%) 1 0 0 1 (100%) 0
50-56 Days (Group 2) 59 0 0 0 0 0 0
57-63 Days (Group 3) 57 0 0 0 0 0 0
VISION ABNORMAL %63 Days (All) 179 1 (<1%) 1.0000 1 0 0 1 (100%) 0
s49 Days (Group 1) 63 1 (2%) 1 0 0 1 (100%) 0
50-56 Days (Group 2) 59 0 , 0 0 0 0 0
57-63 Days (Group 3) 57 0 0 0 0 0 0
1) Includéa all adverse events reported at any point in the study, regardless of causality.
{2) NOS = Not otherwise specified
{3) Gestational age group was assigned by the investigator based upon menstrual history, pelvic examination and vaginal ultrasonography.
[4) Events in this body system occurred during the study blood sampling.
Source Data: Appendix A.1l, Tables 16 and 25
J:\USA\166B\SASPGMS\apdxd\final\adel.SAS 30NOV98:10:44 FINAL
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Appendix D,

Table Sa (Continued)

Adverse Events (1] By Center
{Safety Evaluable Patients)
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Gestational Total Number Fisher's
Age ! Number of Pts exact Number - --- ----c--occooooon Severity---------------. R
Body System/Event (2] Group (3} of Pts w/Event p-value Events Mild Moderate Severe Unknown
1
PSYCHIATRIC,DISORDERS '
ANY EVENT 563 Days (All) 179 11 (6%) 0.3620 4 5 (36%) 8 (57%) 1 (7%) 0
s49 Days (Group 1) 63 6 (10%) 7 2 (29%) 4 (57%) 1 (14%) 0
$0-56 Days (Group 2) 59 2 (3%) 3 2 (67%) 1 (33%) 0 0
57-63 Days (Group 3) 57 3 (s%) 4 1 (25%) 3 (75W) 0 0
ANOREXIA s63 Days (All) 179 1 (<1¥%) 1.0000 1 1 (100%) [} 0 0
549 Days (Group 1) 63 1 (2%) 1 1 (100%) 0 0 0
50-56 Days (Group 2) 59 (] ! 0 0 [+] 0 0
57-63 Days (Group 3) 57 0 | 0 0 0 0 0
ANXIETY 563 Days (All) 179 4 (2%) 1.0000 4 0 4 (100%) 0 0
549 Days (Group 1) 63 2 (3%) 2 0 2 (100%) 0 [
50-56 Days (Group 2) S9 1 (2%) 1 0 1 (100%) 0 0
§7-63 Days (Group 3} 57 1 (2%} 1 0 1 (100%) 0 0
DEPRESSION 563 Days (All) 179 2 (1%) 0.5413 2 1 (50%) 1 (50%) 0 0
=49 Days (Group 1) 63 0 0 0 0 "] 0
50-56 Days (Group 2) S9 1 (2%) 1 1 (100%) 0 0 0
57-63 Days (Group 3) 57 1 (2%) 1 0 1 (100%) 4] 0
EMOTIONAL LABILITY 6] Days (All) 179 4 (2%) 0.4684 S 2 (40%) 2 (40%) 1 (20%) 0
549 Days (Group 1) 63 2 3%) 3 1 (33y) 1 (33y) 1 (33y) 0
50-56 Days (Group 2) 59 0 0 0 0 0 0
57-63 Days (Group 3) $7 2 (4%) 2 1 (s0%) 1 (50%) 0 0
(1) Includes all adverse events reported at any point in the study, regardless of causality.
[2) NOS = Not otherwise specified
{3) Gestational age group was assigned by the investigator based upon menstrual history, pelvic examination and vaginal ultrasonography.
(4] Events in this body system occurred during the study blood sampling.
Source Data: Appendix A.1, Tables 16 and 25
J: \USA\166B\SASPGMS\apdxd\final\adel.SAS 30NOV98:10:44 FINAL
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Appendix D, Table Sa {(Continued)
Adverse Events [1] By Center
(safety Evaluablje Patients]
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Gestational Total Number Fisher's
Age Number of Pts exact Number - -------ee-i-aiooooen Severity- - - - ------ oo
Body System/Event (2] Group (3] of Pts w/Event p-value of Events Mild Moderate Severe Unknown
PSYCHIATRIC, DISORDERS (cont.)
INSOMNIA 563 Days (All) 179 2 (1%) 1.0000 2 1 (50%) 1 (50%) 0 0
549 Days (Group 1) 63 1 (2%) 1 0 1 (100%) 0 0
50 56 Days (Group 2) 59 1 2%) 1 1 (100%) 0 0 1]
57-63 Days (Group 3) 57 0 ] (] 0 0 0
GASTRO- INTESTINAL SYSTEM DISORDERS
ANY EVENT . 563 Days (All) 179 159  (89%) 0.3485 4h9 212 (47%) 180 (40%) 56 (12%) 1 (<1¥%)
s49 Days (Group 1) 63 53 (84%) 1318 67 (49%) 59  (43%) 12 (9%) 0
