The Population Council Page 31 of 66
Protocol 166B
Appendix D, Table 5c¢ (Continued)
Adverse Events Possibly or Probably Related to Misoprostol (1] By Center
| ! f{safety Evaluable Patients}
4
]
Center: WESTHOFF (#24) , ¢ A
. 1 : v A
A T L
" Gestational Total Number Fisher's N
Age Number of Pts exact Number L I Severity- a4
Body System/Event {2} Group [3) of Pts w/Event p-value of Events Mild Moderate Severe Unknown
BODY AS A WHOLE - GENERAL DISORDERS (cont.) '
ASTHENIA s63 Days (All) 175 2 (1%) 0.3331 2 0 2 (100%) 0 0
549 Days (Group 1) 71 0 0 0 [} [1} 0
50-56 Days (Group 2) 72 1 (1%) 1 0 1 (100%) 0 0]
57-63 Days (Group 3) 32 1 (3%) 1 0 1 (100%) 0 0
BACK PAIN =63 Days (All) 175 S (3%) 0.8426 S 3 (60%) 2 (40%) Y 0
) 549 Days {(Group 1) 71 2 (3%) 2 1 {50%) 1 (50%) 1] 0
50-56 Days (Group 2) 72 3 (4%) 3 2 (67%) 1 (33%) 0 0
57-63 Days (Group 3) 32 ) 0 0 [ [ 0
PALLOR %63 Days (All) 175 1 (<1%) 0.1829 1 1 (100%) 0 0 0
s49 Days (Group 1) 71 1} 0 0 0 0 0
50-56 Days (Group 2) 72 0 0 0 [¢] 0 0
57-63 Days (Group 3) 32 1 (3%) 1 1 (100%) 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] NOS = Not otherwise specified
[3} Gestational age group was assigned by the investigator based upﬂn menstrual history, pelvic examination and vaginal ultrasonography.
L]
Source Data: Appendix A.1, Tables 16 and 25
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Appendix D, Table 5c (Continued)

' i !

Center: NICHOLS (#25) ) r

Apverse Events Possibly or Probably Related to Misoprostol [1] By Center '
! [safety Evaluable Patieénts)

Page 32 of 66

Gestational Total Number Fisher's .
Age Number of Pts exact Number  --------imaeia Severity--- -
Body System/Event (2] Group [3] of Pta w/Event p-value of Events Mild Moderate Severe Unknown
ANY EVENT =63 Days (All) 178 173 (97%) 0.3309 560 154 (28%) 223 (40%) 183 (33%) 0
49 Days (Group 1) 72 69 (96%) 218 63 (29%) 86 (39%) 69 (32%) 0
50-56 Days (Group 2} 54 54 (100%) 174 55 (32%) 65 (37%) 54 (31%) 0
57-63 Days (Group 3) 52 50 (96%) 168 36 (21%) 72 (43%) 60 (36%) 0
GASTRO- INTESTINAL SYSTEM DISO*DIRS
ANY EVENT s63 Days (All) 178 123 (69%) 0.6317 230 105 (46%) 87 (38%) 38 (17%) 0
549 Days (Group 1) 72 48 (67%) 81 40 {(49%) 30 (37%) 11 (14%) ]
50-56 Days (Group 2) 54 40 (74%) 77 40 (52%) 26 (34%) 11 (14%) 0
57-63 Days (Group 3) 52 35 (67%) 72 25  (35%) 31 (43%) 16 (22%) 0
DIARRHEA 563 Days (All) 178 32 (18%) 0.6040 34 15 (44%) 16  (47%) 3 (9%) 0
i %49 Days (Group 1) 72 11 (15%) 11 5 (45%) S (45%) 1 (9%) o]
50-56 Days (Group 2) 54 12 (22%) - 14 7 (50%) 6 (43%) 1 (7%) 0
57-63 Days (Group 3) 52 9 (17%) 9 3 (33y) 5 {56%) 1 (11%) 0
NAUSEA 63 Days (All) 178 106 (60%) 0.9440 136 63 (46%) 46 (34%) 27 (20%) 0
s49 Days (Group 1) 72 43 (60%) 49 26 (53%) 17 (35%) 6 (12%) 0
50-56 Days (Group 2) 54 33 (61%) 46 24 (52%) 13 (28%) 9 (20%) 0
57-63 Days (Group 3) 52 30 (58%) 41 13 (32%) 16  (39%) 12 (29%) 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.
f2) NOS = Not otherwise specified -
[3] Gestational age group was assigned by the investigator based upon menstrual history, pelvic examination and vaginal ultrasonography.
Source Data: Appendix A.1, Tables 16 and 25
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Center: NICHOLS (#25)

4

Appendix D, Table 5c¢ (Continued)
'Adverse Events Possibly or Probably Related to Misoprostol [1) By Center
{Safety Evaluabdle Patients)

Page 33 of 66

" 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
GASTRO-INTRSTINAL SYSTEM DISORDERS ‘{cont.)
VOMITING =63 Days (All) 178 54  (30%) 0.3297 60 27 (45%) 25  (42%) 8 (13%) 0
%49 Days (Group 1) 72 19 (26%) 21 9  (43%) 8 (38%) 4 (19%) 0
50 56 Days (Group 2) 54 15 (28%) 17 9 (53%) 7 (41%) 1 (6%) 0
57-63 Days {(Group 3) 52 20 (38%) 22 9  (41%) 10 (45%) 1 (14%) g
RBPRODUCTIVB DISORDERS, FEMALER
ANY EVENT ' =63 Days (All) 178 4 (2%) 1.0000 5 0 0 5 (100%) 0
549 Days (Group 1) 72 2 (3%) 2 o 0 2 (lo0%) 0
50-56 Days (Group 2) 54 1 (2%) 1 0 ] 1 (100%} Q
57-63 Days (Group 3) 52 1 (2%) 2 1] 0 2 (100%) 0
UTERINE HAEMORRHAGE s63 Days (All) 178 4 (2%) 1.0000 5 0 0 5 {(100%) 0
=49 Days (Group 1) 72 2 (3%) 2 o 0 2 (100%) 0
50-56 Days (Group 2) 54 1 (2%) 1 0 0 1 (100%) 0
57-63 Days (Group 3) 52 1 (2%) 2 0 0 2 (lo00%) 0
BODY AS A WHOLE - GENBRAL DISORDERS
ANY EVENT s63 Days (All) 178 171  (96%) 0.4932 325 49 (15%) 136 (42%) 140 (43%) 0
549 Days (Group 1) 72 69 (96%) 135 23 (17%) 56 (41%) 56 (41%) 0
50-56 Days {(Group 2) 54 53  (98%) 926 15  (1s%) 39 (41%) 42 (44¥%) 0
57-63 Days (Group 3) 52 49  (94%) 94 11 (12%) 41 (44%) 42 (45%) 0
[1] Includes nausea, vomiting, diarrhea and abdominal pain reported during the post-misoprostol obsetvation 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. b
[2) NOS = Not otherwise specified
{3} Gestational age group was assigned by the investigator based upon menstrual history, pelvic examination and vaginal ultrasonography.
Source Data: Appendix A.1, Tables 16 and 25
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Appendix D, Table 5c (Continued)
%dverse Events Possibly or Probably Related to Misoprostol [1] By Center
! s [Safety Evaluabie Patients)

Center: NICHOLS (#25) . \ 3 .

g_u "
v Gestational Total Number Fisher's
Age Number of Pts exact Number - - ------- - - -Severity
Body System/Event [2] Group (31 of Pts w/Event p-value of Events Milad Moderate Severe Unknown

BODY AS A WHOLE - GENERAL DISORDERS {cout.)

ABDOMINAL PAIN <63 Days (All) 178 171 (96%) 0.4932 321 48 (15%) 135 (42%) 138 (43%) ¢
<49 Days (Group 1) 72 69 (96%) 132 22 (17%) 56 (42%) 54 (41%) 0
50-56 Days (Group 2} 54 53 (98%) 95 15 (le%) 38 (40%) 42 (44%) 0
57-63 Days (Group 3) 52 49 (94%) 94 11 (12%) 41  (44%) 42 (45%) 0
BACK PAIN 563 Days (All) 178 3 (2%) 0.7812 4 1 (25%) 1 (25%) 2 (50%) ¢
! . 49 Days (Group 1) 72 2 (3%) 3 1 (33%) 0 ' 2 (67%) 0
50-56 Days (Group 2) 54 1 (2%) 1 0 1 (100%) 0 0
57-63 Days (Group 3) 52 0 0 0 1} o} ¢}
(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 mxsoprostol or the combination of mifepristone and misoprostol or
for which the relationship was not assessed.
[2] NOS = Not otherwise specified
[3] Gestational age group was assigned by the investigator based upon menstrual history, pelvic examination and vaginal ultrasonography.
.
Source Data: Appendix A.1, Tables 16 and 25 )
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Center: SHEEHAN (#26)

Appendix D, Table 5¢ (Continued)
Adverse Events Possibly or Probably Related to Misoprostol
{Safety Evaluable Patients]

[1] By Center

Page 35 of 66

Gestational

Total Number Fisher's :
Age Number of Pta exact Number - ---------- oo Severity }
Body System/Event (2} Group [3] of Pts w/Event p-value of Events Mild Moderate Severe Unknown
, i
ANY EVENT 563 Days (All) 179 178 (>99%) 1.0000 787 284 (36%) 363 (46%) 139 (18%) 1 (<«1%
549 Days (Group 1) 63 62 (98%) 250 91 (36%) 124 (50%) 34 (14%) 1 (<1%)
50-56 Days (Group 2) 59 S9 (100%) 262 87 (33%) 124 (47%) 51  (19%) 0
57-63 Days (Group 3) 57 57 (100%) 275 106 (39%) 115 (42%) 54 (20%) 0
SKIN AND APPENDAGES DISORDERS
ANY EVENT [ . %63 Days (All) 179 2 (1%) 0.2076 2 1 (50%) 0 1 (50%) ¢
<49 Days (Group 1) 63 0 0 0 0 0 0
50-56 Days (Group 2) 59 2 (3%) 2 1 (50%) 0 1 (50%) 0
57-63 Days (Group 3) 57 [¢] o 0 0 0 0
PRURITUS 63 Days (All) 179 1 (<1%) 0.6480 1 1 (100%) 0 0 (¢}
%49 Days (Group 1) 63 0 0 o] 1] 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}
SWEATING INCREASED =63 Days (All) 179 1 (<1%) 0.6480 1 0 0 1 (100%) 0
%49 Days (Group 1) 63 [ [ 0 0 0 0
50-56 Days (Group 2) 59 1 (2%) 1 0 0 1 (100%) ¢}
$7-63 Days {(Group 3) 57 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 compination of mifepristone and misoprostol or
for which the relationship was not assessed.
[2] NOS = Not otherwise specified .
[3] Gestational age group was assigned by the investigator based upon menstrual history, pelvic examination and vaginal ultrasonography.
Source Data: 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 |
| H [safety Evaluable Patients]
K

'

Center: SHEEHAN (#26) . ! v .«

Gestational Total Number Fisher's *

Age Number of Pts exact Number B ---- Severity- - B
Body System/Event {2} Group [3] of Pts w/Event p-value of Events Mild Moderate Severe Unknown
MUSCULO-SKELETAL SYSTEM DISORDERS
ANY EVENT 563 Days (All) 179 1 (<1¥%) 1.0000 1 1 (100%) 0 0 0
<49 Days (Group 1) 63 1 (2%) 1 1 (100%) 0 0 0
50-56 Days (Group 2) 59 [ 0 0 0 0 0
57-63 Days (Group 3) 57 0 0 0 0 0 0
MYALGIA <63 Days (All) 179 1 (<1%) 1.0000 1 1 (100%) 0 0 [
l ) 549 Days (Group 1) 63 1 (2%) 1 1 (100%) 0 0 0
50-96 Days (Group 2) 59 o] [+ 0 0 4] 0
57-63 Days (Group 3) 57 0 0 0 0 0 0
CENTR & PERIPH NERVOUS SYSTEM DISORDERS
ANY EVENT 63 Days (All) 179 22 (12%) 0.6856 30 4 (13%) 25 (83%) 1 (3%) 0
%49 Days (Group 1) 63 6 (10%) 8 1 {(13%) 7 (88%) 0 0
50-56 Days (Group 2) 59 9 (15%) R 13 1 (8%) 11 (85%) 1 (8%) 0
$7-63 Days (Group 3) 57 7 (12%) 9 2 (22%) 7 (78%) 0 ¢
DIZZINESS 563 Days (All) 179 6 (3%) 0.6916 8 3 (38%) 4 (50%) 1 (13%) 0
=49 Days (Group 1) 63 2 (3%) 2 1 {50%) 1 {50%) 0 0
50-56 Days (Group 2) 59 3 (5%) S 1 (20%) 3 (60%) 1 (20%) 0
57-63 Days (Group 3) 57 1 (2%) 1 1 (100%) 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] NOS = Not otherwise specified .

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

Source Data: Appendix A.1l, Tables 16 and 25
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Appendix D, Table 5c {(Continued)
Adverse Events Possibly or Probably Related to Misoprostol

B [Safety Evaluable Patients)

{1} By Center

Page 37 of 66

Center: SHEEHAN (#26) . .
L : * ’ : T
Gestational Total Number Fisher's
Age Number of Pts exact Number Ce oo Severity
Body System/Event (2} Group (3] of Pts w/Event p value of Events Mild Moderate Severe Unknown
7
CENTR & PERIPH NERVOUS SYSTEW DISORDERS (cont.)
HEADACHE <63 Days (All) 179 18  (10%) 0.7431 22 1 (S%) 21 (95%) 0 0
s49 Days (Group 1) 63 5 (8%) 6 0 6 (100%) 0 0
50-56 Days {(Group 2) 59 6 (10%) 8 0 8 (100%) 0 [¢}
57-63 Days (Group 3) 57 7 (12%) 8 1 (13%) 7 (88%) 0 0
PSYCHIATRIC DISORDERS
ANY EVENT ! %63 Days (All) 179 4 (2%) 0.2703 4 1 (25%) 3 (73%) 0 0
s49 Days (Group 1) 63 3 {5%) 3 0 3 (100%) 0 1}
50-56 Days (Group 2) 59 [ 0 0 1] 0 0
57-63 Days {(Group 3) 57 1 (2%} 1 1 (100%) Q Q 0
ANXIETY =63 Days (All) 179 2 (1%) 0.3302 2 0 2 (100%) 0 0
549 Days (Group 1) 63 2 (3%) 2 0 2 (100%) 0 0
50-56 Days (Group 2) 59 0 0 0 0 0 0
57-63 Days (Group 3) 57 ] 0 [¢] 0 0 0
EMOTIONAL LABILITY 563 Days (All) 179 2 (1%) Q.7667 2 1 (50%) 1 {S0%) V] 0
549 Days (Group 1) 63 1 (2%) 1 0 1 (100%) 0 0
50-56 Days (Group 2) 59 0 0 [} 0 0 0
57-63 Days {Group 3) 57 1 (2%) 1 1 (100%) 0 0 1]
!
{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 aasessed.
[2] NOS = Not otherwise specified -
[3]} Gestational age group was assigned by the investigator based upon menstrual history, pelvic examination and vaginal ultrasonography.
Source Data: 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
i ' [safety Evaluabye Patients)
i
Center: SHEEHAN (#26)

L 4 3 : PN
N T . ¥ N '
i ' ‘Gestational Total Number Fisher's ' ! »
Age Number of Pts exact Number - ------- - ----- ----Severity--- -
Body System/Event (2] Group [3) of Pts w/Event p-value of Events Mild Moderate Severe Unknown
GASTRO-INTESTINAL SYSTEM DISORDERS , 1
ANY EVENT 563 Days (All) 179 144 (80%) 0.8417 241 117 (49%) 95 (39%) 29 (12%) 0
%49 Days (Group 1) 63 S0 (79%) 78 37 (47%) 33 (42%) 8 (10%) 0
50-56 Days (Group 2) 59 49 (83%) 82 35 (43%) 37 (45%) 10 (12%) [+}
57-63 Days (Group 3) S7 45 (79%) 81 45 (56%) 25 (31%) 11 (14%) 0
ABDOMINAL PAIN (STOMACH AND INTESTINAL) =63 Days (All) 179 2 (1%) 0.3302 2 1 (50%) 1 (50%) 0 0
, =49 Days (Group 1) 63 2 (3%) 2 1 (50%) 1 (50%) 0 0
50-56 Days (Group 2) 59 0 0 0 0 ' 0 0
57-63 Days (Group 3) 57 ] 0 ] 0 0 0
DIARRHEA s63 Days (All) 179 23 (13%) 0.7556 24 13 (54%) 11 (46%) 0 0
549 Days (Group 1) 63 9  (14%) 9 3 (33%) 6 (67%) 0 0
50-56 Days (Group 2) 59 6 (10%) 6 4 {67%) 2 (33%) 0 0
! ' 57-63 Days {(Group 3) 57 8 (14%) 9 6 (67%) 3 (33y) 0 0
,
DYSPEPSIA 563 Days (All) 179 2 {1%) 0.2076 2 1 (50%) 1 {50%) 0 0
$49 Days (Group 1) 63 4] 0 0 0 [ 0
50-56 Days (Group 2) S9 2 (3%) 2 1 {50%) 1 {(50%) 0 0
57-63 Days (Group 3) 57 0 ] 0 0 0 0
NAUSEA 563 Days (All) 179 136 (76%) 0.6704 169 92 (54%) 53 (31%) 24 (14%) o}
=49 Days (Group 1) 63 46 (73%) 56 31 (55%) 17 (30%) 8 (14%) 0
50-56 Days (Group 2) 59 47 (80%) 57 27 (47%) 22 (39%) 8 (14%) 0
57-63 Days (Group 3) 57 43 (75%) 56 34 (61%) 14 {25%) 8 (14%) 0
.
{1} Includes nausea, vomiting, diarrhea and abdominal pain repérted 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] NOS = Not otherwise specified
{3} Gestational age group was assigned by the investigator based upon menstrual history, pelvic examination and vaginal ultrasonography.
Source Data: Appendix A.1l, Tables 16 and 25
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Appendix D, Table S5c (Continued)
Adverse Events Possibly or Probably %elaced to Misoprostol [1] By Center
; [safety Evaluable Patients]