50-56 Days (Group 2) s9 54 (92%) 163 69 (42%) 70 (43%) 23 (14%) 1 (<1%)
$7-63 Days (Group 1) 57 52 (91%) 148 76 (51%} S1  (34%) 21 (14%) 0
ABDOMINAL PAIN (STOMACH AND INTESTINAL) =63 Days (All) 179 3 (2%) 0.6520 4 2 (50%) 1 (25%) 1 (25%) 0
=49 Days (Group 1) 63 2 (3%) 3 2 (67%) 1 (33y) 0 [
50-S6 Days (Group 2) | 59 0 0 0 0 0 0
57-63 Days ({(Group 3) l 57 1 (2%) 1 0 0 1 (100%) 0
CONSTIPATION s63 Days (All) 179 1 (<1%) 0.3184 1 0 1 (100W) 0 0
s49 Days (Group 1) 63 0 0 0 0 0 0
50-56 Days (Group 2) 59 ] 0 [ 0 0 0
$7-63 Days (Group 3) 57 1 (2%) 1 0 1 (100%) 0 0
DIARRHEA 563 Days (All) | 179 27  (15%) 0.7017 3o 14 (47%) 16 (513%) 0 0
549 Days (Group 1) 63 11 (17%) 12 4 (33%) 8 (67%) 0 0
50-56 Days (Group 2) s9 7 {(12%) 8 4 (50%) 4 (50%) 0 0
$7-63 Days (Group 3) 57 9 (l6%) 10 6 (60%) 4 (40%) 0 0
{1) Includes all adverse events reported at any point in the study, regardless of causality.
{2) NOS = Not otherwise specified
(3) Gestational age group was assigned by the investigator based upon menstrual history, pelvic examination and vaginal ultrasonography.
(4] Events in this body system occurred during the study blood sampling.
Source Data: Appendix A.1, Tables 16 and 25
J:\USA\166B\SASPGMS\apdxd\final\adel.SAS 30NOV98:10:44 FINAL
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Appendix D, Table Sa (Continued)
Adverse Events [1] By Center
[Ssafety Evaluable Patients]
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Gestational Total Number Fisher's
Age Number of Pts exact Number  -------- -~ Severity-----------.p et
Body System/Event (2] Group (3] of Pts w/Event p-value of Events Mild Moderate Severe Unknown
GASTRO-INTESTINAL SYSTEM DISORDERS (cont.)
DYSPEPSIA 563 Days (All) 179 6 (3%) 0.1224 7 3 {43%) 3 (43%) 1 (14%) 0
$49 Days (Group 1) 63 2 (3%) 3 2 (67%) 1 (33W) 0 0
50-56 Days (Group 2) 59 4 (7%) 4 1 (25%) 2 (50%) 1 (25%) 0
57-63 Days (Group 3) 57 0 0 0 0 0 0
MELAENA s63 Days (All) 179 1 (<1¥) 0.3184 1 1 (100%) [ 0 0
) s49 Days (Group 1) 63 0 [ 4] (] 0 0
50-56 Days (Group 2) 59 0 0 [ [¥] o 0
57-63 Days (Group 3) 57 1 (2%} 1 1 (100%) 0 0 0
NAUSEA 563 Days (All) 179 149 (83%) 0.3284 319 166 (52%) 111 (35%) 41  (13%) 1 (<1¥%)
s49 Days (Group 1) 63 49 (78%) 100 56 (56%) 34 (34W) 10 (10%) 0
, ‘ 50-56 Days (Group 2) 59 52 (88%) 118 S4 (46%) 47 (40%) 16 (14%) 1 (<1¥%)
! 57-63 Days (Group 3) s7 48 (84%) 101 56 (55%) 30 (30%) 15 (15%) 0
TOOTH ACHE 563 Days (All) 179 1 (<1%)} 1.0000 1 0 1 (100%) 0 0
549 Days (Group 1) 63 1 (2%) 1 0 1 (100%) 0 0
50-56 Days (Group 2) 59 ] 0 0 o 0 o
57-63 Days (Group 3) S7 0 0 0 0 0 0
VOMITING s63 Days (All) 179 68 (38%) 0.0606 86 26  (30%) 47 (55%) 13 (1s5%) [
<49 Days (Group 1) 63 17 (27%) : 19 3 (16W%) 14 (74%) 2 (11%) 0
$0-56 Days (Group 2) 59 24 (41%) i 33 10 (30%) 17 (52%) 6 (18%) 0
$7-63 Days (Group 3) 57 27 (47%) . 34 13 (38%) 16 {(47%) 5 (15%) 0
(1] Includeg all adverse events reported at any point in the study, regardless of causality.
[2] NOS = Not otherwise specified
(3] Gestational age group was assigned by the investigator based upon menstrual history, pelvic examination and vaginal ultrasonography.
{4} Events in this body system occurred during the study blood sampling.
Source Data: Appendix A.l, Tables 16 and 25
J: \USA\166B\SASPGMS\apdxd\final\adel.SAS 30NOV98:10:44 FINAL
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Appendix D, Table Sa (Continued)
Adverse Events (1] By Center )
[safety Evaluable Patients]

Center: SHEEHAN (#26)

Gestational | Total Number Fisher's
Age Number of Pts exact Number  ------ce-c-ce--oon Severity- - -------- - oo
Body System/Event [2] Group (3] of Pts w/Event p-value of Events Mild Moderate Severe Unknown
MRTABOLIC ARD NUTRITIONAL DISORDERS
ANY EVENT 563 Days (All) 179 1 (<1%) 1.0000 1 1 (100%) 0 0 0
s49 Days (Group 1) 63 1 (2%) 1 1 (100%) 0 0 0
50-56 Days (Group 2) 59 0o 0 0 0 0 0
57-63 Days (Group 1) 57 0 0 0 0 0 0
DEHYDRATION £63 Days (All) 179 1 (<1%) 1.0000 1 1 (100W) 0 | 0 0
' ) s49 Days (Group 1) 63 1 (2%) 1 1 (100%) 0 ) 0 0
50-56 Days (Group 2) 59 V] 0 0 0 ' 0 0
57-63 Days (Group 3) 57 o] 0 1] 0 0 ]
CARDIOVASCULAR DISORDERS, GENERAL
ANY EVENT s63 Days (All) 179 1 (<1%) 0.3184 1 0 1 (100%) 0 0
549 Days (Group 1) 63 0 0 0 0 0 [
50-56 Days (Group 2} 59 /] 1] 0 0 (4] 0
57-63 Days (Group 3) 57 1 (2% 1 0 1 (100%) 0 0
HYPOTENSION s63 Days (All) 179 1 (<1%) 0.3184 1 0 1 (100%) 0 0
549 Days (Group 1) 63 o 0 0 0 0 0
50-56 Days (Group 2) 59 o 0 0 0 0 0
57-63) Days (Group 3) 57 1 (2%) 1 0 1 (100%) 0 0
HEART RATE AND RHYTHM DISORDERS '
ANY EVENT 563 Days (All) 179 1 (<1¥%) 0.6480 1 1 (100%) 0 0 0
=49 Days (Group 1) 63 0 . 0 4 0 0 0
50-56 Days (Group 2) 59 1 (2%) 1 1 (100%) 0 0 0
§7-63 Days (Group 3) 57 0 0 0 0 0 0
{1] Includes all adverse events reported at any point in the study, regardless of causality.
[2] NOS = Not otherwise specified
[3) Gestational age group was assigned by the investigator based upon menstrual history, pelvic examination and vaginal ultrasonography.
{4) Events in this body system occurred during the study blood sampling.
Source Data: Appendix A.l1, Tables 16 and 25
J:\USA\166B\SASPGMS\apdxd\final\adel.SAS 30NOV98:10:44 FINAL
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Appendix D, Table 5a (Continued)
Adverse Events (1] By Center
{Safety Evaluabje Patients]

Center: SHEEHAN (N26) |

Gestational Total Number Fisher's
Age Number of Pts exact Number - --c-ce-oeice oo Severity-- - .
Body System/Event (2] Group (3} of Pts w/Event p-value of Events Mild Moderate Severe Unknown
HEART RATE AND RHYTHMN DISORDERS (cont.)
TACHYCARDIA ' 63 Days (All) 179 1 (<1%) 0.6480 1 1 (100%) 0 0 0
549 Days (Group 1) 63 0 0 0 0 0 0
50-56 Days (Group 2) 59 1 (2%) 1 1 (100%) 0 0 0
$7-63 Days (Group 3) 57 0 0 0 [] 0 0
VASCULAR (BXTRACARDIAC) DISORDERS
ANY EVENT ! i s63 Days (All) 179 1 (<1%)  0.6480 1 1 (100%) 0 0 0
49 Days (Group 1) 63 0 0 "] 0 0 0
50 -56 Days (Group 2) 59 1 (2%) 1 1 (100%) 0 o 0
57-63 Days (Group 3) 57 0 0 0 0 0 0
VEIN DISORDER 563 Days (All) 179 1 (<1¥%) 0.6480 1 1 (100%) 0 0 [}
s49 Days (Group 1) 63 0 0 4] 0 0 0
50-56 Days (Group 2) 59 1 (2%) 1 1 (100%) [+] 0 0
$7-63 Days (Group 3) 57 ] 0 0 0 0 o
RESPIRATORY SYSTEM DISORDERS
ANY EVENT 563 Days (All) 179 9 15%) 0.6995 10 3 (30%) 4 (40%) 3 (30%) 0
s49 Days (Group 1) 63 3 (5%) 3 1 (33y) 2 (67%) 0 0
50-56 Days (Group 2) 59 2 (3% 3 0 1 (33%) 2 (67%) 0
57-63 Days (Group 3) 57 4 (7%) 4 2 (50%) 1 (25%) 1 (25%) [}
i
{1} Includes all adverse events reported at any point in the study, regardless of causality. . T
[2) NOS = Not otherwise specified
[3) Gestational age group was assigned by the investigator based upon menstrual history, pelvic examination and vaginal ultrasonography.
(4] Events in this body system occurred during the study blood sampling. ,
i
Source Data: Appendix A.l, Tables 16 and 25
J:\USA\166B\SASPGMS\apdxd\final\adel.SAS 30NOV98:10:44 ' ! FINAL
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Appendix D, Table Sa (Continued)
Adverse Events [1] By Center )
[safety Evaluable Patients]