Page 39 of 66

Gestational Total Number Fisher's
Age Number of pts exact Number - --------ao oo Severity .-
Body System/Event [2) Group (3] of Pts w/Event p-value of Events Mild Moderate Severe Unknown
GASTRO-INTESTINAL SYSTEM DISORDERS (cont.)
VOMITING =63 Days (all) 179 39 (22%) 0.2601 44 10 (23W) 29 (66%) 5 (11%) 0
549 Days (Group 1) 63 10 (16%) 11 2 (18%) 9 (82%) 0 ' 0
50-56 Days (Group 2) 59 13 (22%) 17 3 (18%) 12 (71%) 2 (12%) ¢
$7-63 Days (Group 3) 57 16 (28%) 16 5 (31¥%) 8 (50%) 3 (19%) 0
CARDIOVASCULAR DISORDERS, GENERAL
ANY EVENT ! 563 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 ] 0 0 "} 0 0
57-63 Days {(Group 3) 57 1 (2%) 1 0 1 (100%) 0 0
HYPOTENSION %63 Days (All) 179 1 {<1%) 0.3184 1 0 1 (100%) 0 0
549 Days (Group 1) 63 ] 0 0 0 0 o
50-56 Days (Group 2) 59 1] 0 0 0 [ 4]
57-63 Days (Group 3) 57 1 {(2%) 1 [} 1 (100%) 0 0
RESPIRATORY SYSTEM DISORDERS
ANY EVENT £63 Days (All) 179 1 (<1%) 1.0000 1 0 1 (100%) 0 0
%49 Days (Group 1) 63 1 (2%) 1 0 1 (100%) 0 0
50-56 Days (Group 2) 59 0 0 0 0 0 0
57-63 Days (Group 3) 57 o] 0 0 o 0 0
f1] 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] NOS = Not otherwise specified
[3] Gestational age group was assigned by the investigator based upon menstrual history, pelvic examination and vaginal ultrasonography.
Source Data: Appendix A.1, Tablea 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: SHEEHAN (#26) .. iy N . TR
. - L] v - . . ™
! Gestational Total Number Fisher's )
Age Number of Pts exact Number  ------------- -------- Severity - - - -+~ ----- oo
Body System/Event (2] Group (3] of Pts  w/Event p-value of Events Mild Moderate Severe Unknown
RESPIRATORY SYSTEM DISORDERS (cont.) ‘
DYSPNOEA %63 Days (All) 179 1 (<1y) 1.0000 1 0 1 (100%) 0 0
%49 Days (Group 1) 63 1 (2%) 1 0 1 (100%) 0 0
50-56 Days (Group 2) 59 0 0 0 0 0 0
57-63 Days (Group 3) 57 0 [ o} 0 0 [

RED BLOOD CELL DISORDERS

ANY EVENT ' . 563 Days (All) 179 20 (11%) 0.2500 20 11 (55%) 7 (3b%) 2 (10%) 0
549 Days (Group 1) 63 L] (6%) . 4 3 (75%) 1 (25%) 0 0
50-56 Days (Group 2) 59 7 {(12%) 7 4 (57%) 2 (29%) 1 (14%) 0
57-63 Days (Group 3) 57 9 (16%) 9 4 (44%) 4 (44%) 1 (11%) 0
ANAEMIA 63 Days (All) 179 19 (11%) 0.2482 19 10 (53%) 7 (37%) 2 (11%) 0
549 Days (Group 1) 63 4 (6%) 4 3 (75%) 1 (25%) 0 o]
50-56 Days (Group 2) 59 6 (10%) - 6 3 (50%) 2 (33%) 1 (17%) 0
57-63 Days (Group 3) 57 9 (16%) 9 4 (44%) 4 (44%) 1 (11%) 0
ANAEMIA HYPOCHROMIC =63 Days (All) 179 1 (<1%) 0.6480 1 1 (100%) 0 0 0
=49 Days (Group 1) 63 0 0 0 4] 0 0
50-56 Days (Group 2) S9 1 (2%) 1 1 (100%) 0 0 0
57-63 Days (Group 3) sS7 4] 0 0 4] 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] NOS = Not otherwise specified -
[3] Gestational age group was assigned by the investigator based upon menstrual history, pelvic examination and vaginal ultrasonography.
Source Data: Appendix A.1l, Tables 16 and 25
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Appendix D, Table 5c
Adverse Events Possibly or Probably Related to Misoprostol (1] By Center
, [Safety Evaluable Patients)

(Continued)

Page 41 of 66

Center: SHEEHAN (#26) o v o
T ?
Gestational Total Number Fisher's
Age Number of Pts exact Number — ---------- .----o.oo.. Severity
Body System/Event (2} Group (3] of Pts w/Event p-value of Events Mild Moderate Severe Unknown
REPRODUCTIVE DISORDERS, YEMALE
ANY EVENT 63 Days (All) 179 12 (7%) 0.0842 14 1 (7%) 3 (21%) 10 (71%) 0
<49 Days (Group 1) 63 1 (2%) 2 0 0 2 (100%) 0
50-56 Days {(Group 2) 59 5 (8%) 6 1 (17%) 2 (33%) 3 (50%) 0
57-63 Days (Group 3) 57 6 (11%) 6 0 1 (17%) 5 {(83%) ¥
BREAST DISCHARGE , s63 Days (All) 179 1 («<1%) 0.6480 1 1 (100%) 4] 0 0
s49 Days (Group 1) 63 1] 0 0 0 0 0
50-56 Daysa (Group 2) 59 1 (2%) 1 1 (100%) 0 0 0
57-63 Days (Group 3) 57 0 0 0 0 0 0
UTERINE ATONY %63 Days (All) 179 2 (1%) 0.1002 2 0 1 (50%) 1 (50%) 0
549 Days (Group 1) 63 0 0 0 0 0 0
50-56 Days (Group 2) 59 0 0 0 0 0 (]
57-63 Days (Group 3) 57 2 (4%) 2 0 1 (50%) 1 (50%) 0
UTERINE HAEMORRHAGE 63 Days (All) 179 10 (6%) 0.1981 11 4] 2 (18%) 9 (82%) 0
<49 Days (Group 1) 63 1 (2%) 2 0 0 2 (100%) 0
50-56 Days (Group 2) 59 5 (8%) 5 0 2 (40%) 3 (60%) 0
57-63 Days (Group 3) 57 4 (7%) 4 0 0 4 (100%) 1}
BODY AS A WHOLE - GENERAL DISORDERS R
ANY EVENT %63 Days (All) 179 174 (97%) 0.1300 472 148 (31%) 228 (48%) 95 (20%) 1 (<1%)
=49 Days (Group 1) 63 59  (94%)} 152 49 (32%) 79 (52%) 23 (15%) 1 (<1%
50-56 Days (Group 2) 59 58 (98%) 152 45  {(30%) 72 (47%) 35 (23%) c
57-63 Days (Group 3) 57 57 (100%) 168 54 (32%) 77 (46%) 37 (22%) 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} NOS = Not otherwise specified
[3) Gestational age group was assigned by the investigator based upon menstrual history, pelvic examination and vaginal ultrasonography.
Source Data: Appendix A.1, Tables 16 and 2§
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Appendix D, Table 5c (Continued)
bdverse Events Possibly or Probably Related to Misoprostol (1] By Center !

) [Safety Evaluable Patients]

Center: SHEEHAN (#26) . ! i Lo g
" s i ¢
Gestational Total Number Fisher's
Age Number of Pts exact Number  ----------- e Severity--
Body System/Event (2} Group {3} of Pts w/Event p-value of Events Mild Moderate Severe Unknown
7
BODY AS A WHOLE - GENERAL DISORDERS (cont.)
ABDOMINAL PAIN 63 Days (All) 179 173 (97%) 0.0495 447 140  (31%) 217  (49%) 89 (20%) I (<1%)
=49 Days (Group 1) 63 s8  (92%) 142 46 {(32%) 73 (51%) 22 (15%) 1 {<1%
50-56 Days (Group 2) 59 58 (98%) 146 42 (29%) 71 (49%) 33 (23%) ]
57-63 Days (Group 3) 57 S7 (100%) 159 52 (33%) 73 (46%) 34 (21%) 0
ASTHENIA =63 Days (All) 179 1 (<1%) 0.3184 1 0 1 (100%) 0 0
| . s49 Days (Group 1) 63 0 (] 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 1 (100%) [} 0
BACK PAIN s63 Days (All) 179 7 (4%) 0.7036 9 4 (44%) 4 (44%) 1 (11%) 0
=49 Days (Group 1) 63 3 (s%) 5 1 (20%) 4 (go%) 0 0
50-56 Days (Group 2) 59 3 (5%) 3 2 (67%) [} 1 (33%) ¢
57-63 Days (Group 13} 57 1 {2%) 1 1 {(100%) 0 0 0
FATIGUE s63 Days (All) 179 6 (3%) 0.2197 6 3 (50%) 2 (33%) 1 (17%) 0
<49 Days (Group 1) 63 3 (5%) 3 2 (67%) o 1 (33%) 0
50-56 Days (Group 2) 59 4] 0 ] [\] 0 0
57-63 Days (Group 3) S7 3 (5%) 3 1 (33%) 2 (67%) 0 0
FEVER 63 Days (All) 179 2 (1%) 0.7667 2 0 2 (100%) 0 0
%49 Days (Group 1) 63 i (2%) 1 0 1 (100%) 0 0
50-56 Days (Group 2) 59 ] 0 0 0 0 1]
57-63 Days (Group 3) 57 1 (2%) v 1 0 1 (100%) 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) NOS = Not otherwise specified
[3] Gestational age group was assigned by the investigator based upon menstrual history, pelvic examination and vaginal ultrasonography.
Source Data: Appendix A.1l, Tables 16 and 25
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Appendix D, Table 5c (Continued)
deerse Events Possibly or Probably Related to Misoprostol [1] By Center I

K [Safety Evaluable Patients]

Center: SHEEHAN (#26) . \ v ‘ .
[ e : .
‘, ; - ' 2 .
Gestational Total Number Fisher's v
Age ) Number of Pts exact Number  ----- S s e Severity-- B - - -
Body System/Event [2] Group (3] of pts w/Event p-value of Events Mild Moderate Severe Unknown
BODY AS A WHOLE - GENERAL DISORDERS (cont.)
HYPOVOLAEMIA 63 Days (All) 179 1 (<1%) 0.3184 1 [4] 0 1 (100%) 0
549 Days (Group 1) 63 0 0 0 0 0 0
50-56 Days {(Group 2) 59 0 0 0 0 0 o]
57-63 Days (Group 3) 57 1 (2%) 1 0 0 1 (100%) 0
MALAISE 563 Days (All) 179 1 (<1%) 0.6480 1 1 (100%) 0 0 [}
! . $49 Days (Group 1) 63 0 0 0 0 0 (o]
50-56 Days (Group 2) 59 1 (2%) 1 1 (100%) 0 [¢] 0
57-63 Days (Group 3} 57 0 0 0 0 0 0
OEDEMA =63 Days (All) 179 2 (1%) 0.2076 2 [ 1 {50%) 1 (50%) 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 (50%) 0
57-63 Days (Group 3) 57 0 0 0 0 0 0
PAIN 563 Days (All) 179 1 (<1%) 0.3184 1 [ 0 1 (100%) 0
<49 bays (Group 1) 63 0 0 4] 0 0 0
50-56 Days (Group 2) 59 0 0 ] 0 0 0
57-63 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 0
549 Days (Group 1) ' 63 1 (2%) 1 0 1 {100%) [+] 0
S0-56 Days (Group 2) 59 0 1] 0 0 0 0
§7-63 Days (Group 3) 57 [] ¢ 0 ] 0 o] 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 probaiuly related to misoprostol or the combination of mifepristone and misoprostol or
for which the relationship was not assessed.
(2] NOS = Not otherwise specified
[3] Gestational age group was assigned by the investigator based upon menstrual history, pelvic examination and vaginal ultrasonography.
Source Data: Appendix A.l, Tables 16 and 25
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Appendix D, Table Sc (Continued)
Rdverse Events Possibly or Probably Related to Misoprostol (1] By Center !

| ! [safety Evaluable Patients]
4

Center: SHEEHAN (#26) .. ! y ey,
o ———
t Gestatiocnal Total Number Fisher's N
Age Number  of Pts exact Number - ----------nco oo Severity------ R
Body System/Event [2] Group [3] of Pts w/Event p-value of Events Mild Moderate Severe Unknown

BODY AS A WHOLE - GENERAL DISORDERS {cont.)

SYNCOPE s63 Days (All) 179 1 (<1¥%) 0.3184 1 0 0 1 (100%) 0
=49 Days (Group 1) 63 0 0 0 1] [4] o]
50-56 Days (Group 2) 59 0 0 0 0 0 0
57-63 Days (Group 3) 57 1 (2%) 1 0 Q 1 (100%) o)
RESISTANCE NECHANISM DISORDERS
ANY EVENT i . 563 Days (All) 179 1 (<1%) 1.0000 1 0 3} 1 {100%) 0
549 Days (Group 1) 63 1 (2%) 1 0 0 1 (100%) [s]
50-56 Days (Group 2) 59 0 0 0 0 0 o]
57-63 Days (Group 3) Ly 0 0 0 0 0 0
INFECTION VIRAL =63 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%) 4]
. 50-56 Days (Group 2) 59 0 0 0 0 0 0
‘ 57-63 Days (Group 3) 57 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] NOS = Not otherwise specified
[3] Gestational age group was assigned by thé investigator based upon menstrual history, pelvic examination and vaginal ultrasonography.
.
Source Data: Appendix A.1l, Tables 16 and 25
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%dverse Events Possibl
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Appendix D, Table Sc (Continued)

y or Probably Related to Misoprostol
[Safety Evaluable Patients]

{1] By Center

Page 45 of 66

Gestational

Total Number Fisher's
Age Number of Pts exact Number  ----------------n --Severity - --- ;-
Body System/Event [2]) Group (3} of Pts w/Event p-value of Events Mild Moderate Severe Unknown
.
ANY EVENT 563 Days (All) 191 187 (98%) 0.0313 1028 350  (34%) 388 (38%) 264 (26%) 26 (3%)
549 Days (Group 1) 29 27 (93%) 129 38 (29%) 59 (46%) 32 (25%) 0
50-56 Days (Group 2) 73 71 (97%) 384 150  (39%) 142 (37%) 81 (21%) 11 (3%
57-63 Days (Group 3) 89 89 (100%) 5158 162 (31%) 187 (36%) 151 (29%) 15 (3%
SKIN AND APPENDAGES DISORDERS
ANY EVENT ' =63 Days (All) 191 3 (2%) 0.5453 3 2 (67%) 0 1 {(33%) 0
549 Days (Group 1) 29 1 (3%) 1 1 (100%) 0 ¢} (o}
50-56 Days (Group 2) 73 1 (1%) 1 1 (100%) 0 0 0
57 63 Days (Group 3) 89 1 (1%) 1 0 ] 1 {100%) 0
RASH =63 Days (All) 191 1 (<1%) 0.1518 1 1 (100%) 0 0 o}
=49 Days (Group 1) 29 1 (3%) 1 1 (100%) o] o] 0
50-56 Days (Group 2) 73 [} 0 0 0 0 0
57-63 Days (Group 3) 89 0 0 0 0 0 0
SWEATING INCREASED =63 Days (All) 191 1 (<1%) 1.0000 1 0 0 1 (100%) 0
<49 Days (Group 1) 29 0 0 0 (] 0 0
50-56 Days {Group 2) 73 0 0 1] 1] 1} 0
57-63 Days (Group 3) 89 1 (1%) 1 0 4} 1 (100%) 0
f1) 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] NOS = Not otherwise specified
[3] Gestational age group was assigned by the investigator based upon menstrual history, pelvic examination and vaginal ultrasonography.
Source Data: Appendix A.l1, Tables 16 and 25
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§dverse Events Possibl
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Appendix D, Table 5c (Continued)

y or Probably Related to Misoprostol
[safety Evaluable Patients]

[1) By Center

Page 46 of 66

Gestational Total Number Fisher's
Age Number of Pts exact Number B Severity- -- - o----
Body System/Event [2]) Group [3] of Pts w/Event p-value of Events Mild Moderate Severe Unknown
7
SKIN AND APPENDAGES DISORDERS (cont.)
URTICARIA s63 Days (All) 191 1 (<1%) 0.5340 1 1 (100%) 0 Q Q
549 Days (Group 1} 29 1] 4] ] 0 0 o]
50-56 Days (Group 2) 73 1 (1%) 1 1 (100%) 0 1] 0
57-63 Days (Group 3) 89 0 0 0 0 0 0
CENTR & PERIPH NERVOUS SYSTEM DISORDERS
ANY EVENT ' <63 Days (All) 191 38 (20%) 0.9103 €7 11 (19%) 34 (60%) 10 (18%) 2 (4%
549 Days (Group 1) 29 5 (17%) 8 1 (13%) 6 (75%) 1 (13%) ¢}
50-56 Days (Group 2) 73 14 (19%) 22 4 (18%) 14 (64%) 3 (14%) 1 (5%
57-63 Days (Group 3) 89 19 (21%) 27 6 (22%) 14 (52%) 6 (22%) 1 (4%
DIZZINESS =63 Days (All) 191 8 (4%) 0.2868 9 1 (11%) 3 (33%) 5 (56%) 0
549 Days (Group 1) 29 1} 0 0 0 0 0
50-56 Days (Group 2) 73 2 (3%) 2 [+] 1 (50%) 1 (50%) 0
57-63 Days (Group 3) 8s 6 {7%) 7 1 (14%) 2 (29%) 4 (57%) 0
HEADACHE 563 Days (All) 191 34 (18%) 0.9661 48 10 (21%) 31 (65%) S  (10%) 2 (4%
%49 Days (Group 1) 29 S (17%) 8 1 (13%) 6 (75%) 1 (13%) 0
50-56 Days (Group 2) 73 14  (19%) 20 4 (20%) 13 (65%) 2 (10%) 1 (5%
S$7-63 Days (Group 3) 89 15 (17%) 20 5 (25%) 12 (60%) 2 (l0%) 1 (5%)
{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] NOS = Not otherwise specified "
[3] Gestational age group was assigned by the investigator based upon menstrual history, pelvic examination and vaginal ultrasonography.
Source Data: Appendix A.1l, Tables 16 and 25
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Appendix D, Table 5c

(Continued)

y or Probably Related to Misoprostol
Isafety Evaluable Patients]

[1] By Center

Page 47 of 66

Gestational

Total Number Fisher's
Age Number of Pts exact Number  -------------- " -~------ Severity-------
Body System/Event (2} Group (3) of Pts w/Event p-value of Events Mild Moderate Severe Unknown
PSYCHIATRIC DISORDERS '
ANY EVENT 63 Days (All) 191 1 (<1%) 0.5340 1 4] 1 (100%) 0 o]
<49 Days (Group 1) 29 0 [} 0 0 0 0
50-56 Days (Group 2) 73 1 (1%) 1 0 1 (100%) 0 o]
57-63 Days (Group 3) 89 0 0 0 0 0 0
INSOMNIA =63 Days (All) 191 1 (<1%) 0.5340 1 0 1 {(100%) o Q
! 549 Days (Group 1) 29 0 0 0 0 : 0 0
50-56 Days (Group 2) 73 1 (1%) 1 0 1 (100%) (] 0
57-63 Days (Group 13) 89 s} 0 0 0 0 0
GASTRO-INTESTINAL SYSTEM DISORDERS
ANY EVENT £63 Days (All) 191 129 (68%) 0.0171 284 114 (40%) 100 (35%) 69 (24%) 1 (<1%
s49 Days (Group 1) 29 13 (45%) 4 9 (38%) 7 (29%) 8 (33%) 0
50-56 Days (Group 2) 73 S0 (68%) 29 46  (46%) 39 (39%) 14 (14%) (]
57-63 Days (Group 3) 89 66 (74%) 161 59 (37%) 54 (34%) 47  (29%) 1 (<1¥%)
DIARRHEA =63 Days (All) 191 53 (28%) 0.1914 69 36 (52%) 25  {(36%) 8 (12%) 0
549 Days {Group 1) 29 5 (17%) [ 4 (67%) 1 (17%) 1 (17%) 0
50-56 Days (Group 2) 73 18 (25%) 25 16 (64%) 7 (28%) 2 (8%) 0
57-63 Days (Group 3) 89 30 (34%) 38 16  (42%) 17 (45%) 5 (13%) 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 conbination of mifepristone and misoprostol or
for which the relationship was not assessed.
[2] NOS = Not otherwise specified -
{3] Gestational age group was assigned by the investigator based upon menstrual history, pelvic examination and vaginal ultrasonography.
Source Data: Appendix A.1, Tables 16 and 25
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Appendix D, Table Sc

(Cont inued)

Adverse Events Possibly or Probably Related to Misoprostol {1} By Center

t
| !
i,

Center: DEAN (#27) e X v

{Safety Evaluable Patients]

Page 48 of 66

Gestational Total Number Fisher's
Age Number of Pts exact Number  -------- - -------- -~ Severity
Body System/Event (2] Group (3} of Pts w/Event p-value of Events Mild Moderate Severe Unknown
GASTRO-INTESTINAL SYSTEM DISORDERS {cont.) ‘
DYSPEPSIA %63 Days (All) 191 2 (1%) 1.0000 2 0 0 1 (50%) 1 (s0%
549 Days (Group 1) 29 0 0 4] 0 0 . o]
50-56 Days (Group 2) 73 1 (1%) 1 0 0 1 (100%) 0
57-63 Days (Group 3) 89 1 {1%) 1 0 0 0 1 (100%)
FLATULENCE =63 Days (All) 191 1 (<1%) 1.0000 2 [} 1 (50%) 1 (S50%) 0
i . %49 Days (Group 1) 29 0 0 0 0 . 0 0
50-56 Days (Group 2} 73 o 1] 0 0 4] Q
57-63 Days (Group 3) 89 1 (1%) 2 0 1 (50%) 1 (50%) 0
NAUSEA s63 Days (All) 191 110 (58%) 0.1075 155 66 (43%) 50 (32%) 39 (25%) 0
=49 Days (Group 1) 29 13 (45%) 15 5 (33%) 6 (40%) 4 (27%) 0
50-56 Days {(Group 2} 73 39 (53%) 54 27 (50%) 21 (39%) 6 (11%) 0
57-63 Days (Group 3) 89 58 (65%) 86 34 (40%) 23 (27%) 29 (34%) 0
VOMITING %63 Days {(All) 191 40 (21%) 0.1042 56 12 (21%) 24 (43%) 20 (36%) 0
<49 Days (Group 1) 29 2 (7%) 3 [¢] 0 3 (100%) 0
50-56 Days (Group 2) 13 16 (22%) 19 3 (16%) 11 (58%) S {26%) 0
57-63 Days (Group 3) 89 22 (25%) 34 9 (26%) 13 (38%) 12 (35%) [
RESPIRATORY SYSTEM DISORDERS
ANY EVENT 's63 Days (All) 191 1 (<1%) 1.0000 1 0 1 (100%) 1} 0
$49 Days (Group 1) 29 0 o] 0 0 0 0
50-56 Days (Group 2) 73 0 0 0 0 0 ¢}
57-63 Days {(Group 3) 89 1 (1%) 1 (o] 1 (100%) 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] NOS = Not otherwise specified
[3} Gestational age group was assigned by the investigator based upon menstrual history, pelvic examination and vaginal ultrasonography.
Source Data: Appendix A.l, Tables 16 and 25
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Appendix D, Table Sc (Continued)

| pdverse Events Possibly or Probably Rplated to Misoprostol [1) By Center

\ J [safety Evaluable Patients]
Center: DEAN (#27) o ) ! 2ot
T = ) g "
Gestational Total Number Fisher's
Age Number of Pts exact Number - ---- -l Severity-
Body System/Event (2] Group ({3} of Pts w/Event p-value of Events Mild Moderate Severe Unknown
RESPIRATORY SYSTEM DISORDERS (cont.)
HYPERVENTILATION =63 Days (All) 191 1 {(<1%) 1.0000 1 0 1 (100%) 0 0
%49 Days (Group 1) 29 0 [¢] 0 0 o 0
50-56 Days (Group 2) 73 0 0 0 0 0 0
57-63 Days (Group 3) 89 1 (1%) 1 0 1 (100%) (o] 0
RED BLOOD CELL DISORDERS
ANY EVENT ' ’ =63 Days (All) 191 1 (<1¥%) 1.0000 1 0 1 (100%) 0 0
%49 Days (Group 1) 29 0 0 0 0 0 0
50-56 Days (Group 2) 73 0 0 0 [¢] 0 0
57-63 Days (Group 3) 89 1 1%) 1 0 1 (100%) 0 0
ANAEMIA <63 Days (All) 191 1 (<1%) 1.0000 1 0 1 (100%) 0 0
549 Days (Group 1) 29 0 0 0 0 0 0
50-56 Days (Group 2) 73 0 0 0 0 0 0
57-63 Days (Group 3) 89 1 (1%) 1 (] 1 (100%) 0 0
REPRODUCTIVE DISORDERS, FEMALE
ANY EVENT 563 Days (All) 191 13 (7%) 0.0163 18 1 (6%) 8 (44%) 9 (50%) 0
49 Days (Group 1) 29 1 (3%) 3 [1} 0 3 (100%) 0
50-56 Days (Group 2) 73 1 (1%) 2 [ 2 (100%) 0 4]
57-63 Days (Group 3) , 89 11 (12%) 13 1 (8%) 6 (46%) 6 (46%) 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] NOS = Not otherwise specified
[3} Gestational age group was aassigned by the investigator based upon menstrual history, pelvic examination and vaginal ultrasonography.
Source Data: 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]

Page 50 of 66

T

Gestational Total Number Fisher's *
Age Number cf Pts exact Number  ---------------- - -Severity- - -- -
Body System/Event [2] Group [3] of Pts w/Event p-value of Events Mild Moderate Severe Unknown
REPRODUCTIVE DISORDERS, FEMALE (cont.)
LEUKORRHOEA 563 Days (All) 191 2 (1%) 1.0000 2 1 (50%) 1 (50%) 0 o}
%49 Days (Group 1) 29 0 ¢] (o] 0 0 0
$0-56 Days (Group 2) 73 1 {1%) 1 (1] 1 (100%) 0 0
57-63 Days (Group 3) 89 1 (1%) 1 1 (100%) 0 0 0
UTERINE HAEMORRHAGE <63 Days (All) 191 10 (5%) 0.0069 14 0 6 (43%) 8 (57%) ¢}
| 549 Days (Group 1) 29 1 (3%) 3 0 4] 3 (100%) 0
50-56 Days (Group 2) 73 0 0 0 0 0 0
57-63 Days (Group 3) 89 9 (10%) 11 0 6 (55%) 5 {(45%) 0
VAGINAL DISCOMFORT =63 Days (All) 191 1 (<1%) 1.0000 1 0 0 1 (100%) 0
=49 Days (Group 1) 29 0 4] 0 0 0 0
: 50-56 Days (Group 2) 73 0 0 0 0 0 o}
' . 57-63 Days (Group 3) 89 1 (1%) 1 0 0 1 (100%) 0
VAGINITIS . %63 Days (All) 191 1 (<1%) 0.5340 1 0 1 (100%) 0 0
=49 Days (Group 1) 29 0 1] 0 [o] 0 0
50-56 Days (Group 2) 73 1 (1%) 1 0 1 (100%) 0 0
57-63 Days (Group 3) 89 0 ] ] 0 0 0
BODY AS A WHOLE - GENERAL DISORDERS
ANY EVENT 463 Days (All) 191 187 (98%) 0.0313 662 221 (33%) 243 (37%) 175 (26%) 23 (3%
=49 Days (Group 1) 29 27 (93%) 93 27 (29%) 46  (49%) 20 (22%) 0
50-56 Days (Group 2) 73 71 (97%) o 98 (38%) 86 (33%) 64 (25%) 10 (4%
57-63 Days (Group 3) 89 89 (100%) 311 96 (31%) 111 (36%) 91  (29%) 13 (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] NOS = Not otherwise specified
[3] Gestational age group was assigned by the investigator based upon menstrual history, pelvic examination and vaginal ultrasonoygraphy.
Source Data: Appendix A.1, Tables 16 and 25
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Appendix D, Table Sc (Continued)

edverse Events Possibly or Probably Related to Misoprostol (1] By Center
! ; [Safety Evaluable Patients])
'
Center: DEAN (#27) . y ey
it j v
i >
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
BODY AS A WHOLE - GENERAL DISORDERS {cont.)
ABDOMINAL PAIN s63 Days (All) 131 187 (98%) 0.0313 624 209 (33%) 230 (37%) 166 (27%) 19 (3%
%49 Days (Group 1) 29 27 (93%) 89 26 (29%) 43 (48%) 20 (22%) 0
50-56 Days (Group 2) 73 71 (97%) 239 90 (38%) 78  (33%) 61 (26%) 10 (4%)
57-63 Days (Group 3) 89 89 (100%) 296 93  (31%) 109  (37%) 85 (29%) 9 (3%)
ASTHENIA %63 Days (All) 191 2 (1%) 1.0000 2 1 (50%) 1 (50%) 0 0
! =49 Days (Group 1) 29 0 0 0 [ . 0 0
50-56 Days (Group 2} 73 1 (1%) 1 ] 1 (100%) (o] 0
57-63 Days (Group 3) a9 1 {(1%) 1 1 (100%) 0 0 0
BACK PAIN £63 Days (All) 191 13 (7%) 1.0000 22 5 (23%) 9  (41%) 4 (18%) 4 (18%
<49 Days (Group 1) 29 2 (7%) 2 1 (S0%) 1 (50%) 0 0
50-56 Days (Group 2) 73 S (7%) 11 4  (36%) 6 (55%) 1 (9%) 0
57.63 Days (Group 3) 89 [ (7%) 9 0 2 {22v) 30 (33%) 4 (44%
FATIGUE 563 Days (All) 191 1 (2%) 0.2093 4 2 (50%) 2 (50%) 0 0
549 Days (Group 1) 29 2 (W) 2 0 2 (100%) 0 0
50-56 Days (Group 2) 73 1 (1%) 1 1 (100%) 0 0 [}
$7-63 Days (Group 3) B89 1 {1%) 1 1 (100%) 0 0 [
FEVER s63 Days (All) 191 2 (1%) 0.4261 3 3 (100%) [ 0 g
$49 Days (Group 1} 29 0 [ 0 0 0 1]
50-56 Days (Group 2) 73 2 (3%) 3 3 (100%) 0 0 0
57-63 Days (Gyroup 3) 89 0 LI ¢ 0 0 0 o]
{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]) NOS = Not otherwise specified
{3] Gestational age group was assigned by the investigator based upon menstrual history, pelvic examination and vaginal ultrasoncgraphy.
Source Data: Appendix A.1l, Tables 16 and 25
EEL FINAL

J:\USA\166B\SASPGMS\apdxd\final\ade3.SAS 30NOV98:11:19 -

w
[~
(o p)

.

MIF 001221




The Population Council Page 52 of 66
Protocol 166B |

Appendix D, Table Sc (Continued)
Adverse Events Possibly or Probably Related to Misoprostol [1} By Center
| H [Safety Evaluable Patients]
i 4

Center: DEAN (#27)

¥ - )

L

P Gestational Total Number Fisher's ¥
Age Number of Pts exact Number  ------------.------- .. 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 (cont.) :
HOT FLUSHES 563 Days (All) 191 1 (<1%) 1.0000 1 0 0 1 (100%) 0
549 Days (Group 1) 29 0 0 1] [¢] 0 0
50-56 Days (Group 2) 73 o] 0 0 [¢] 4] [+]
57-63 Days (Group 3) 89 1 (1%) 1 0 0 1 (100%) 0
MALAISE 563 Days (All) 191 1 (<1%) 0.5340 1 0 0 1 (100%) 0
) ) =49 Days (Group 1) 29 0 0 [V 0 0 0
50-56 Days (Group 2) 73 1 {(1%) 1 0 0 1 (100%) 0
57-63 Days {(Group 3) a9 0 0 0 0 0 0
SYNCOPE <63 Days (All) 191 4 (2%) 1.0000 5 1 (20%) 1 (20%) 3 (60%) 0
549 Days (Group 1) 29 0 0 [¢] 0 4] (]
50-56 Days (Group 2} 73 2 (3%) 2 0 1 (50%) 1 (50%) 0
57-63 Days (Group 3) 89 2 (2%) 3 1 (33y%) 0 2 (67%) 0
RESISTANCE MECHANISN DISORDERS
ANY EVENT =63 Days (All) 191 1 (<1%) 0.5340 1 1 (100%) 0 0 0
549 Days (Group 1) 29 0 o] 0 0 ] 1]
50-56 Days (Group 2) 73 1 (1%) 1 1 (100%) 0 0 0
$7-63 Days (Group 3) a9 0 0 0 0 0 1}
(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 cogbination of mifepristone and misoprostol or
for which the relationship was not assessed.
[2] NOS = Not otherwise specified .
{3] Gestational age group was assigned by the investigator based upon menstrual history, pelvic examination and vaginal ultrasonography.
Source Data: 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

I ; [Safety Evaluable Patients]

Center: DEAN (#27) v N v PR
=i ‘ T
Gestational Total Number Fisher's
Age Number of Pts exact Number R Severity- ------- .- o
Body System/Event ({2} Group (3] of Pts w/Event p-value of Events Mild Moderate Severe Unknown
7
RESISTANCE NECHANISK DISORDERS (cont.)
INFECTION VIRAL =63 Days (All) 191 1 (<1%) 0.5340 1 1 (100%) 0 0 ¢
549 Days (Group 1) 29 0 0 0 (o] 0 0
50-56 Days (Group 2) 73 1 (1%) 1 1 (100%) 0 0 0
57-63 Days (Group 3) 89 "] 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] NOS = Not otherwige specified
[3] Gestational age group was assigned by the investigator based upon menstrual history, pelvic examination and vaginal ultrasonography.
L
Source Data: Appendix A.1l, Tables 16 and 25
Ve g
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Appendix D, Table 5¢ (Continued)
Adverse Events Possibly or Probably Related to Misoprostol {1]) By Center
| t [safety Evaluable Patients]
4
Center: CREININ (#28) '

. N ) s

i Gestational Total Number Fisher's ' ' 2
Age Number of Pts exact Number — -------------------. .. Severity --- - ---- ...
Body System/Event [2] Group (3} of FPts w/Event p-value of Events Mild Moderate Severe unknown
ANY EVENT %63 Days (All) 115 110 (96%) 0.8419 513 160  (31%) 188 (37%) 165  (32%) 0
<49 Days (Group 1) 23 22 (96%) 84 30 (36%) 27 (32%) 27 (32%) 0
50-56 Days (Group 2) S0 47  (94%) 220 59 (27%) 86 (39%) 75 (34%) 0
57-63 Days (Group 3) 42 41 (98%) 209 71 (34%) 75 (36%) 63 (30%) [+
SKIN AND APPENDAGES DISORDERS
ANY EVENT | ) <63 Days (All) 115 1 (<1%) 1.0000 1 0 0 1 (100%) 0
$49 Days (Group 1) 23 0 0 0 0 0 0
50-56 Days (Group 2) S0 1 (2%) 1 0 0 1 (100%) 0
57-63 Days (Group 3) 42 0 0 0 [o] 0 0
SWEATING INCREASED =63 Days (All) 115 1 (<1%) 1.0000 1 0 0 1 (100%) 0
549 Days (Group 1) 23 0 0 0 0 0 0
50-56 Days (Group 2) 50 1 (2%) 1 0 0 1 (100%) 0
57-63 Days (Group 3) 42 0 0 0 0 0 0
MUSCULO- SKELRTAL SYSTEM DISORDERS
ANY EVENT <63 Days (All) 115 1 (<1%) 0.5652 1 0 1 (100%) 0 0
549 Days (Group 1) 23 0 [¢] 0 0 0 0
50-56 Days (Group 2) 50 0 0 0 0 0 0
57-63 Days (Group 3) 42 1 (2%) 1 0 1 (100%) 0 0
f1] 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. R
[2]) NOS = Not otherwise specified
(3] Gestational age group was assigned by the investigator based upon menstrual history, pelvic examination and vaginal ultrasonography.
Source Data: 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]
4

Center: CREININ (#28)

v . « ..