Center: SHEEHAN (#26)

Gestational Total Number Fisher's
Age Number of Pts exact Number  -- ------e--aaaananan Severity--- - ----- oo -
Body System/Event {2] Group (3] of pPts  w/Event p-value of Events Mild Moderate Severe Unknown
RESPIRATORY @YSTEM DISORDERS (comt.)
COUGHING $63 Days (All) 179 1 (<1%) 0.3184 1 0 0 1 (100%) 0
%49 Days (Group 1) 63 (] . 0 0 0 (] 0
50-56 Days (Group 2) 59 0 ' 0 0 0 0 0
57-63 Days (Group 3) 57 1 (2%) 1 0 0 1 (100%) 0
DYSPNOEA s63 Days [All) 179 1 (<1%) 1.0000 1 0 1 (100%) 0 0
' . 549 Days (Group 1) 63 1 (2%) 1 0 1 (100%) 0 0
50-56 Days (Group 2) s9 0 0 4} [} 0" 0
57-'63 Days (Group 3) 57 0 0 0 0 0 0
PULMONARY CONGESTION 563 Days (All) 179 1 (<1%) 0.3184 1 1 (100%) 0 0 0
549 Days (Group 1) 63 0 0. ] 0 0 0
50-56 Days (Group 2) 59 0 0] o 0 0 0
$7-63 Days (Group 3) 57 1 (2w 1’ 1 (100%) (i} ] 0
SINUSITIS 563 Days (All) 179 6 {3%) 1.0000 7 2 (29%) 3 (43%) 2 (29%) [¢]
s49 Days (Group 1) 63 2 (3%) 2 1 (50%) 1 (50%) 0 0
50-56 Days (Group 2) 59 2 {3%) 3 0 1 (31%) 2 (67%) 0
§7-63 Days (Group 3) 57 2 (4%) 2 1 (50%) 1 (S0%) 0 0
RED BLOOD CELL DISORDERS
ANY EVENT s63 Days (All) 179 26 (15%) 0.0320 26 17 (65%) 7 (27%) 2 (8%) 0
%49 Days (Group 1) 63 4 (6%) 4 3 (75%) 1 (25%) 0 0
50-56 Days (Group 2) 59 9 (15%) .9 6 (67%) 2 (22w) 1 (11%) 0
57-63 Days (Group 3) 57 13 (23y) 13 8 (62%) 4 (31y) 1 (8%) 0
(1) Includep all adverse events reported at any point in the study, regardless of causality.
[2) NOS = Not otherwise specified
[3) Gestational age group was assigned by the investigator based upon menstrual history, pelvic examination and vaginal ultrasonography.
{4] Events in this body system occurred during the study blood sampling.
Source Data: Appendix A.1l, Tables 16 and 25
J:\USA\166B\SASPGMS\apdxd\final\adel.SAS I0NOV98:10:44 FINAL
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Appendix D, Table S5a (Continued)
Adverse Events [1]) By Center
[Safety Evaluable Patients)

Center: SHEEHAN (#26)