LY LR

Gestational Total Number Fisher's ¥
Age Number of Pts exact Number B ---- --Severity
Body System/Event [2] Group (3] of Pts w/Event p-value of Events Mild Moderate Severe Unknown
MUSCULO-SKELETAL SYSTEM DISORDEBRS (cont.)
SKELETAL PAIN %63 Days (All) 115 1 (<1%) 0.5652 1 [1] 1 (100%) 0 0
<49 Days (Group 1) 23 ] 0 0 0 0 0
50-56 Days (Group 2) 50 0 0 0 0 0 0
57-63 Days (Group 3) 42 1 (2%) 1 0 1 (100%) 0 [5}
CENTR & PRERIPH NERVOUS SYSTEM DISORDERS
ANY EVENT ' . 563 Days (All) 115 19 (17%) 0.0277 26 8 (31%) 17 (65%) 1 (4%) 0
%49 Days (Group 1) 23 1] 0 0 0 0 1]
50-56 Days (Group 2) S0 9 (18%) 14 3 (21%) 10 (71%) 1 (7%) 0
57 63 Days (Group 3) 42 10 (24%) 12 S  (42%) 7 (58%) 4] 0
DIZZINESS 263 Days (All) 115 4 (3%) 0.8288 5 3 (60%) 2 (40%) 0 [}
49 Days (Group 1) 23 0 0 0 0 [ 0
50-56 Days (Group 2) 50 2 (4%) 3 2 (67%) 1 (33%) 0 Q
§7-63 Days (Group 3) 42 2 (5%) 2 1 (50%) 1 (50%) 0 0
HEADACHE =63 Days (All) 115 17 (15%) 0.0388 21 S  (2a%) 15 (71%) 1 (5%) 0
=49 Days (Group 1) 23 0 0 0 0 0 0
50-56 Days (Group 2) 50 8 (16%) 11 1 (9%) 9 (82%) 1 (9%) 0
57-63 Days (Group 3} 42 9 (21%) 10 4 (40%) 6 (60%) 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] NOS = Not otherwise specified .
[3] Gestational age group was assigned by the investigator based upon menstrual history, pelvic examination and vaginal ultrasonography.
Source Data: 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
1 {Safety Evaluable Patients]
i
Center: CREININ (#28)

.. . ' PR

[ Gestational Total Number Fisher's ' ! >
Age Number of Pts exact Number  ------- R Severity---------- A
Body System/Event (2] Group [3] of pts w/Event p value of Events Mild Moderate Severe Unknown
PSYCHIATRIC DISORDERS ,
ANY EVENT <63 Days (All) 115 3 (3%) 0.5960 5 2 (40W) 3 (60%) 0 0
549 Days (Group 1) 23 0 0 o} 0 4} 0
50-56 Days (Group 2) 50 1 (2%) 1 0 1 (100%) [ 0
$7-63 Days (Group 3) 42 2 (5%) 4 2 (50%) 2 (50%) 0 ]
ANOREXIA %63 Days (All) 115 1 (<1¥%) 0.5652 1 1 (100%) 0 0 [
| i 549 Days (Group 1) 23 0 0 0 0 4] 0
50-56 Days (Group 2) 50 0 0 0 [¢] ] o]
57-63 Days (Group 3) 42 1 (2%) 1 1 (100%) 1} 0 0
DEPRESSTON 563 bays (All) 115 1 (<1%) 0.5652 3 1 (33%) 2 (67%) 0 0
=49 Days (Group 1) 23 4] 0 0 0 o 0
. 50-56 Days (Group 2) 50 0 (4] 0 0 4] 0
' 57-63 Days (Group 3) 42 1 (2%) 3 1 (33%) 2 (67%) 0 0
DYSPAREUNIA <63 Days (All) 115 1 (<1%) 1.0000 1 0 1 (100%) 0 0
=49 Days (Group 1) 23 0 [1] [ 4] ] 0
50-56 Days (Group 2) 50 1 (2%) 1 0 1 (100%) 0 [¢]
57-63 Days (Group 3) 42 0 0 0 V] 0 (1]
GASTRO- INTESTINAL SYSTEM DISORDERS
ANY EVENT 263 Days (All) 115 78 {68%) 0.2134 144 61 (42%) 55 (38%) 28 (19%) 0
<49 Days (Group 1) 23 12 (52%) 22 9  (41%) 7 (32%) 6 (27%) 0
50-56 Days (Group 2) 50 36 (72%) . 65 22 (34%) 31 (48%) 12 (18%) 0
57-63 Days (Group 3) 42 30 (71%) 57 30 (53%) 17 (30%) 10 (18%) 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] NOS = Not otherwise specified
[3] Gestational age group was assigned by the investigator based upon menstrual history, pelvic examination and vaginal ultrasonography.
Source Data: 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: CREININ (#28) o 1 d .
t . 4 :.
Gestational Total Number Fisher's
Age Number of Pts exact Number  -------------------- -Severity S BRI
Body System/Event (2] Group [3] of Pts w/Event p-value of Events Mild Moderate Severe Unknown
B I
GASTRO-INTEBSTINAL SYSTEM DISORDEBRS (cont.)
CONSTIPATION =63 Days (All) 115 1 (<1%) 0.5652 1 1 (100%) 0 0 0
=49 Days (Group 1) 23 0 0 0 0 0 0
$0-56 Days (Group 2) S0 0 0 0 0 0 0
57-63 Days {(Group 3) 42 1 (2%) 1 1 (100%) 0 0 0
DIARRHEA . =63 Days (All) 115 42 (37%) 0.7693 48 27 (56%) 14 (29%) 7 (15%) 0
' 549 Days (Group 1) 23 7 (30%) 9 4 (44%) 3 (33%) 2 (22%) 0
50-56 Days (Croup 2) 50 20  (40%) 23 10 (43%) 9  (39%) 4 (17%) 0
57-63 Days (Group 3) 42 15 (36%) 16 13 (81%) 2 (13%) 1 (6%) 0
FLATULENCE s63 Days (All)} 115 1 (<1¥%) 0.5652 1 1 (100%) 0] o] 0
<49 Days (Group 1) 23 0 0 [ 0 o] 0
50-56 Days (Group 2) 50 0 0 0 0 0 0
§7-63 Days (Group 3) 42 1 (2%) 1 1 (100%) 0 0 0
NAUSEA =63 Days (All) 115 63 (55%) 0.4213 73 27 (37%) 29  (40%) 17 (23%) 0
<49 Days (Group 1) 23 10 (43%) 11 4 (36%) 4 (36%) 3 (27%) 0
50-56 Days (Group 2) 50 30 (60%) 33 10 (30%) 15 (45%) 8  (24%) 0
57-63 Days (Group 3) 42 23 (55%) 29 13 (45%) 10 (34%) 6 (21%) 0
VOMITING 563 Days (All) 115 19 (17%) 0.5801 21 S (24%) 12 (57%) 4 (19%) 0
%49 Days (Group 1) 23 2 (9W) 1 (50%) 0 1 (50%) 0
50-56 Days (Group 2) 50 9 (18%) .9 2 (22%) 7 (78%) 0 0
57-63 Days (Group 3) 42 8 (19%) ‘10 2 (20%) 5 (50%) 3 (30%) o}
[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] NOS = Not otherwise specified
{3] Gestational age group was assigned by the investigator based upon menstrual history, pelvic examination and vaginal ultrasonography.
Source Data: Appendix A.1l, Tables 16 and 25
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Appendix D, Table 5c¢ (Continued)
Adverse Events Possibly or Probably Related toc Misoprostol [1] By Center
! [Safety Evaluable Patients]
4
)

Center: CREININ (#28)

v

Gestational Total Number Fisher's ‘ ’ !

Age Number of Pts exact Number  ------------------- -~ Severity-- ----- - - -- ---
Body System/Event [2] Group (3] of Pts w/Event p-value of Events Mild Moderate Severe Unknown
URINARY SYSTEM DISORDERS ' .
ANY EVENT 63 Days (All) 115 2 (2%) 0.1699 2 1 (50%) 1 (50%) 0 0
=49 Days (Group 1) 23 0 ] 0 0 o 0
50-56 Days (Group 2) 50 4] 0 0 0 [ 0
57-63 Days (Group 3) 42 2 (5%) 2 1 (50%) 1 (50%) 0 0
DYSURIA 563 Days (All) 115 1 (<1%) 0.5652 1 1 {(100%) 0 0 0
l . 549 Days (Group 1) 23 ] 0 0 1} 0 0
50-56 Days (Group 2) 50 0 (] 0 0 0 0
57-63 Days (Group 3) 42 1 (2%) 1 1 (l100%) o] 0 0
URINARY TRACT INFECTION <63 Days (All) 115 1 (<1%) 0.5652 1 0 1 (100%) 0 0
249 Days (Group 1) 23 0 0 0 0 0 0
50-56 Days (Group 2) 50 0 0 0 0 0 0
57-63 Days (Group 3) 42 1 (2%) 1 0 1 (100%) o] 0
REPRODUCTIVE DISORDERS, FEMALE
ANY EVENT 63 Days (All) 115 10 (9%) 1.0000 12 3 (25%) 1 (8%) 8 (67%) 0
549 Days (Group 1) 23 2 (9%) 1 (33%) 0 2 (67%) 1]
50-56 Days (Group 2) 50 4 (8%) 4 1 (25%) 1 (25%) 2 (50%) 0
57-63 Days (Group 3) 42 4 (10%) 5 1 (20%) 0 4 (80%) (]
(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 cofbination of mifepristone and misoprostol or
for which the relationship was not assessed.
[2} NOS = Not otherwise specified -
[3] Gestational age group was assigned by the investigator based upon menstrual history, pelvic examination and vaginal ultrasonography.
Source Data: Appendix A.l, Tables 16 and 25
J:\USA\166B\SASPGMS\apdxd\final\ade3.SAS 30NOV98:11:19 S R FINAL
(8 ] ,
(3]
W

MIF 001228 . ‘



The Population Council © Page 59 of 66
Protocol 166B

Appendix D, Table Sc (Continued)
Adverse Events Possibly or Probably Related to Misoprostol {1] By Center )
| ! [safety Evaluable Patients]
3
.

Center: CREININ (#28)

v ) ‘Gestational Total Number Fisher's ‘ ¥
Age Number of Pts exact Nurber - ----- - Severity---- PR
Body System/Event {2} Group [3]) of pts w/Event p-value of Events Mild Moderate Severe Unknown
REPRODUCTIVE DISORDERS, FEMALE {cont.) .
BREAST DISCHARGE 63 Days (All) 115 1 (<1%) 1.0000 1 1 (100%) 0 0 0
549 Days (Group 1) 23 0 0 0 o 0 0
50-56 Days (Group 2) 50 1 (2%) 1 1 (100%) 0 4} 0
57-63 Days (Group 3) 42 0 0 0 0 0 0
ENDOMETRITIS s63 Days (All) 115 1 (<1%) 0.2000 1 1 (100%) 0 0 0
' , <49 Days (Group 1) 23 1 (4%) 1 1 (100%) 0 0 0
50-56 Days (Group 2) 50 0 0 0 0 0 0
57-63 Days (Group 3) 42 0 o] 0 ] 0 0
UTERINE HAEMORRHAGE 563 Days (All) 115 7 (6%) 0.6803 8 0 1 (13%) 7 (B8%) 0
%49 Days (Group 1) 23 2 (9%) 2 0 [} 2 (100%) 0
50-56 Days (Group 2) 50 2 (4%) 2 0 1 (50%) 1 (50%) 0
57 63 Days (Group 3) 42 3 (7%) 4 0 0 4 (100%) 0
VAGINITIS 563 Days (All) 115 2 (2%) 1.0000 2 1 (50%) 0 1 (50%) 0
=49 Days (Group 1) 23 0 0 0 0 0 0
50-56 Days (Group 2) 50 1 (2%) 1 0 0 1 (100%) 0
57-63 Days (Group 3) 42 1 (2%) 1 1 (100%) V] 0 ]
BODY AS A WHOLE - GENERAL DISORDERS
ANY EVENT 63 Days (All) 115 109 (95%) 0.5723 322 85 (26%) 110 (34%) 127  (39%) 0
<49 Days (Group 1) 23 22 (96%) 59 20 (34%) 20 (34%) 19 (32%) 0
50-56 Days (Gyoup 2) 50 46  (92%) ,135 33 {(24%) 43 (32y) 59 (44%) 0
57-63 Days (Group 3) 42 41 (98%) 128 32 (25%) 47  (37%) 43  (38%) 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] NOS = Not otherwise specified

[3] Gestational age group was assigned by the investigator based upon menstrual history, pelvic examination and vaginal ultrasonography.

Source Data: Appendix A.l, Tables 16 and 25
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Appendix D, Table 5c (Continued)
Adverse Events Possibly or Probably Related to Misoprostol [1} By Center \
|

| i {Safety Evaluable Patients]
Fl

Center: CREININ (§28) .. . ¥

Gesgtational Total Number Fisher's <

Age Number of Pts exact Number B --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 {cont.) .
ABDOMINAL PAIN =63 Days (All) 115 109 (95%) 0.5723 303 76  (25%) 104 (34%) 123 (41%) 0
549 Days ({(Group 1) 23 22 (96%) 57 19 (33%) 20 (35%) 18 (32%) 0
50-56 Days (Group 2) S0 46  (92%) 129 30 (23%) 41 (32%) 58 (45%) ]
57-63 Days (Group 3) 42 41 (98%) 117 27  (23%) 43 (37%) 47 {40%) 0
BACK PAIN 563 Days (All) 115 11 (10%) 0.0452 13 5 (38%) 5 (38%) 3 (23%) 0
[ . <49 Days (Group 1) 23 1 (4%) 0 0 ) 1 (100%) 0
50-56 Days (Group 2) 50 2 (4%) » 1 (50%) 1 (50%) [ 0
57-63 Days (Group 3) 42 8 (19%) 10 4 (40%) 4  (40%) 2 (20%) 0
CHEST PAIN s63 Days (All) 115 1 (<1%) 1.0000 1 1 (100%) 0 0 0
549 Days (Group 1) 23 0 0 0 0 1} 0
50-56 Days (Group 2) 50 1 (2%) 1 1 (100%) 0 s} 0
57-63 Days (Group 3) 42 0 0 0 0 0 0
FATIGUE 63 Days (All) 115 2 (2%) 0.3173 2 2 (100%) 0 0 0
=49 Days (Group 1) 23 1 (4%) 1 1 (100%) 0 0 Q
50-56 Days (Group 2) 50 0 0 [o] o] 0 0
57-63 Days (Group 3) 42 1 (2%} 1 1 {(100%) 0 0 0
LEG PAIN <63 Days (All) 115 2 (2%) 0.6796 2 1 (50%) 1 (50%)} o 0
's49 Days (Group 1) 23 0 0 0 1] 0 0
50-56 Days (Group 2) 50 2 (4%) 2 1 (S0%) 1 (50%) 0 0
$7-63 Days (Group 3) 42 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 misoprostol or
for which the relationship was not assessed.
[2] NOS = Not otherwise specified
{3} Gestational age group was assigned by the investigator based upon menstrual history, pelvic examination and vaginal ultrasonography.
Source Data: Appendix A.1l, Tables 16 and 25
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Appendix D, Table Sc (Continued)
?dverse Events Possibly or Probably Related to Misoprostol [1} By Center

K [Safety Evaiuable Patients])

Center: CREININ (#28) [ . v

Gestational Total Number Fisher's *
Age Number of Pts exact Number  ---------o-iao Severity -
Body System/Event (2] Group [3] of pPts w/Event p-value of Events Mild Mcderate Severe Unknown
BODY AS A WHOLE - GENERAL DISORDERS (cont.) ‘
RIGORS s63 Days (All) 115 1 (<1%) 1.0000 1 [ 0 1 (100%) 0

s49 Days (Group 1) 23 0 o 0 0 0 , 0
50-56 Days (Group 2) S0 1 (2%) 1 0 0 1 (100%) [
57-63 Days (Group 3) 42 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] NOS = Not otherwise specified
[3) Gestational age group was assigned by the investigator based upon menstrual history, pelvic examination and vaginal ultrasonography.
I
L]
Source Data: Appendix A.l1, Tablesa 16 and 25
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Appendix D, Table Sc (Continued)

Adverse Events Possibly or Probably Related to Misoprostol [1} By Center i
! [Safety Evaluable Patients]

F

Center: SOGOR (#29) N i

LRt

Gestational Total Number Fisher's ¥
Age Number of Pts exact Number - ---------------- -~ Severity - -
Body System/Event [2] Group [3] of Pts w/Event p-value of Events Mild Moderate Severe Unknown
ANY EVENT <63 Days (All) 83 75 (90%) 1.0000 223 46 (21%) 82 (37%) 95 (43%) o
s49 Days (Group 1) 28 25 (89%) 69 13 (19%) 37  (54%) 19 (2?‘) 0
50-56 Days (Group 2) 3?7 34 (92%) 106 22 (21w) 35 {(33%) 49 (461) 0
57-63 Days (Group 3) 18 16 (89%) 48 11 (23%) 10 (21%) 27  (56%) 0
CENTR & PBRIPH NERVOUS SYSTEM DISORDERS
ANY EVENT ! . <63 Days (All) 83 7 (8%) 0.3605 7 2 (29%) 4 (57%) 1 (14%) o
549 Days (Group 1) 28 2 (7%) 2 1 (50%) 1 (50%) 0 0
50 56 Days (Group 2) 37 2 (5%) 2 0 2 (100%) 0 0
57-63 Days (Group 3) 18 3 (17%) 3 1 (33%) 1 (33%) 1 (33%) 0
DIZZINESS 63 Days (All) 83 4 {(5%) 0.4250 4 2 (50%) 2 (50%) 0 0
i ) 549 Days (Group 1) 28 1 (4%) 1 1 {100%) 0 0 0
: 50-56 Days (Group 2) 37 1 (3%) 1 0 1 (100%) 0 0
‘ 57-63 Days (Group 3) 18 2 (11%) 2 1 (50%) 1 (50%) 0 0
HEADACHE 63 Days (All) 83 3 (4%) 1.0000 3 0 2 (67%) 1 (33%) 0
s49 Days (Group 1) 28 1 (4%) 1 0 1 (100%) 0 0
50-56 Days (Group 2} 37 1 (3%) 1 0 1 (100%) 0 0
57-63 Days (Group 3) 18 1 (6%) 1 0 0 1 (100%) 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] NOS = Not otherwise specified -
{3] Gestational age group was assigned by the investigator based upon menstrual history, pelvic examination and vaginal ultrasonography.
Source Data: 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
) H [safety Evaluable Patients)
4
[
Center: SOGOR (#29) B
[ N ' N L] |
T N v 3
i ' “Gestational Total Number Fisher's ' >
Age Number of Pts exact Number  ------------~-~--.----- Severity- - - -
Body System/Event [2] Group {3} of Pts w/Event p-value of Events Mild Moderate Severe Unknown
GASTRO-INTESTINAL SYSTEN DISORDERS .
ANY EVENT 563 Days (All) a3 28 (34%) 0.2500 57 5 (9%) 17 (30%) 35 (61%) 0
549 Days (Group 1) 28 6 {(21%) 11 0 4 (36%) 7 (64%) 0
50-56 Days (Group 2) 37 15 (41%) 32 3 (9%) 12 (38%) 17 (53%) 0
57-63 Days (Group 3) 18 7 {39%) 14 2 (14%) 1 (7%) 11 (79%) 0
DIARRHEA =63 Days (All) 83 12 (14%) 0.4010 12 2 (17%) 3 (25%) 7 (58%) Y
i . =49 Days (Group 1} 28 2 (7%) 2 0 0 2 (100%) 0
50-56 Days (Group 2) 17 7 (19%) 7 1 (14%) 3 (43%) 3 (43%) 0
$7-63 Days (Group 3) 18 3 (17%) 3 1 (33%) 0 2 (67%) 0
DYSPEPSIA <63 Days (All) 83 1 (1%) 0.2169 1 1 (100%) 0 0 ¢
549 Days (Group 1) 28 0 0 0 0 0 0
50-56 Days (Group 2) 37 0 0 [+] 0 0 0
57-63 Days (Group 3) 18 1 (6%) 1 1 (100%) [ 0 0
NAUSEA <63 Days (All) 83 21 (25%) 0.0692 23 2 (9%) 7 (30%) 14 (61%) 0
549 Days (Group 1) 28 3 (11y) 4 1] 1 (25%) 3 (75%) o]
50-56 Days (Group 2) 37 13  (35%) 14 2 (14%) 5 {(36%) 7  (50%) 0
57-63 Days (Group 3) 18 5 (28%) 5 0 1 (20%) 4 (80%) 0
VOMITING <63 Days (All) 83 20 (24%) 0.6742 21 1] 7 (33%) 14 (67%) 0
549 Days (Group 1) 28 5 (18%) 5 0 3 (60%) 2 (40%) 0
50-56 Days (Group 2) 37 10 (27%) 11 [¢] 4 (36%) 7 (64%) 0
57-63 Days {(Group 3) 18 5 (28%) S 0 1] 5 (100%) 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] NOS = Not otherwise specified
[3] Gestational age group was assigned by the investigator based upon menstrual history, pelvic examination and vaginal ultrasonography.
Source Data: 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: SOGOR (#29) - ) v

Gestational Total Number Fisher's
Age Number of Pts exact Number  --------------~------- Severity- ; -
Body System/Event [2} Group (3} of Pts  w/Event p-value of Events Mild Moderate Severe Unknown
PLATELET, BLEEDING & CLOTTING DISORDERS
ANY EVENT 563 Days (All) a3 1 (1%) 1.0000 1 0 0 1 (100%) 0
%49 Days (Group 1) 28 0 0 0 0 0 R [¢]
50-56 Days (Group 2) 37 1 (3%) 1 0 0 1 (100%) )
57-63 Days (Group 3) 18 0 [] 0 0 o] 4]
EPISTAXIS s63 Days (All) 83 1 {1%) 1.0000 1 0 0 1 (100%) 0
‘ . s49 Days (Group 1) 28 0 0 0 [} 0 0
50-56 Days {(Group 2) 37 i (3%) 1 0 0 1 (100%) 0
57-63 Days (Group 3) 18 0 0 0 0 0 0
REPRODUCTIVE DISORDERS, PEMALE
ANY EVENT s63 Days (All) 83 2 (2%) 0.6956 2 0 0 2 (100%) 0
£49 Days (Group 1) 28 0 [} 0 0 0 0
50-56 Days (Group 2) 17 1 (3%) 1 Q 0 1 {100%) Q
57-63 Days (Group 3) 18 1 (6%) 1 0 0 1 (100%) 0
UTERINE HAEMORRHAGE s63 Days (All) 83 2 (2%) 0.6956 2 0 0 2 (100%) 0
£49 Days (Group 1) 28 0 0 0 (] o] Q
50-56 Days {(Group 2) 37 1 (3%) 1 0 0 1 (100%) 0
57-63 Days (Group 3) 18 1 (6%) 1 0 0 1 (100%) 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) NOS = Not otherwise specified -
[3] Gestaticnal age group was assigned by the investigator based upon menstrual history, pelvic examination and vaginal ultrasonography.
Source Data: 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]
3
.

Center: SOGOR (#29)

i ' ‘Gestational Total Number Fisher's ' ’ >
Age Number of Pts exact Number  -------------------.. Severity---- --------- EEE
Body System/Event [2] Group (3] of Pts w/Event p-value of Events Mild Moderate Severe unknown
BODY AS A WHOLE - GENERAL DISORDERS .
ANY EVENT =63 Days (All) 83 70 (84%) 0.5821 155 39  (25%) 60 (39%) 56 (36%) 0
549 Days (Group 1) 28 25 (89%) 56 12 (21%) 32 (57%) 12 (21%) 0
50-56 Days (Group 2) 37 31 (84%) 69 19 (28%) 20 (29%) 30 {(43%) 0
57-63 Days (Group 3) 18 14 (78%) 30 8 (27%) 8 (27%) 14 (47%) 0
ABDOMINAL PAIN s63 Days (All) a3 69 (83%) a.8059 150 38 (25%) 56 (37%) 56 (37%) 0
, 549 Days (Group 1) 28 24  (B6%) 53 11 (21%) 30 (57%) 12 (23%) 0
50-56 Days (Group 2) 37 31 (84%) 67 19 (28%) 18 (27%) 30 (45%) o}
57-63 Days (Group 3) 18 14 (78%) 30 8 (27%) 8 (27%) 14 (47%) 0
BACK PAIN %63 Days (All) 83 1 (1%) 0.5542 1 4 1 (100%) 0 0
549 Days (Group 1) 28 1 (4%) 1 1] 1 (100%) 0 0
50-56 Days (Group 2) 37 0 0 0 0 0 0
57-63 Days (Group 3) 18 ] 0 0 0 0 0
FEVER %63 Days (All) 83 2 {2%) 1.0000 2 1 (50%) 1 (50%) 0 0
549 Days (Group 1) 28 1 (4%) 1 1 (100%) 4] 0 1}
50-56 Days (Group 2) 37 1 (3%) 1 1] 1 (100%) 0 0
57-63 Days (Group 3) 18 0 0 0 0 0 0
MALAISE %63 Days (All) 83 2 (2%) 1.0000 2 0 2 (100%) 0 0
549 Days (Group 1) 28 1 (4%) 1 0 1 (100%) 4 0
50-56 Days (Group 2) 37 1 (3%) 1 0 1 (100%) 0 0
57-63 Days (Group 3) 18 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 misoprostol or
for which the relationship was not assessed.
[2] NOS = Not otherwise specified
[3) Gestational age group was assigned by the investigator based upon menstrual history, pelvic examination and vaginal ultrasonography.
Source Data: Appendix A.1, Tables 16 and 25
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Appendix D, Table 5c (Continued)
Adwerse Events Possibly or Probably Related to Misoprostol [1] By Center

s [safety Evaluable Patients]

Center: SOGOR (#29) .- ) v . ..
b v .
i “de
Gestational Total Number Fisher's
Age Number of Pts exact Number  ----------‘-+c s Severity--------- ------ - -
Body System/Event (2] Group (3] of Pts w/Event p-value of Events Mild Moderate Severe Unknown

)

RESISTANCE MECHANISN DISORDERS

ANY EVENT %63 Days (All) 83 1 (1%) 1.0000 1 0 1 (100%) 0 0
s49 bDays (Group 1) 28 0 0 0 0 0 0

50-56 Days (Group 2) 37 1 (3%) 1 ] 1 (100%) 0 (]

57-63 Days (Group 3) 18 0 0 0 0 0 0

INFECTION 563 Days (All) 83 1 (1%) 1.0000 1 0 1 (100%) ] 0
' . %49 Days (Group 1) 28 0 0 0 0 , 0 0

50-56 Days (Group 2) 37 1 (3%) 1 0 1 (100%) 0 0

57-63 Days (Group 3) - 18 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 misoprostol or
for which the relationship was not assessed. ) -

"[2) NOS = Not otherwise specified i
{3) Gestational age group was assigned by the investigator based upon menstrual history, pelvic examination and vaginal ultrasonography.

Source Data: Appendix A.1l, Tables 16 and 25

-~
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October 18, 2060: ‘ —_—

Confidential and Privileged —
Via Hand Delivery

Division of Prescription Drug Compliance and Surveillance
Center for Drug Evaluation and Research/FDA

7520 Standish Place, Room — ‘HFD-333)

Rockville, Maryland 20855

Re: Drug Product Listing (Form FDA 2657) for Mifeprex Tablets™, 200 mg.

Dﬁar /_-——\

On behalf of Danco Laboratories LLC (Danco), enclosed herewith is the completed
Drug Product Listing (FDA Form 2657) for Mifeprex™ Tablets, 200 mg. See Tab 1. As we
discussed last week, the National Drug Code (NDC) number on the form is comprised of the
five (5) digit labeler code (64875) previously issued to-Danco by FDA, as well as a three (3)
digit code for the product (001, as the first product) and a two (2) digit code for the package
(03, for the three tablet) both of which were assigned by Danco consistent with FDA’s Drug
Registration and Listing Instruction Booklet. Thus, the NDC number, as it appears on the
final packaging, is 64875-001-03.

Also enclosed is the Mifeprex™ product carton and blister package, along with a copy
of the Danco-approved blister pack foil backer. We note that the enclosed product carton is
identical, in all respects, to the carton that will be distributed commercially. Similarly, the
blister package,_in terms of its overall configuration and relationship to the product carton,
also is identical to the blister package that will be distributed commercially. However, as we
discussed last-week, the content of the information on the foil backer of the enclosed blister
pack is an earlier version that has since been revised based upon comments received from
FDA during the review period. The revised information, as it will appear on the commercial
blister pack, is presented in Tab 2.

Finally, we note that the final package insert currently is being printed, and will be
available within the next several weeks. As we discussed last week, the text of the package
insert, which previously was reviewed and approved by FDA, now is being reformatted so

MIF 001237
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that it can be-accommodated on appropriately sized printing stock. As soon as Danco
receives and approves the final package insert, we will provide you with a copy for your
records.

Should you or your colleagues have any questions or comments regarding the contents
of this letter, please contact meat ~—____

Thank you for your prompt attention to this matter.

Very truly yours,

/S/

Enclosure )
;. — © 0CC, GCF-1 |
“— . ‘anco Laboratories, LLC
S , Danco Laboratories, LLC
o APPEARS THIS WAY
T ON ORIGINAL
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Form Approved: OMB No. 0910-0045. E_e

rlllon Duo April 30, 2001, See DMB Statemnent on Reverse.
DEPARTMENT OF HEALTH AND HUMANS SERVICES | VAME AND ADDRESS OF FIRM L ‘

LABELING REVISON
PUBLIC HEALTH SERVICE DEEEE_,Laboratories LLC CHANGE OF:
FOOD AND DRUG ADMINISTRATION [ RTE OF ADMIN {0 moication
DRUG PRODUCT LISTING L - (3 namE 1 00SE /STR 11NGR Tl
{In accordance with Public Law 92-387) | . ) orHER (Specity) bt i T ' I Il' e
I ; NATIONAL DRUG CODE
sec | s|u ! PRODUCT TRADE NAME OR CATALOG NAME +
. LABELE& PRODUCT
1 1211w} — 03 { 84 AL [ 2]
lo]1] | bnldAelddx TIIHIIIIIIHIIHIIIIIIIIIIII | IIIIIHIIIIIITIIH ol¢|yle7ls]ulo|o] /
REPORT DATE 4 TYPES OF BUSINESS PRODUCT TYPE PRODUCT DISCONTINUED BASIS OF CONCENTRATION
FDA FREE Ty Y Speciy ¥ i pecity Ior
APPLICATIONNO. | MO | BA | YR g‘ ﬁi* e E( OTHER ¢ ) | OTHER (Specit) .." [ OTHER (Specity) WHOLE NUMBERS DECIMAL | uNIT
-  [100 L3 104 108 lﬂ; 1" : "z 144 nrja)ieiinl 133 i) 114 12714 140
[ 2lol¢lelzl ol Aplolo] o[ ] 1 LLLI | L[ Lalold [ [ ] ldd ]
DOSACE IROUTES‘)F Sount mur;on =1 Pv |sectsu|§ | PACKAGE SIZE PACKAGE TYPE
[ 43| 144 347 | 140 181183 18]y erisafve srlatwize | niln ar 40 72| NOTICE: This report
R is required by law
ololx|olol s I l I l l l | l 03 ol3]3 l 8 aA KL (21 C£R 207.20)
Fadure o report can
03 rasull In imprisonment
T T K for not more than one
;f.!.:mnué.-bx:m LmasT: RECENT.. l&k@mun‘ggo #lo 3 Yot ot s o of ot
MARKETIN ‘MARKETING DA $1,000, o
MO YEAR MO | MO 1 YEAR 15 3 xn‘(:t;:&c‘,«c:,'
T T T e
FDA USE ONLY AMOUNT
sec |s|u E eT ESTABLISHED NAME OF PRODUCT AND / OR INGREDIENT(S) OR BIOLOGIC PROPER NAME, TEST OBJECTIVE / EQUIPMENT / REAGENT NAME, ETC. INGREDIENT o FTIOLE NOWBER T
6 il inninle 107 ? b ) b1l 0]a 4)
05 2 A er| 45| 7loln olo 7144
05 Z | [S|X|2| Z A | AMHYIDIR|AUS] |ClolLle]o| TIDIAIL <
os| | |7 | |elolead |s]74l4] c|44 S
os{ | |7 olvln2lolal & s
05 ClELiL |4 elols el Inrle|R] a¢iR] Y| SI7 Al 441 ZIv & L ES
05 wi %46/\4551«:" SI71£1AKIAL 71E s
05
05},
05 4
05 K
SEC |8 U] wweonrem ataamwtnt ACTUAL MANUFACTURING SITE OF THE ABOVE DRUG PRODUCT . sTATE FOREIGN COUNTRY NDC LABELER CODE SHORT NAME
1 _riwlinjze FIEL “ier ujn ] &) “les "
Q7 w\‘v;
Q7
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#HFD-2 05—

From:
Subject: RU-486
To:

_D>

I solicited all documents relating to RU-486 from staff in the Division
of Prescription Drug Compliance and Surveillance, HFD-330, Office of
Compliance, CDER. Attached,are copies of documents.

—_————— HFD-330

APPEARS THIS ‘WAY
ON ORIGINAL
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_ DEPARTMENT OF HEALTH & HUMAN smwcm\m\ Pubhic Meann Services -

Food ang Drug Administration
Rockvile MD 20857

June 30, 1993

Edward 8. Kornrxeich, Esq.
Chair, Committee on Medicine and Law
The Association of the Bar
of the City of New York
42 West 44th Street
New York, New York 10036-6650

Dear Mr. Xoruvreich:

This is in response to your letter of May 24, 1993, to

Dr. Kessler concerning President Clinton’s Jauuary 23, 1993,
samorandunm which directed Secrestary Shalala to assess initiatives
to promote the testing, licensing, and manufacturing ia the
Uaited States 0f RU-486 (mifepristone) and tu disect the rood ana
Drug Administration (FDA) to reassess whether RU-486 qualifies
for importation under FDA’S personal use importatiom policy.
Specifically, you requested information about the slLatus of the

latter,

In accordance with the President’s January 22 memoraudum, FDA is
reassessing whether RU-486 might qualify for importation undex —
FDA’s perscnal use importation policy and whether the inport

alext ghould de rescinded. The Agency plans to make a

recomnendation on this {ssue this pummer. The lawsuit to which

vou referred, Bepntey v. Xesgler, remains pending in federal

district court.

Please be assured that we, tco, firmly believe in the principle
that women should have equal access to justice. The protections
of the Federal ¥ood, Drug, and Cosmetic Act apply to all women
and men in this country.