Gestational Total Number Fisher's
Age ! Number of Pts exact Number — -----c-----eoo--o ----Severity------..-- -
Body System/Event (2] Group (3] of Pts  w/Event p value of Events Mild Moderate Severe Unknown
RED BLOOD CBLL DISORDERS (cont.) ‘
ANAEMIA 63 Days (All) 179 25  (14%) 0.0345 25 16 (64%) 7 (28%) 2 (8%) 0
549 Days (Group 1) 63 4 (6%) 4 3 (75%) 1 (25%) 0 0
50-56 Days (Group 2) 59 8 (14%) 8 5 (63%) 2 (25%) 1 (13%) 0
$7-63 Days (Group 3) 57 13 (23%) 13 B8 (62%) 4 (31%) 1 (8%) 0
ANAEMIA HYPOCHROMIC 263 Days (All) 179 1 (<1¥%) 0.6480 1 1 (100%) (] 0 0
' ) %49 Days (Group 1) 63 0 0 0 0 0 0
50-56 Days (Group 2) 59 1 (v 1 1 (100%) 0 ' o 0
57-63 Days (Group 3) 57 0 | 0 0 0 0 0
URINARY SYSTEM DISORDERS
ANY EVENT 563 Days (All) 179 3 (2%) 0.7746 3 2 (67%) 1 (33%) 0 0
549 Days (Group 1) 63 2 (3%) 2 1 (50%) 1 (50%) 0 0
50-56 Days (Group 2) 59 1 (2%) 1 1 (100%) [ 0 (4
57-63 Days (Group 3) 57 [ 0 0 4 0 0
URINARY TRACT INFECTION 563 Days (All) 179 3 (2%) 0.7746 3 2 (67%) 1 (33%) 0 0
=49 Days (Group 1) 63 2 (3%) 2 1 (50%) 1 (50%) 0 0
50-56 Days (Group 2) 59 1 (2%) 1 1 (100%) 0 0 0
57-63 Days (Group 3) 57 0 0 0 0 0 0
REPRODUCTIVE DISORDERS, FEMALE '
ANY EVENT s6) Days (All) 179 19 (11w) 0.9103 23 6 (26%) 6 (26%) 11 (40%) 0
s49 Days (Group 1) 63 6 (10%) ., 8 4 (S0%) 1 (13%) 3 (38w) 0
50-56 Days (Group 2) S9 6 (10%) ' 7 2 (29%) 2 (29%) 3 (43%) 0
57-63 Days (Group 3) s7 7 (12%) 8 4 3 (38%) 5 (63%) 0
{1] Includes all adverse events reported at any point in the study, regardless of causality.
[2) NOS = Not otherwise specified
{3) Gestational age group was assigned by the investigator based upon menstrual history, pelvic examination and vaginal ultrasonography.
[4) Events in this body system occurred during the study blood sampling.
Source Data: Appendix A.1, Tables 16 and 25
i J:\USA\166B\SASPGMS\apdxd\final\adel.SAS 30NOV98:10:44 FINAL
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Appendix D, Table Sa (Continued)
Adverse Events (1]} By Center
[Safety Evaluable Patients]

Page 79 of 120

Gestational Total Number Fisher's
Age Number of Pts exact Number  ----------ca-eaaaoneo Severity - ----------oiiianen
Body System/Event (2} Group (3] of Pts w/Event p-value of Events Mild Moderate evere nknown
REPRODUCTIVE DISORDERS, PEMALE (conmt.)
BREAST DISCHARGE 563 Days (All) 179 2 (1%) 1.0000 2 2 (100%) 1] 0 0
549 Days (Group 1) 63 1 (2%) 1 1 (100%) 0 0 0
$0-56 Days (Group 2) 59 1 (2%) 1 1 (100%) 0 [+] 0
57-63 Days (Group 3) 57 0 [] 0 0 0 0
BREAST ENLARGEMENT 563 Days (All) 179 1 (<1%) 0.6480 1 1 (100%) 0 0 Q
549 Days (Group 1) 63 0 0 0 0 0 0
50-56 Days (Group 2) S9 1 (2%) 1 1 (100W) 0 0 0
§$7-63 Days (Group 13) s7 0 0 0 0 (1] 0
BREAST PAIN FEMALE s63 Days (All) 179 1 (<1%) 1.0000 1 1 (100%) 0 ] 0
549 Days (Group 1) 63 1 (2%) 1 1 (100%) ° 0 0
50-56 Days (Group 2) 59 0 0 0 0 o] 0
57-63 Days {(Group 3) | 57 0 0 0 (] (1] 0
LEUKORRHOEA 63 Days (All) 179 1 (<1%) 1.0000 1 1 (100¥%) 0 0 0
s49 Days (Group 1) 63 1 (2%) 1 1 (100%) 0 o 0
$0-56 Days (Group 2) 59 0 0 (] (] 0 0
57-63 Days (Group 3) 57 o 0 0 0 0 1]
UTERINE ATONY %63 Days (All) 179 2 (1%) 0.1002 2 0 1 (50%) 1 (50%) 0
449 Days (Group 1) ! 63 0 0 0 0 o 0
50-56 Days (Group 2) 59 0 0 0 0 0 0
57-63 Days (Group 3) 57 2 (4%) 2 0 1 (50%) 1 (50%) 0
[1) Includes all adverse events reported at any point in the study, regardless of causality.
[2) NOS = Not otherwise specified
[3] Gestational age group was assigned by the investigator based upon menstrual history, pelvic examination and vaginal ultrasonography.
[4) Events in this body system occurred during the study blood sampling.
Source Data: Appendix A.1, Tables 16 and 25
J:\USA\166B\SASPGMS\apdxd\final\adel.SAS 30NOV98:10:44 FINAL
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Appendix D, Table Sa
Adverse Events
[safety Evaluable Patients)