Dr. Kessler has stated that because abortion is legal in the
United States, if RU-4B6 is a pafe and effective alternative to
surgical abortion, women in this country should have access to
that drug. We have encouraged the manufacturer of RU-486 to
subnit a new drug applicatieon to FDA 30 that we can assess its
safety and efficacy. In accordance with the Presideat’s
January 22 memorandum, we bave continued to assess initiatives
cuucezning licensing, testing, and manmufacturing of RU-486 in
this countxy.

As you may be aware, the manufacturer of RU-486 has agreed to
license the drug to the Population Council, a non-profit
scientific and technical organization, for testing and
aistribution in the United States and to transfer the technology

L- KornNRe 4};;1 p- RU-486

C HReN
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Page 2 -~ Rawayd 8. rornreich, Esq.

pacensary for P
gtated its inote

- ."

roducing the drug. The pcpulation Council has

4

ation to begin a clinical tzial to test

the drug

in the United states and to mova a8 soon as possible to submit a

new drug applic

Thank you for e
impoxrtant issue

MIF 001243

ation to ths Agency.

xpressing you
L X

sincerely yours,

/S/
-t —

r organigation’s views oun these

to the Commiggioner
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. THE ASSOCIATION OF THE 8AR ! 4
. OF THE CITY OF NEW YORK

" AWEST 44TH STRERT R EC E]VED

NEW YORK, NY. 10034-8690

| - MITTEE ON MEDIGINE AND LAW /73,“:

EDWARD S. KORNREICH TP m. cacsel
1588 QROADWAY m“%;kn_ 250 PARK AVENUE
NEW YORK. N, 16038 : STy YoRK, NY. 1077
@212) 969-3385 (212) 36v-4751
FAX # (212) 960-2000 FAX # (212) 8610950

May 24, 1993

Honorable David A. Kessler

Commissioner ¢f Food and Drugs (HF- 1)

Food and Drug Administration

Rocm 14-71

8600 Fishers Lane X
Rockville, MD 20857 ‘ ‘

Re: RU-466€
Dear Dr. Kessler:

As chair of the Committee on Medicine and lLaw of the
Association of the Bar of the City of New York, I write to
request 3 report on the status ©f your aygency's reconsideration
of the Bush administration’s prior decision to exclude the
abortifacient prescription drug RU-486 from the FDA’s exemption
allowing individuals to import a three-months’ supply of an
unapproved new drug for a serioug medical condition where the
drug presents nc significant health hazard.

As you-know, President Clinton signed an executive
ordexr on January 22, 1593 directing the FDA to reconsider the
decision not to-allow RU-486 to qualify for the personal use
exemption. We are not aware that this directive has been
implemented to date.

Based on our committee’s gtudy of the underlying facts,
we do not perceive a raticnal basis for the exclusion of RU-486
from this exemption (see the decision in Beptom v, Kessler, No.

MIF 001244 g 3‘530' v
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Honoradble David A. Kesaler
May 14, 1993 -
?ag. .

Ccv-92-3161 (B.D.N. Y., July 14, 1992)). Moreovexr, the exclusion
appears unwarranted in light of the principle that women should
have equal access to justice.

We look forward to hearing from you.

ESK/vp

cc: Honorable Donna B. Shalala
Honorable Daniel P. Moynihan
Honorable Bdward M. Kennedy -
Honorable Heary A. Waxman \
Hoporable John A. Dingell

APPEARS THIS WAY
ON ORIGINAL
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April 1, 1992
/-—-‘-n .'4,

A

Dear ———"

This replies to your letters to Dr. Kessler, Commissioner, Food
and Drug Administration (FDA) concerning your complaint with
RS61443 use in a clinical trial.

We regret any incident that may have occurred during the time you
were part of the trial. Perhaps if we give you some background
information about people taking part in clinical trials, you will
have a better understanding of the part that the FDA plays in the
drug approval process.

" Basically, FDA wants to be sure that the welfare of participants
in clinical studies will be protected and that the studies will
be planned and carried out by qualified experts. Drug sponsors
arrange with physicians and hospitals to actually conduct the

- studies. ,

- Institutions engaged in research involving humans will generally
. have their own Institutional Review Boards (IRB's) to review work
- done on the premises or elsewhere by the staff of the
institution. FDA's IRB and informed consent regulations ensure
that research subjects are informed and willing participants and
that their health and safety are not unnecessarily endangered.
As you are aware, informed consent is obtained and documented
from each subject or the subject's legal representative.

However, taking part in a research project does not waive the
subjects legal right to privacy, because study records are
confidential. For this reason, we are not in a position to
disclose information on drug studies. Usually the names of
individual subjects are not needed by FDA -- only results of the
study. s

As an additiomral comment, the prescribing and administering of
_ medications by or on order of a physician is considered the
. practice of medicine which is a State, not a Federal, function.
- You may wish to contact the appropriate State licensing
, authority.

. We have enclosed the booklet, "New Drug Development in the United

© States," which will provide more detailed information concerning
the drug approval process.

-MIF 001246
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We hope that this information has been responsive to your

request.

Enclosure

cc:

Sincerely yours,

Consumer Safety Officer
CDER Executive Secretariat Staff (HFD-8)
Center for Drug Evaluation and Research

HFD-1:9202-0051

HF-43:9201751 pre;9200232

HFA-224
HFD-8/C
HFD-8:

t3/18/92

Init: ~———:3/30/92
Edit: ~———————= :3/23/92

F/T:wb:3/30/92

Log #:027-016-C2 and 043-022-C2
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American Nurses Association -

Full Name: Pam Hagan

Job Title: Director

Company: American Nurses Assoaatmn

600 Maryland Avenue, SW, Suite 100 W’

Washington, DC 20024-2571

Bus: (202) 651-7059

Bus Fax: (202) 651-7434

E-mail: phagan@ana.org

Web Page: http://www.ana.org

Categories: Breast Implants, Cancer, Dietary Supplement, Family,
Food Labeling, General, Nursing, Women

American Pharmaceutical Association

Full Name: John A. Gans, PharmD

Job Title: Executive Vice President

Company: American Pharmaceutical Association
2215 Constitution Avenue, NW

Washington, DC 20037-2985

Bus: (202) 429-7567

Bus 2: (202) 628-4410

Bus Fax: (202) 429-6300

Web Page: http://www.aphanet.org
Categories: General, Pharmacy

American Psychiatric Association
Full Name: Darrel Regier, MD

Job Title: Deputy Medical Officer

Company: American Psychiatric Association

1400 K Street, NW, 3rd Floor

Washington, DC 20005-1234

Bus: (202) 682-6238

Bus Fax: (202) 789-1874

Web Page: http://www.psych.org

Categories: Gen Fax, General

American Public Health Association

Full Name: Mohammed Akhter, M.D., M.P.H.

Job Title: Executive Director

Company: American Public Health Association

800 I Street, NW

Washington, DC 20001

Bus: (202) 777-2742

Bus Fax: (202) 777-2532

Web Page: http://www.apha.org

Categories: Dietary Supplement, Family, Food Labeling, Gen Fax,
General

Amerlcan Somety‘for Reproductlve

Full Name: Sean T'lpton

Job Title: Govermment Relations Manager

Company: American Sodiety for Reproductive Medicine
409 12th Street, SW, Suite 203

Washington, DC 20024

Bus: (202) 863-2494

Bus Fax: (202) 484-4039

Categories: Family, General

MIF 001250

American Society of Consultant
Pharmacists

Full Name: R. Tim Webster

Job Title: Executive Director

Company: American Society of Consultant Pharmacists

1321 Duke Street

Alexandria, VA 22314-3563

Bus: (703) 739-1300

Bus Fax: (703) 739-1321

Web Page: http://www.ascp.org

Categories: General, Pharmacy

American Society of Health-System
Pharmacists

Full Name: William Zellmer

Job Title: Deputy Exexutive Vice President

Company: American Society of Heaith-System Pharmacists
7272 Wisconsin Avenue

Bethesda, MD 20814

Bus: (301) 657-3000

Bus Fax: (301) 664-8877

Web Page: http://www.ashp.com

Categories: General, Journal Editors

Assocnatlon of Reproductlve Health
Professmn 5

Full Name: Wayne Shlelds

Job Title: President

Company: Association of Reproductive Health Professions
2401 Pennsylvania Avenue, NW, Suite 350

Washington, DC 20037

Bus: (202) 466-3825

Bus Fax: (202) 466-3826

E-mail: wshield@arhp.org

Web Page: http://www.arhp.org

Categories: Family, General, Women

Association of Women's Health,
Obstetrical & Neonatal Nurses

Full Name: Karen Kelly Thomas, Ph.D., R.N.C.

Job Title: Director

Company: Association of Women's Health, Obstetrical & Neonatal
Nurses

2000 L Street, NW, Suite 740

Washington, DC 20036

Bus: (202) 261-2400

Bus Fax: (202) 728-0575

Categories: Breast Implants, Family, General, Nursing, Women

Institute of Medicine'
Full Name: Susanne Stoiber

Job Title: Executive Officer
Company: Institute of Medicine

2101 Constitution Avenue, NW
Washington, DC 20418

Bus: (202) 334-2177

Bus Fax: (202) 334-1694
Categories: Family, Gen Fax, General

10/5/00
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National Association of Nurse-
Practitioners and Women's Health
Full Name: Susan Wysocki, RN.C. ~ )

Job Title: President LY
Company: National Association of Nurse Practitioners and Women's
Health

503 Capitol Court, NE, Suite 300

Washington, DC 20002

Bus: (202) 543-9693

Bus Fax: (202) 543-9858

Categories: Family, General, Nursing, Women

National Consumers League

Full Name: Linda Golodner

Job Title: Executive Director

Company: National Consumers League

1701 K Street, NW, Suite 1201

Washington, DC 20006

Bus: (202) 835-3323

Bus Fax: (202) 835-0747

Web Page: http://www.naticonsumersleague.org
Categories: Consumers

National Medical Association

Full Name: Dr. Lorraine Cole

Job Title: Executive Director

Company: National Medical Association

1012 10th Street, NW

Washington, DC 20001

Bus: (202) 347-1895

Bus Fax: (202) 842-3293

Web Page: http://www.nmanet.org

Categories: Breast Implants, Cancer, Family, Food Labeling, Gen Fax,

General, Women

Public Citizen Health Research Group

Full Name: Sidney M. Wolfe, M.D.

Job Title: Director

Company: Public Citizen Heaith Research Group
1600 20th Street, NW.

Washington, DC 20009

Bus: (202) 588-1000 -

Bus Fax: (202) 588-7796

Web Page: http://www.healthfinder.gov
Categories: General -

MIF 001251
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Alan Guttmacher Institute .

Full Name: Sara Seims

Company: Alan Guttmacher Instltute
120 Wall Street .

New York, NY 10005 .
Bus: (212) 248-1111
Bus Fax: (212) 248-1951
Web Page: http://www.agi-usa.org

3.

American Association of University
Women

Full Name: Nancy Zerkin

Company: American Association of University Women
1111 16th Street, NW

Washington, DC 20036

Bus: (202) 785-7700

Bus 2: 202-326-AAUW

Bus Fax: (202) 872-1425

Web Page: http://www.aauw.org

Americans United for Life

Full Name: Clark Forsythe

Job Title: President

Company: Americans United for Life
Bus: (312) 492-7234

Bus Fax: (312) 492-7235

Business and Professional Women's/USA

Full Name: Gail Schafer

Company: Business and Professional Women's/USA
2012 Massachusetts Avenue, NW

Washington, DC 20036

Bus: (202) 293-1100

Bus Fax: (202) 861-0298

Web Page: http://www.bpwusa.org

Categories: Business, Women

Christian Coalition of America:
Full Name: PatRobertson =~

Job Title: President

Company: Christian Coalition_of America

499 South Capitol Street, SW, Suite 615
Washington, DC 20003

Bus: (202) 479-6900 T

Bus Fax: (202) 479-4260

Web Page: http://www.cc.org

Church Women United
Full Name: Tiffany Heath

Company: Church Women United

100 Maryland Avenue, NE, Room 100
Washington, DC 20002

Bus: (202) 544-8747

Bus Fax: (202) 544-9133

Web Page: http://www.churchwomen.org
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Disability Rights Education and Defense
Fund

Full Name: Patrisha Wright

Job Tile: Director of Governmentai Affairs
Company: Disability Rights Education and Defense Fund
2212 Sixth Street

Berkeley, CA 94710

1629 K Street, NW, Suite 803

Washington, DC 20006

Bus: (510) 644-2555

Bus 2: (202) 986-0375

Bus Fax: (510) 841-8645

Oth Fax: (202) 775-7465

Web Page: http://www.dredf.org

Feminist Majority Foundation, The

Full Name: Jennifer Jackman

Company: Feminist Majority Foundation, The
1600 Wilson Boulevard, Suite 801

Arlington, VA 22209

Bus: (703) 522-2214

Bus Fax: (703) 522-2219

Web Page: http://www.feminist.org

Feminists for Life of America

Full Name: Serrin Foster

Job Title: President

Company: Feminists for Life of America
733 15th Street, NW, Suite 1100
Washington, DC 20005

Bus: (202) 737-3352

Bus Fax: (202) 737-0410

Web Page: http://www.feministsforlife.org

HADASSAH Department of Women s

FuII Name Dale Mlntz MPA CHES

Job Title: National Director, Women's Health
Company: HADASSAH Department of Women's Health
50 West 58th Street

New York, NY 10019

Bus: (212) 303-8094

Bus Fax: (212) 303-7486

E-mail: dmintz@hadassah.org

Web Page: http://www.hadassah. org/WHealth
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Jacobs Institute for Women's-Health

Full Name: Martha Romans

Job Title: Executive Director -
Company: Jacobs Institute for Womgn's, Health
409 12th Street, SW . )
Washington, DC 20024-2188

Bus: (202) 863-4990

Bus Fax: (202) 488-4229

Oth Fax: (202) 554-0453

E-mail: mromans@acog.org

Web Page: http://www.jiwh.org

MANA: A National Latina Organization

Full Name: Alma Morales Riojas

Company: MANA: A National Latina Organization
1725 K Street, NW, Suite 501

Washington, DC 20006

Bus: (202) 833-0060

Bus Fax: (202) 496-0588

Web Page: http://www.hermana.org

National Abortion Federation

Full Name: Stephanie Mueller
Company: National Abortion Federation
1755 Massachusetts Ave., NW, #600
Washington, DC 20036

Bus: (202) 667-5881

Mobile: (202) 277-5882

Bus Fax: (716) 779-4397

Web Page: http://www.prochoice.org

National Abortion Federation

Full Name: Jessica Waters

Company: National Abortion Federation
1755 Massachusetts Ave., NW, #600
Washington, DC 20036

Bus: (202) 667-5881

Web Page: http://www.prochoice.org

National Abortion Rights Action League
Full Name: Kate Michelman _

Job Title: President

Company: National Abortion Rights Action League

1156 15th Street, Suite 700 T.

Washington, DC 20005

Bus: (202) 973-3000

Bus 2: (202) 973-3032 Media Relations

Bus Fax: (202) 973-3096

Web Page: http://www.naral.org
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National Asian Pacific Legal Consortium

Full Name: Karen K, Narasaki

Job Title: Executive Director

Company: National Asian Pacific Legal Consortium
1140 Connecticut Avenue, NW, Suite 1200
Washington, DC 20036

Bus: (202) 296-2300

Bus Fax: (202) 296-2318

Web Page: http://www.napalc.org

National Asian Women's Health
Organization

Full Name: Mary Chung

Job Title: President

Company: National Asian Women's Heaith Organization
250 Montgomery Street, Suite 1500

San Francisco, CA 94104

Bus: (415) 989-9747

Bus Fax: (415) 989-9758

Web Page: http://www.nawho.org

National Black Women's Health Project

Full Name: Julia R, Scott

Job Title: President

Company: National Black Women's Heaith Project

600 Pennsylvania Avenue, SE, Suite 310

Washington, DC 20003

Bus: (202) 543-9311

Bus Fax: (202) 543-9743 -
Web Page: http://www.blackfamilies.com

National Coalition of Hispanic Human
Health Services

Full Name: Jane Delgado

Job Title: President

Company: National Coalition of Hispanic Human Health Services
1501 Sixteenth Street, NW

Washington, DC 20036-1401

Bus: (202) 387-5000

Bus Fax: (202) 265-8027 v

Web Page: http://www.hispanichealth.org

National Congress of American Indians
Full Name: Jo Ann Chase

Company: National Congress of American Indians

1301 Connecticut Ave., NW, Suite 200

Washington DC 20036

Bus: (202) 466-7767

Bus Fax: (202) 466-7797

Web Page: http://www.ncai.org

National Council of Jewish Women
Full Name: Ivy Miller

Company: National Council of Jewish Women
National Office

53 West 23rd Street, 6th Floor

New York, NY 10010

Washington Office

1707 L Street, NW, Suite 950

Washington, DC 20036

Bus: (212) 645-4048 , Ext. 152

Bus Fax: (212) 366-9135

Web Page: http://www.ncjw.org
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National Council of La Raza -

Full Name: Yanera Cruz Gonzales
Company: National Council of La R3za
1111 19th, NW Suite 1000 ..
Washington, DC 20036 :
Bus: (202) 776-1715

Bus Fax: (202) 776-1792

Web Page: http://www.nclr.org

National Council of Negro Women

Full Name: Jane Smith

Job Title: President and CEQ

Company: National Council of Negro Women
633 Pennsylvania Avenue, NW

Washington, DC 20004

Bus: (202) 383-9134

Bus Fax: (202) 737-9182

Oth Fax: (202) 737-0746

Web Page: http://www.ncnw.com

National Organization for Women

Full Name: Patricia Ireland

Job Title: President

Company: National Organization for Women
1000 16th St., NW, #700

Washington, DC 20036

Bus: (202) 331-0066

Bus 2: (202) 628-8669

Bus Fax: (202) 785-8576

Web Page: http://www.now.org

National Partnership for WOmen &
Families

Full Name: Judith Litchman

Job Title: President

Company: National Partnership for Women & Families
1875 Connecticut Avenue, NW, Suite 710

Washington, DC 20009

Bus: (202) 986-2600

Bus Fax: (202) 986-2539

Web Page: http://www.nationalpartnership.org

National Right to Life Committee:
Full Name: Laura Echeevarria_

Job Title: Director

Company: National Right to Life Committee

419 7th Street, NW, Suite 500 — -

Washington, DC 20004

Bus: (202) 626-8800 - )

Bus Fax: (202) 347-3119 ‘

Web Page: http://www.nric.org

National Women's Health Network

Full Name: Cynthia Pearson

Job Title: Executive Director

Company: National Women's Health Network

514 10th Street NW, Suite 400

Washington, DC 20004

Bus: (202) 347-1140

Bus Fax: (202) 347-1168

Web Page: http://www.womensheaithnetwork.org
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National Women's Law Center

Full Name: Marcia Greenberger
Company: National Women's Law Center
11 Dupont Circle, NW, #800

Washington, DC 20036

Bus: (202) 588-5180

Bus Fax: (202) 588-5185

Web Page: http://www.nwic.org

NOW Legal Defense and Education Fund

Full Name: Juliana Grant

Company: NOW Legal Defense and Education Fund
395 Hudson Street

New York, NY 10014

Bus: (212) 925-6635

Bus Fax: (212) 226-1066

Web Page: http://www.nowldef.org

NOW Legal Defense and Education Fund

Full Name: Kathy Parrent

Job Titte: Director of Communications

Company: NOW Legal Defense and Education Fund
395 Hudson Street

New York, NY 10014

Bus: (212) 925-6635

Bus Fax: (212) 226-1066

E-mail: kparrent@nowildef.org

Web Page: http://www.nowldef.org

Planned Parenthood Federation of
America:

Full Name: Kim Lafferty

Job Title: President

Company: Planned Parenthood Federation of America

810 Seventh Avenue

New York, NY 10019

Bus: (212) 541-7800

Bus Fax: (212) 247-6453
Web Page: http://www. plannedparenthood org

Sometyfor Women's Heéltl_j Research,

Full Name: Phyllis Greenberger

Job Title: Executive Director

Company: Society for Women's Health Research, The
1828 L Street, NW, Suite 625

Washington, DC 20036

Bus: (202) 223-8224

Bus 2: (202) 223-7009

Bus Fax: (202) 833-3472

Web Page: http://www.womens-heaith.org
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American Academy of Family-Physicians

Full Name: Susan Hildebrandt

Job Title: Assistant Director, Washiggton Office

Company: American Academy of Family Physicians

2021 Massachusetts Avenue, NW -

Washington, DC 20036

Bus: (202) 232-9033

Bus Fax: (202) 232-9044

Web Page: http://www.aafp.org

Categories: Breast Impiants, Cancer, Dietary Supplement, Food
Labeling, Gen Fax, General, Women

American Academy of Nurse Practitioners

Full Name: Dr. Jan Towers

Job Title: Director of Government Affairs, Practice & Research
Company: American Academy of Nurse Practitioners

P.O. Box 40130

Washington, DC 20016

Bus: (202) 966-6414

Bus Fax: (202) 966-2856

Web Page: http://www.aanp.org

Categories: Family, Gen Fax, General, Nursing, Women

American Academy of Physuaan

Assmtants

Full Name: Greg Thomas

Job Title: Vice President, Clinical Affairs and Education
Company: American Academy of Physician Assistants
950 North Washington Street

Alexandria, VA 22314-1152

Bus: (703) 836-2272

Bus Fax: (703) 684-1924

Web Page: http://www.aapa.org

Categories: Family, General

American Assoc1at|on of CrltlcaI-Care:‘ .
Nurses

Full Name: Sarah Sanford, RN, MA, CNAA, FAAN

Job Title: Chief Executive Officer

Company: American Association of Critical-Care Nurses
101 Columbia

Aliso Viejo. CA 92656-1491

Bus: (949) 362-2000

Bus Fax: (949) 362-2020

Web Page: http://www.accr.org ~

Categories: Cancer, General, Nursing

American Colle ‘
Physicians. = - .-

Full Name: Gordon Wheeler

Job Title: Director of Public Affairs, Washington

Company: American College of Emergency Physicians

1111 19th Street, NW, Suite 650

Washington, DC 20036

Bus: (202) 728-0610

Bus Fax: (202) 728-0617

Web Page: http://www.acep.org

Categories: Family, Gen Fax, General
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American College of OB-GYN

Full Name: Ralph Hale

Job Title: Executive Director

Company: American College of OB-GYN

409 12th Street, SW

Washington, DC 20090-6920

Bus: (202) 863-2534

Bus Fax: (202) 863-1643

Web Page: http://www.acog.com

Categories: Breast Implants, Cancer, Family, Food Labeling, Gen Fax,
General, Women

American College of Physicians-ASIM

Full Name: Joseph E. Johnson, III, M.D., FACP
Job Title: Senior Vice President

Company: American College of Physicians-ASIM
190 N. Independence Mall West

Philadelphia, PA 19106-1572

Bus: (215) 351-2690

Bus Fax: (215) 351-2759

Web Page: http://www.acponline.org

Categories: Cancer, Family, Food Labeling, General

American Hospital Association:

Full Name: Alicia Mitchell

Job Title: Asst. Director of Media Relations
Company: American Hospital Association

325 Seventh Street, NW

Washington, DC 20004

Bus: (202) 638-1100

Bus Fax: (202) 626-2345

Web Page: http://www.aha.org

Categories: Breast Implants, Gen Fax, General

American Medical Association

Full Name: Margaret Garikes

Job Title: Director, Division of Federal Affairs

Company: American Medical Association

1101 Vermont Avenue, NW, 11th Floor

Washington, DC 20005

Bus: (202) 789-7409

Bus Fax: (202) 789-4581

Web Page: http://www.ama-assn.org

Categories: Breast Implants, Cancer, Dietary Supplement, Family,
Food Labeling, Gen Fax, General, Women

American Medical Women's Association

Full Name: Eileen McGrath

Job Title: Executive Director

Company: American Medical Women's Association

801 N. Fairfax Street, Suite #400

Alexandria, VA 22314

Bus: (703) 838-0500

Bus Fax: (703) 549-3864

Web Page: http://www.amwa-doc.org

Categories: Breast Implants, Cancer, Cosmetic, Dietary Supplement,
Family, Food Labeling, Gen Fax, General, Women
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TIM HUTCHINSON

AANANEAR

COMMITTEES:

WASHINGTON OSFICK:

278 OIRXSEN SENATE CFFICE U SING
WAIMINGTON, OC 20510

130 . 1I%)
ARMED SERVICES L

HEALTH, EDUCATION, LABCA. Eﬂnztzh 518135 521’121“

AND PENSIONS

htio/huichinsen.2onaw gor

VETERANS® AFFAIRS - WASHINGTON., DC 20510 E-maik: senatorhutchincon@hutehinson.senste.gov

October 4, 2000

The Honorable Jane Henney, M.D.
Comimissioner

Food and Drug Administration
5600 Fishers Lane

Rockville, MD 20857

Dear Dr. Heaney:

I amn writing to express my strong concerns regarding the Focd and Drug

Administration’s recent approval of the drug Mifepristone, commoniy known as RU-486.
Knowing that the mission of the Food and Drug Administration is to protect the public health by
ensuring drugs are safe and effective, I would appreciate your response to the following
questions:

e

o

A detailed report in the September S edition of the Wall Street Journal, based in part from
leaked documents from Danco Laboratories, strongly suggests that the RU-486 abortion
pill that American wormen will receive is being manufactured in China. Those documents
showed payments from Danco to an unnamed facility in China that is known to be
manufacturing the pill for consumption within China, according to the Jowrnal. As |
understand it, the FDA has not made public the identity of the: manufacturer of the
abortion pill, ostensibly because of concerns for the security of the manufacturer. Iam
not asking for the name of the manufacturer if in fact it is locited in the United States.
However, I do want to know, is the abortion pill being impor.cd from China? Is the pill
being imported from another foreign nation? If so, which naiion? If your response does
not provide an explicit answer, please cite the legal authority to withhold the information.

Under the terms of the Food and Drug Administration’s approval of Mifepristone, the
drug will be distributed to physicians who can accurately detcrmine the duration of 3
patient's pregnancy and detect an ectopic (or tubal) pregnanc:”. Physicians who prescribe
Mifepristone must also be able to provide surgical interventicn in cases of incomplete

~  sbortionor severe bleeding--or they must have made plans in advance to provide such
care through others. How does the FDA intend tc ensurs that this drug is only distributed
to the appropriate physicians?

. Would you please outline the licensure requirements and any other criteria developed by
the Food and Drug Administration for physicians who intend to prescribe and administer
Mifepristone?
ROOM 2527, FEDERAL BUILDING 101 NORTH WASHINGTON, SUITHE acs 1 EAST CENTEF. SUITE 212 AOOM 120, PEDERAL BUNDING
UTTLE RQCK, AR 71291 EL DORADO, AR 71730 FAYGTTCVILLE aR 72701 JONESBORO, AR 72401
($01) 3248226 {870) 862-8408 1359) RR2- 1935 (870) 9355022

00~ £2%
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The Honorable Jane Henney, M.D. 7
October 4, 2000 -
Page 2

. According to press reports, in early June the FDA sent Danco Laboratories a letter in
which the FDA, based on its reviews of RU-486 going back to 1996, proposed a number
) of carefully crafted regulations regarding the distnbution and usc of RU-486. The
regulations incorporated in the FDA announcement last week, however, were much
/ weaker than what had originally been proposed. What was the basis for the FDA
changing these regulations between June and September?

. Currently, the FDA requires that physicians report complications and compliance
problems to the sponsor, and then Danco Laboratories will report those instances back to
—  the FDA. Would you elaborate on this reporting requirement and how the FDA intends
to ensure that complications and compliance problems are actually reported?

. On January 22, 1993, President Clinton directed Secretary of Health and Human Services
Donna Shalsala to review the personal use import ban against Mifepristone and to assess
initiatives for the agency’s promotion of testing, licensing, and manufacturing
Mifepristone. To your knowledgg, is there any precedent for such a directive and has
President Clinton ever issued a similar one?

To what extem: did the Food and Drug Administration assist Roussel-Uclif, the original
manufacturer of Mifepristone, and the Population Council, the subsequent patent holder

// for the drug, in locating & manufacturer and distributor of Mifepristone?
/

The clinical evidence suggested that Mifepristone is 99.5 percent succegsful if used in the
first 49 days of pregnancy. Has the FDA examined the side ejfects resulting from the use
of Mifepristone during any time period beyond 49 days for both the pregnant woman and
the unborn fetus?

Thank you for your irnmediate attention to the critical matter. Considering the limited
time Congress has to cxaminc this issue during the 106™ Congress, I would ask that you provide
your answers no later than close of business on Friday, October 6, 2000. ‘

With kind regards,

Sincerely,

e

Tim Hutchinson
United States Senator

o TOTAL PAGE. B3 ek
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FAX

James M. Jeffords, Chairman

Committee on Health, Education, Labor, and Pensions
United States Senate

Washington, D.C. 20510

Telephone: (202) 2246770

FAX: (202) 2280411

Majority Health Staff

Date: 2 Octcber 2000 .\
To: - e

FAX # —

From: pirksen Lehman

Page 1 of: 2 .
Message: Joint Ltr to Senator Jeffords re. mifepristons, RU 486
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Wnited States Senate a4

- - WASHINGTON, DC 20510 /
. September 28, 2000

Honorable James Jeffords

Chairman

Senate Committee on Health, Education, Labor and Pensions
428 Dirksen Senate Office Building

Washington, DC 20510

Dear Jim:

The Foed and Drug Administration (FDA) announced this morning the approval of mifepristone,
better known as RU-486. Thig drug is designed for the termination of early pregnancy. We
share with you our concerns regarding FDA’s approval process for mifepristone and the health
and safety of the women who usc it,

As Chairman of the Senate Committee on Health, Education, Labor and Pensions (HELP), we

urge you to hold a hearing on this matter prior to the adjournment of the 106* Congress. The

FDA has 8 statutory obligation to ensure that human drugs are safe and effective for their -
intended use. In that regard, the HELP Committee has a respousibilily to the American peoplc to
guarantee that the FDA’s drug approya) process is consisient, scientifically sound and that the

drugs it approves do not jeopardize humen health and safety. Mifepristone should nog be an

exception to this standard.

We thank you for your immediate attention concerning this matter and look forward to your
timely reply.

Sincercly,
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Anited States Senate L9 PM
" WASHINGTON, DC 20510 ‘ .

September 28, 2000

. A,

Honorable James Jeffords

Chairman

Sensate Committee on Health, Educanion, Labor and Pensions
428 Dirksen Senate Office Building

Washington, DC 20510

Dear Jim:

The Food and Drug Administration (FDA) announced this morning the approval of mifepristone,
better known as RU-486. This drug is designed for the termination of early pregnancy, We

share with you our concerns regarding FDA’s approval process for mifepristone and the health
and safety of the women who use it.

As Chairman of the Senate Committee on Health, Education, Labor and Pensions (HELP), we )
urge you to hold a hearing on this matter prior to the adjournment of the 106" Congress. The
FDA has a statutory obligation to ensure that human drugs are safe and effective for their -
intended use. In that regard, the HELP Committee has a responsibility to the American people to.:
guarantee that the FDA’s drug approval process is consistent, scientifically sound and that the
drugs it approves do not jeopardize human health and ssfety. Mifepristone should not be an
exception to this standard,

We thank you for your immediate attention concerning this matter and look forward to your
timely reply.,

Sincerely,

Ts/#fa&..,
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* * * DOCUMENT/INFORMATION REQUEST * * % //

Date: September 29:_2000

From: Jesse A. Helms
' United States Senator

Subj: Concern about the approval of RU-486
and Danco deal with Communist China.
FOR YOUR INFORMATION

TO: Dr. Henney

S
T
v S
e — ey
From: — Room No:
Office of Legislation Phone No; ——

APPEARS THIS WAY
0% ORIGINAL
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Secretary's Correspondence 220
DEPARTMENT OF HEALTH AND HUMAN SERVICES

'OFFICE OF THE SECRETARY
_  EXECUTIVE SECRETARIAT
From: Jesse Helms oSt | 092120000120
Organization: Senator - North Carolina  Date on Letter: 9/18/00
City/State: WaShington DC Date Received: 9/21/00
'On Behalf Of: _ - Type: Congressional
‘Subject: Abortion Drug, RU-486. Concerns re September 5, 2000, Wall Street

Journal article, 'Abortion Pill Venture Keeps the Shadows Awaiting
Approval,' which was based, in part, on leaked internal documents

. from Danco Laboratories. Also concerned about Danco deal with
Communist China.

L

Assigned to: FDA Dep.ES: Vacant -
PC: ' - Date Assigned: 9/22/00
Action Required:  Sec Sig Date Reassigned:

Reply Due Date: 10/6/00

—
Info Copies To: ASL; ASMB; ASPA; ASPE; ; DEP; ESS; NIH; OGC; OlA;
OPHS; SAMHSA; SEC

Interim (YIN): No Date Interim Sent:
Comments:
File Index: PO-4-5 . ' ccc: —_—

APPEARS THIS WAY
ON ORIGINAL

Jo— 5710
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JESSE HELMS, NOATH CAROLINA, CHAIRMAN

RIICW G. LUGAR, INDIANA JOSEPH A. BIDEN. Jn, DELAWARE
CHUCK HAGEL, NEBAASKA PAUL 5. SARBANE S, MARYLAND
. GORDON M. SMITH, OREGON CHRISTOPHER . 0000, CONNECTICUT
AROD GRAMS, MINNESOTA JOMN £ KEARY, MASSACHUSETTS
SAM BROWNBACK, KANSAS AUSSELL 0. FEINGOLD, WISCONSIN <
e o R B LD ia United States Senate
BALL FRIST, TENNESSEE ROBERT G. TORAICELLL NEW JERSEY
LINCOLN O. CHAFEE. RHODE ISLAND . COMMITTEE ON FOREIGN RELATIONS
STEPHEN € BIEGUN, STASF DIRECTOR
EDWIN K. HALL. MINOAITY STAFE DIMECTOR WasHINGTON, DC 20510-6225
_ . = RECEIVED *~
- Sep 21,2000 14:17:47 WS# 03
3, OFFICE OF THE SECRETARY
CORRESPONDENCE
CONTROLU CENTER

September 18, 2000

The Honorable Donna E. Shalala

U.S. Secretary of Health and Human Services
200 Independence Avenue, S.W.
Washington, D.C. 20201

Dear Madam Secretary:

I don’t know whether you saw the September 5 Wall Street Journal article
(“Abortion-Pill Venture Keeps the Shadows Awaiting Approval”) which was
based, in part, on leaked internal documents from Danco Laboratories.

Danco Laboratories, by the way, has pending before the FDA a letter
seeking approval to market the RU-486 abortion pill in the United States.

I understand that Danco made a deal with Communist China for the
manufacture of the abortion pills to be sold in the United States, if FDA approval
is granted. If this is correct it raises a number of troubling questions:

(1) Is the facility in China a state-owned facility?

(2) Does the facility operate in accord with internationally recognized
standards regarding worker safety, or with coercive or slave labor?

(3) Does the management of the facility enforce the birth-quota system,
which involves'thé monitoring of all female employees’ menstrual cycles for
unauthorized pregnancies — and if so, what threats or penalties are applied to a
female employee of the facility who becomes pregnant without a permit? (For
example, is she threatened with the loss of her position unless she submits to an

abortion?)

(4) Are abortion-inducing drugs already produced by the factory utilized as

MIF 001263




part of the nationwide birth-quota enforcement system, which has been well
documented to rely heavily-on many forms of coercion?

(5) Does the-facility produce the anti-coagulation drugs that are reportedly
given to some condemned prisoners prior to their execution, in order to facilitate
immediate harvesting of their organs, which are sometimes provided to Party
officials or to foreign buyers?