{Continued)
{1} By Center
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Gestational Total Number Fisher's
Age Number of Pts exact Number  --------ciieraaninannn Severity--------------oc-nnos
Body System/Event (2} Group (3] of Pts  w/Event p-value of Events Mild Moderate Severe Unknown
REPRODUCTIVE DISORDERS, FEMALE (comt.)
UTERINE HAEMORRHAGE s63 Days (All) 179 10 (6%) 0.1981 11 0 2 (18%) 9 (82%) 4]
s49 Days (Group 1) 63 1 (2w 2 0 0 2 (100%) 0
$0-56 Days (Group 2) 59 5 (8%) S 0 2 (40%) 3 (60%) 0
57-63 Days (Group 3} $7 4 (7%) 4 0 0 4 (100%) 0
VAGINAL DISCOMFORT 563 Days (All) 179 1 (<1%) 1.0000 1 0 0 1 (100%) 0
<49 Days (Group 1) 63 1 (2%) 1 0 0 1 (100%) 0
50-56 Days (Group 2) 59 0 0 0 0 0. 0
$7-63 Days (Group 3) 57 0 (] 0 [+] 0 0
VAGINITIS <63 Days (All) 179 3 (2%) 0.4189 3 1 (33%) 2 (67%) 0 0
549 Days (Group 1) 63 1 (z%) 1 1 (100%) 0 0 0
. 50-56 Days (Group 2) 59 0 0 0 o 0 0
! ' 57-63 Days (Group 3) 57 2 (4%) 2 0 2 (100%) 0 0
VULVITIS ‘ £63 Days (Al}) 179 1 (<1¥%) 1.0000 1 0 1 (100%) 0 0
549 Days (Group 1) 63 "1 (2%) 1 0 1 (100%) 0 0
50-56 Days (Group 2) 59 0 (V] 0 [+] 0 0
57-63 Days (Group 3) 57 0 0 0 0 0 0
BODY AS A WHOLE - GENERAL DISORDERS
ANY EVENT «63 Days (All) 179 177 (99%) 1.0000 645 237 (37%) 295 (46%) 111 (17%) 2 (<1¥%)
s49 Days (Group 1) 63 62 (98%) | 212 B2 (39%) 99 (47%) 29  (14%) 2 (<1%)
50-56 Days (Group 2) 59 58  (98%) 207 71 (34%) 96 (46%) 40 (19%) [¢]
57-63 Days (Group 3) 57 57 (100%) ‘226 84 (37%) 100 (44%) 42 (19%) 0
{1) Includes all adverse events reported at any point in the study, regardless of causality.
[2) NOS = Not otherwise specified
[3) Gestational age group was assigned by the investigator based upon menstrual history, pelvic examination and vaginal ultrasonography.
[4) Events in this body system occurred during the study blood sampling.
Source Data: Appendix A.l, Tables 16 and 25
J:\USA\166B\SASPGMS\apdxd\final\adel.SAS 30NOVS8:10:44 FINAL
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Appendix D, Table Sa (Continued)
Adverse Events (1] By Center
[Safety Evaluable Patients)

page 81 of 120

Gestational Total Number Fisher's
Age ! Number of Pts exact Number - --------sn e Severity--- -------- IR
Body System/Event [2) Group (3} of Pts w/Event p value of Events Mild Moderate Severe Unknown
BODY AS A WHROLE - GENERAL DISORDERS (cont.)
ABDOMINAL PAIN $63 Days (All) 179 177 {99%) 1.0000 597 216  (3e6%) 277 (46%) 102 (17%) 2 (<1V%)
549 Days (Group 1) 63 62 (98%) 193 75 (39%) 89 (46%) 27  (14%) 2 (1%)
50-56 Days (Group 2) 59 58 (98%) 193 64 (33%) 93 (48%) 36 (19%) 0
57-63 Days (Group 3) 57 57 (100%) 211 77  (36%) 95 (45%) 39 (18%) [}
ALLERGY s63 Days (All) 179 1 (<1%) 1.0000 1 1 .(100%) ] 0 0
=49 Days (Group 1) 63 1 (2%} 1 1 (100%) 0 ! 0 0
50-56 Days (Group 2) 59 4] 0 0 (4] o’ 0
§7-63 Days (Group 3) 57 ] 0 ] 0 0 0
ASTHENIA =63 Days (All) 179 3 (2%) 1.0000 3 ] 1 (33y) 2 (67%) 0
549 Days (Group 1) 63 1 (2%) 1 0 0 1 (l100%) 0
50-56 Days (Group 2) 59 1 (2%) 1 [+ 0 1 (100%) [
$7-63 Days (Group 3) 57 1 (2%) 1 ] 1 (100%) 0 0
BACK PAIN. 63 Days (All) 179 12 (7%) 0.3682 15 T (47%) 7 (47%) 1 (7%) 0
%49 Days (Group 1) 63 4 (6%) 6 1 (17%) S (83%) 0 0
50-56 Days (Group 2) 59 6 (10%) 7 4 (57%) 2 (29%) 1 (14%) 0
57-63 Days (Group 3) 57 2 (4%) 2 2 (100%) (] 0 0
FATIGUE %63 Days (All) 179 14 (8Y%) 0.5725 14 7 (50%) 5 (36%) 2 (14%) 0
%49 Days (Group 1) 63 S (8%) 5 2 (40%) 2 (40%) 1 (20%) 0
50-56 Days (Group 2) 59 3 (5%) 3 2 (67%) 0 1 {33%) 0
57-63 Days (Group 3) 57 6 (11%) 6 3 (So%) 3 (50%) 0 0
{1} Includes all adverse events reported at any point in the study, regardless of causality.
[2] NOS = Not otherwise specified
[3} Gestational age group was assigned by the investigator based upon menstrual history, pelvic examination and vaginal ultrasonography.
(4) Events in this body system occurred during the study blood sampling.
Source Data: Appendix A.1, Tables 16 and 25
J:\USA\166B\SASPGMS\apdxd\final\adel.SAS JONOV98:10:44 FINAL

N
o
-3

MIF 006997

-



The Population Council
Protocol 166B

Center: SHEEHAN (#26)

Appendix D, Table Sa (Continued)
Adverse Events (1] By Center
[Safety Evaluab}e Patients)

Page 82 of 120

Gestational Total Number Fisher's
Age Number of Pts exact Number  --------s--ciaannanan Severity------ .-
Body System/Event (2} Group (3] of Pta  w/Event p-value of Events Mila Moderate Severe Unknown
BODY AS A WMOLE - GENERAL DISORDERS (cont.)
FEVER %63 Days (All) 179 S (3%) 0.2837 H 3 (60%) 2 (40%) ] [}
s49 Days (Group 1) 63 3 (5W) 3 2 (67W) 1 (33%) 0 0
$0-56 Days (Group 2) s9 0 0 0 0 ] 0
S7-63 Days (Group 3) 57 2 (aW) 2 1 (so%) 1 (50%) 0 0
HYPOVOLAEMIA 63 Days (All) 179 1 (<1%) 0.3184 1 0 [ 1 (100%) 0
. 549 Days (Group 1) 63 0 0 0 0 0 [
$0-56 Days (Group 2) 59 0 0 0 0 0. 1]
$7-63 Days (Group 3) 57 1 (z%) 1 0 0 1 (100%) 0
LEG PAIN 563 Days (All) 179 2 (1%) 0.7667 2 1 (50%) 1 (50%) 0 0
s49 Days (Group 1) 63 1 2%) 1 0 1 (100%) 0 0
50-56 Days (Group 2) 59 0 0 0 [} 1] 0
57-63 Days (Group 3) 57 1 (2%) 1 1 (100%) 0 ] 1]
MALAISE 563 Days (All) 179 1 (<1¥%) 0.6480 1 1 (100%) 0 ] 0
s49 Days (Group 1) 63 [} 0 (] 0 0 0
50-56 Days (Group 2) 59 1 (2%) 1 1 (100%) 0 0 [}
57-63 Days (Group 3) 57 0 (] 0 0 0 0
OEDEMA s63 Days (All) 179 2 (H.)' 0.2076 2 0 1 (50%) 1 (so%) 0
549 Days (Group 1) 63 0 0 0 0 0 0
50-56 Days (Group 2) 59 2 (3%) 2 0 1 (50%) 1 (so%) 0
$7-63 Days (Group 3) 57 0 0 0 0 0 0
.
{11 Includes all adverse events reported at any point in the study, regardless of causality.
{2} NOS = Not otherwise specified .
{3} Gestational age group was assigned by the investigator based upon menstrual history, pelvic examination and vaginal ultrasonography.
[4] Events in this body system occurred during the study blood sampling. !
Source Data: Appendix A.1, Tables 16 and 25
J:\USA\166B\SASPGMS\apdxd\final\adel.SAS 30NOV908:10:44 i [ FINAL
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Appendix D, Table S5a (Continued)
Adverse Events (1] By Center
[Safety Evaluable Patients)
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Gestational Total Number Fisher's
Age Number of Pts exact Number  ----------caiiaiana.n Severity------- .- el
Body System/Event [2] Group (3) of Pts w/Event p value of Events Mild Moderate Severe Unknown
BODY AS A WKOLE - GENERAL DISORDERS (comt.)
PAIN s63 Days (All) 179 2 (1%) 0.7667 2 1 (50%) 0 1 (50%) 0
s49 Days (Group 1) 63 1 (2%) 1 1 (100%) 0 0 0
50-56 Days (Group 2) 59 0 ' 0 0 0 0 0
$7-63 Days (Group 3) 57 1 (2%) 1 0 0 1 {(100%) 0
RIGORS 563 Days '(All) 179 1 (<1%) 1.0000 1 0 1 (100%) 0 [
549 Days (Group 1) 63 1 (2%) 1 ) 1 (100%) ] 0
501-56 Days (Group 2) 59 o 0 0 0 ) 0 0
57-63 Days (Group 3) 57 0 0 (] 0 0 [
SYNCOPE 563 Days (All) 179 1 (<1%) 0.3184 1 0 0 1 (100%) [
549 Days (Group 1) 63 0 Q 0 0 0 0
50-56 Days (Group 2) 59 0 q 0 o 0 0
57-63 Days (Group 3) 57 1 (2%) 1 0 (¢} 1 (100%) 0
RESISTANCE MECHANISH DISORDERS
ANY EVENT 563 Days (All) 179 6 (3%) 0.2504 6 2 (33%) 3 (S0%) 1 (17%) 0
s49 Days (Group 1) 63 3 (5%) 3 1 (33%) 1 (33%) 1 (33y) 0
50-56 Days (Group 2) 59 3 (5%) 3 1 (33v) 2 (e7%v) 0 0
$7-63 Days (Group 13) 57 0 0 0 [¢] 0 0
INFECTION VIRAL 563 Days (All) 179 5 {3%) 0.3275 5 2  (40V) 2  (40%) 1 (20%) 0
49 Days (Group 1) 63 2 (W) 2 1 (so%) (] 1 (50%) 0
50-56 Days (Group 2) 59 3 (5%) 3 1 (33%) 2 (67%) 0 0
57-63 Days (Group 3) 57 0 0 0 o 0 0
{1) Includés all adverse events reported at any point in the study, regardless of causality.
[2] NOS = Not otherwise specified
(3] Geatational age group was assigned by the investigator based upon menstrual history, pelvic examination and vaginal ultrasonography.
[4] Events in this body system occurred during the study blood sampling.
Source Data: Appendix A.1l, Tables 16 and 25
J:\USA\166B\SASPGMS\apdxd\final\adel.SAS JONOV98:10:44 FINAL
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Appendix D, Table Sa (Continued) )
Adverse Events [1] By Center
[Safety Evaluabje Patients]
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Gestational Total Number Fisher's
Age 1 Number of Pts exact Number  ------ccs-eiea-ieaaannn Severity-----------s-cmaano o
Body System/Event {2] Group [3) of Pts w/Event p-value of Events Mild Moderate Severe Unknown
RESISTANCE ¥YECHANISK DISORDERS (coant.) !
MONILIASIS GENITAL 63 Days (All) 179 1 (<1¥%) 1.0000 1 0 1 (100%) 0 [
' =49 Days (Group 1) 63 1 (2%) 1 0 1 (100%) (4] 1]
50-56 Days (Group 2) 59 0 0 0 0 [} 0
57-63 Days (Group 3) 57 0 [+] 0 0 0 0
SECONDARY TERNS
ANY EVENT 63 Days (All) 179 2 (1%) 0.5413 2 0 2 (100%) 0 0
549 Days (Group 1) 63 0 i [4 0 0 ! 0- 0
$0-56 Days (Group 2) 59 1Ry 1 0 1 (100%) 0 0
57-63 Days (Group 3) 57 1 (2%) 1 0 1 (100%) 0 0
INFLICTED INJURY $63 Days (All) 179 1 (<1¥) 0.3184 1 0 1 (100%) 0 Q
s49 Days (Group 1) 63 o (] 0 0 0 [
$0-56 Days (Group 2) s9 0 0 0 0 ()} 0
$7-63 Days (Group 1) 57 1 (2%) 1 0 1 (100%) ] 0
;
POST-OPERATIVE PAIN 563 Days (All) 179 1 («<1%) 0.6480 1 0 1 (100%) 0 0
549 Days (Group 1) 63 0 (] 0 0 0 0
$0-56 Days (Group 2) 59 1 (2%) 1 0 1 (100%) 0 0
57-63 Days (Group 3) 57 0 0 0 0 0 0
(1) Includes all adverse events reported at any point in the study, regardless of causality.
[2) NOS = Not otherwise specified .
[3) Gestational age group was assigned by the investigator based upon menstrual history, pelvic examination and vaginal ultrasonography.
[4) Events in this body system occurred during the study blood sampling.
Source Data: Appendix A.l, Tables 16 and 25
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