(6) Does the facility produce any drugs used in the interrogation of political
prisoners?
: I hope and pray that approval of RU-486 is not forthcoming. Surely, your
Department will have to address these and other questions to be raised by many
others if the Administration should make the mistake of approving the marketing
of a Communist Chinese-manufactured abortion pill in the United States.

Sincerely,

JESSE HELMS:ggg Q‘-’M H?-Zvrw

APPEARS THIS WAY
ON CRIGIHAL
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JESSE HELMS, NOATH CAROLINA. CHAIRMAN

RICHAAD G. LUGAAR, iNDIANA JOSEPH R. BIDEN. Ja_, DELAWARE

CHUCK HAGEL. NEBRASKA PAUL S. SAABANES, MARYLANO
GORDON M. SMITH, OREGON CHAISTOPHER J. DODO. CONNECTICUT
i R CatT »
SAM BROWNSACK, X 3 QB' Eﬂ
CRAIG THOMAS. WYOMING ,
hdT o Al o nited Dtates Senate
BiLL FMST, TENNESSEE AOBERT G. TORAICELLL NEW JERSEY o :
LINCOLN D. CHAFEE, RHOOE ISLAND _ . COMMITTEE ON FOREIGN RELATIONS
STEPHEN €. BIEGUN, STAFF INRECTON . -
EDWIN K. HALL. MINORITY s‘rnf OMmECTOR WASHINGTON, DC 20510-6225
-~ RECEVED ™
Sep 21,2000 14:17:47 WS# 03
OFFICE OF THE SECRETARY
CORRESPONDENCE
CONTROL CENTER

September 18, 2000

‘ The Honorable Donna E. Shalala .
. U.S. Secretary of Health and Human Services
200 Independence Avenue, S.W.
Washington, D.C. 20201

> Dear Madam Secretary:

I don’t know whether you saw the September 5 Wall Street Journal article
(“Abortion-Pill Venture Keeps the Shadows Awaiting Approval”) which was
based, in part, on leaked internal documents from Danco Laboratories.

Danco Laboratories, by the way, has pending before the FDA a letter
seekir.g approval to market the RU-486 abortion pill in the United States.

I understand that Danco made a deal with Communist China for the
manufacture of the abortion pills to be sold in the United States, if FDA approval
is granted. If this is correct it raises a number of troubling questions:

(1) Is the facility in China a state-owned facility?

(2) Does the facility operate in accord with internationally recognized
standards regarding worker safety, or with coercive or slave labor?

(3) Does the management of the facility enforce the birth-quota system,
which involves the monitoring of all female employees’ menstrual cycles for
unauthorized pregnancies — and if so, what threats or penalties are applied to a
female employee of the facility who becomes pregnant without a permit? (For
example, is she threatened with the loss of her position unless she submits to an
abortion?)

(4) Are abortion-inducing drugs already produced by the factory utilized as
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part of the nationwide birth-quota enforcement system, which has been well
documented to rely heavily on many forms of coercion?

(5) Does the facility produce the anti-coagulation drugs that are reportedly
given to some condemned prisoners prior to their execution, in order to facilitate
immediate harvesting of their organs, which are sometimes provided to Party
officials or to foreién buyers?

(6) Does the facility produce any drugs used in the interrogation of political
prisoners? R

I hope and pray that approval of RU-486 is not forthcoming. Surely, your
Department will have to address these and other questions to be raised by many
- others if the Administration should make the mistake of approving the marketing
of a Communist Chinese-manufactured abortion pill in the United States.

Sincerely,

* JESSE HELMS:ggg Q"M HCAM

-— APPEARS THIS WAY
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DATE : SEPTEMBER 28, 2000
FROM: —————— DIVISION OF IMPORT OPERATIONS & POLICY (HFC-170)

SUBJ: CANCELLATION OF IMPORT ALERT #66-47, "AUTOMATIC DETENTION OF
ABORTIFACIENT DRUGS"

TO: IMPORT PROGRAM MANAGERS

This alert has been cancelled. Districts may refer to Import Alert #66-41 for
current guidance concerning the abortifacient product, mifepristone.

FOI: No purging required

PREPARED BY: DIOP, Operations & Policy Branch
DATE LOADED

INTO FIARS: September 28, 2000

/s/

APPEARS THIS WAY
CN ORIGINAL
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DATE: SEPTEMBER 28, éOOO
FROM: =~~~ DIVISION OF IMPORT OPERATIONS & POLICY (HFC-170)

SUBJ: REVISION OF THE ATTACHMENT TO IMPORT ALERT #66-41, "UNAPPROVED NEW
- DRUGS PROMOTED IN THE U.S."

TO: IMPORT PROGRAM MANAGERS

The following product has met the criteria for detention without physical
examination:

PRODUCT/
PRODUCT CODE SOURCE COUNTRY
Mifepristone All All

6sJ11011/
65D{] (1 (11(1]

FDA has determined that unapproved versions of mifepristone manufactured
outside the U.S. are being promoted in this country for use to end pregnancy.
Due to the risks to the safety of the user in inadequately controlled
settings, mifepristone should be considered inappropriate for release under
the Personal Import Guidance. Districts encountering entries of mifepristone
should determine whether the importer of record for the article being entered
is Danco Laboratories, LLC, New York, New York (distributor of the U.S.
approved product) or whether the article is being entered under an IND that is.
in effect. 1In such circumstances (when the articie is being imported by the
distributor of the U.S. approved product or under an IND that is in effect),
the article is outside the scope of this guidance.

(Districts should contact CDER for verification of IND status.)

Please add this product to the attachment for Import Alert #66-41.

RECOMMENDED BY: DIOP (HFC-170)
FOI: No purging required
PREPARED BY: DIOP, Operations & Policy Branch
DATE LOADED
INTO FIARS: September 28, 2000
/s/

APPEARS THIS WAY
ON ORIGINAL
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DATE:
FROM:

SUBJ:

SEPTEMBER 28, 2000

———=—————. DIVISION OF IMPORT OPERATIONS & POLICY (HFC-170)

A,

REVISION OF IMPORT ALERT #66-41, "UNAPPROVED NEW DRUGS PROMOTED IN

THE U.S."

TO:

NOTE:

This revision updates the alert into the current format.

IMPORT PROGRAM MANAGERS

changes are bracketed by asterisks (***).

TYPE OF ALERT: ***Detention Without Physical Examination (DWPE)***

(Note: This import alert comntains guidance to FDA field personnel only.

It

does not establish any requirements, or create any rights or obligations on
FDA or on regulated entities.)

PRODUCT:

PRODUCT
CODE:

PROBLEM:

***OASIS
CHARGE CODE:

***DAF :

***PAC:

COUNTRY:

MANUFACTURER/
SHIPPER:

REFERENCE:

CHARGE:

RECOMMENDING
OFFICE:

MIF 001270

Unapproved new drugs

***Saee attachment*+~*

Unapproved drugs promoted in the U.S.

UNAPPROVED* * *
AAP (Approvals) ***

56008H
6300Q1Lx*~*

All

See attachment

***Regulatory Procedures Manual Chapter 9, Subchapter

"Coverage of Personal Importations" issued 12/11/89. (Note:

. This subchapter, previcusly designated as RPM 9-71, was

issued to consolidate guidance that previocusly existed in
RPM Chapters: 9-71, "Mail Importations" and Chapter 9-72,
"Coverage of Importations Contained in Personal Baggage,"

" and the Pilot Guidance for Release of Mail Importation dated

July 29, 1988.)***

*r*Compliance Policy Guide (CPG) 120.500 (formerly 7150.10)
-gives extensive background on health fraud, and the indirect
risks of relying on unproven remedies. Health fraud has
been defined by the agency as the promotion of unproven
medical products.***

"The article is subject to refusal of admission pursuant to

Section 801(a)(3) in that it appears to be a new drug within
the meaning of Section 201(p) without an effective new drug

application (NDA) (Unapproved New Drug, Section 505(a)".]

Division of Import Operations and Policy (HFC-170)

Additional




REASON FOR
ALERT:

Media reports concerning FDA'S guidance for release of
importations for personal use have inaccurately suggested
that any unapproved drug may be imported through the mail
for personal use. The pilot guidance and subsequent
Regulatory Procedures Manual Subchapter, "Coverage of
Personal Importations," that issued is much more restrictive
than reported. The RPM subchapter provides guidance for use
in those instances in which field personnel determine that
the exercise of discretion regarding the admissibility of an
unapprcved drug might be appropriate. The guidance is by
its very terms discretionary, and does not provide anyone
with a right to import any drug.

The guidance provides that release of an unapproved drug for
personal use may be appropriate if, among other
considerations, the drug is intended for a serious condition
for which effective treatment may not be available
domestically either through commercial or clinical means,
and it is not considered to represent an unreasonable risk.
The guidance is intended to apply only to: (1) persons who
have received treatment in a foreign country with an
unapproved drug which is not available in the United States,
and who, upon returning to the United States, have imported
the drug for their personal use in an effort to continue the
treatment started abroad; and (2) persons who have made
their own arrangements for obtaining an unapproved drug from
foreign sources, when the drug has not been promoted in the
United States.

***When there is evidence of promotion of unapproved drugs
to persons in the United States, the products should be
considered for detention. Evidence of promotion may consist
of soli-itations for mail orders, press releases,
advertising materials, and other public announcements that
are directed to persons residing in the U.S.***

***The subchapter of the RPM on coverage of personal
importations provides guidance for FDA personnel on when it
is appropriate to recommend import alerts involving
unapproved products likely to be imported for personal use.
Such recommendations are appropriate when an unapproved
product represent a health fraud, as defined in CPG 120.500

~ or an unapproved foreign product is promoted for mail-order

shipments. Thus, the field may recommend an import alert
‘when an unapproved product poses either a direct health rick

-—or indirect health risk.*=**

GUIDANCE:

SPECIAL NOTE:

MIF 001271

-Districts may detain without physical examination any
unapproved drug listed in the attachment.

***Districts may also detain without physical examination
any other unapproved drug that fails to meet the
discretionary release criteria in the RPM. When detained
products that appear to meet these criteria and are not
listed in the attachment, districts should forward
documentation to DIOP for consideration for inclusion in
this alert.*=*~ '

Districts should continue to enforce, as appropriate,
related import alerts restricting fraudulent, dangerous, and



FOI:

KEYWORDS :

PREFARED BY:

DATE LOADED
INTO FIARS:

MIF 001272

commercial unapproved drug importations.

No purging required.

New drugs, unapproved new drugs

DIOP, Operations and Policy SDWG: HFC-172,

September 28, 2000

/s/
A —
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ATTACHMENT TO IMPORT " ALERT #66-41

- Unapproved new drugs that may be subject to DWPE

. 2

Note: The full attachment identifying the products that may be subject to
this guidance was not reissued with the text revision of this alert.

APPEARS THIS ‘WAY
0N ORIGINAL
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(202) 736-3608{(fax)

FACSIMILE TRAN$MISSION

September 27, 000
, |

T
Please deliver 1o: ——— : ‘(f) ®
From: Nancy L. Buc _(202) 736-3608 ___(H _(202) 736-3610 _ (©)

Total Pages (including cover sheet): __2

Sender’s Direct Dial

COMMENT:

APPEARS THIS WAY
ON ORIGINAL}

THE INFORMATION HEREBY TRANSMITTED IS PRIVILEGED AND/OR CONFIDENTIAL,
AND IS INTENDED ONLY FOR THE USE OF THE/RECIPIENT(S) NAMED ABOVE. IF THE
READER OF THIS MESSAGE IS NOT AN INTENDED RECIPIENT OR THE EMPLOYEE OR
AGENT RESPONSIBLE TO DELIVER THIS TO ANJINTENDED RECIPIENT, YOU ARE
HEREBY NOTIFIED THAT ANY DISSEMINATION, DISTRIBUTION OR COPYING OF THIS
COMMUNICATION 1S STRICTLY PROHIBITED. I YOU HAVE RECEIVED THIS
COMMUNICATION IN ERROR, PLEASE IMMEDIATELY NOTIFY US BY TELEPHONE
AND RETURN THE ORIGINAL COMMUNICATIOFJ TO US AT THE ABOVE ADDRESS BY

MAIL. )
THANK YOU.

If you do not receive legible copies of all pages, pleasq:;call (202) 736-3600.
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LAST SUCCESSFUL PAGE 203
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Date: 9/27/2000 11:52

From: \/
Subject: France Experience
To: See Below

In today's session, one guestion was:

) . A, :
What percentage of abortions in France are medical, if overall the total
numbers did not change?

The total number of abortions in France has remained stable at around
180,000 per vear. Currently, about 33% of these are medical using mife
and misoprostol.

When the above medical regimen was first approved, during that first
year, about 10% of abortions were done medically and 90% were surgical.

——

To: (0C)
To: —_———

To: (oC)

APPEARS THIS WAY
ON ORIGIHAL
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& Population Council

Sandra P. Arnold *- -

Vice President
Corporate Affairs

September 27, 20110

Office of Drug Evaluation I[I
Division of Reproductive and
Urologic Drug Products (HFD-580)
Attention: Dacument Control Room 17B-20
Center for Drug E.valuation and Research
Food and Drug Administration
5600 Fishers Lane _ ' -
Rockyville, MD 21857 ' '

Re: NDA 20-687 Mifepristone 200 mg Oral Tablets;
Amendment 067; Revisions to Package Insert and
Prescriber’s Agreemepnt/Order Form

I am enclusing a revised package insert and a revised Prescriber’s Agreement/Order

Form. In accordince with telephone discussions today about training opportunities, we have

deleted the penultimate paragraph (beginning - wnder DOSAGE AND

ADMINISTRATION in the package insert, the last paragraph of text (beginning ———

") in the Prescrilrer’s Agreement, and the —

a -

Sincerely,
)]
L—«J’\’\ ) ﬁ'fv.—ﬂ/u
Sandra P. Arnold APPEARS THIS WAY

ON ORIGINAL

‘ One Dag Hammarskiold Plaza, New York, New York 10017
M\F 001278 Telephone: (212) 339-0663  Facsimlle: (212) 980-37T10  Emall: sarnold@popcouncil.org hup:/ferww.popecouncti.org



-o-.,-'“é"""«.—..‘o-

DEPARTNENT OF HEALTH AND HUMAN SERVICES
T PUBLIC HEALTH SERVICE
--FOOD AND DRUG ADMINISTRATION
CENTER FOR DRUG EVALUATION AND RESEARCH
OFFICE OF THE CENTER DIRECTOR
EXECUTIVE OPERATIONS STAFF
TELEPHONE NUMBER ————
FAX NUMBER |

DATE: _4- 20D

TO:

TELEPHAONE NUMBER: ___——

FAX NUMBER: __— - L

FROM: e

TELEPHONE NUMBER: _—

TOTAL NUMBER OF PAGES: _3 _ (Excluding Cover Sheet)

COMMENTS: -

APPEARS THIS 'NAY
ON CRIGINAL

THIS DCCUMENT IS INTENDED ONLY FOR THE USE OF THE PARTY TO WHOM IT IS ADDRESSED AND MAY CONTAIN
INFORMATION THAT iS PRIVILEGED, CONFIDENTIAL AND PROTECTED FROM DISCLOSURE UNDER APPLICABLE LAV, IF
YOU ARE NOT THE ADCRESSEE. YOU ARE HEREBY NOTIFIED THAT ANY REVIEW, DISCLOSURE, DISSEMMINATION, COEYING
OR OTHER ACTION BASED ON THE CONTENT OF THIS COMMUNICATION IS NOT AUTHORIZED. IF YOU HAVE RECEIVED THIS
DOCUMENT £:d ERRUR. PLEASE IMMEDIATELY NOTIFY US BY TELEPHONE AND RETURN [T TO US BY MAIL. THANK YCU.
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BEST POSSIBLE COPY

(Kaiser Family Foundation, National Survey of Views of Women’s Health Care
Provicders: An Update on Mifepristone,

htep://www kff.org/éontent/2000/20000613a/Toplines . pdf.)

The government cannot treat abortion and abortificients differently than comparable
procedures and drugs without a compelling reason for doing so (Greenville Women's
Clinic v. Bryant, 66 G. Supp. 2d 691 (D.S.C. 1999), appeal argued, No. 99-1319 (4™ Cir.
Jan 27, 2000).

The Supreme Court has long recognized that the exercise of medical judgment by a
licensed physician is sufficient to ensure that an abortion is safely performed, and that
any additional barriers beyond licensure of the woman’s physician are therefore improper
obstacles to a woman’s exercise of her right to privacy (Doe v. Bolton, 410 U.S. 179,
197-200 (1973)). Any special requirements imposed on physicians who prescribe
mefepristione - like certification in ultrasonography use of possession of hospital
admitting privileges — would impermissibly interfere with this zone of protected medical
judgment.

American Medical Women's Association: copy of their Journal issue on Medical
Abortions. They find no medical rationale for encumbering distribution.

Against restrictions, and concerned about unwarranted implications for limitations. Will
other drugs, such as those used in chematherapy and ulcer treatment that have the
possible side effect of inducing abortions, be similarly regulated?

Effect on Other Uses

Since mifepristone has anti-glucocorticoid action, it may point to new treatments for such
diseases as depression, Alzheimer’s, and other conditions related to elevated cortisol
levels. It has been found to be an effective treatment for Cushing’s Syndrome.

foepnstone has uses in treating other conditions, such as Parkinson’s dnsease Will all
its uses require the same restrictions?

RUA496 used in conjunction with tamoxifen improves the chance for long-term survival.

It seems to me that for a drug which has shown signs of aiding in the fight against ovarian
cancer, fibroid tumors, meningoma, and endometriosis to be held hostage to social
conventions is outside the role of the FDA.

Mifepristone shows promise as a possible treatment for ovarian cancer, endometriosis,
fibroid tumors, meningioma, and some types of breast cancer, and in assisting labor
induction.

Preliminary results of mifepristone for treating fibroid tumors suggest it is quite effective
at relieving symptoms and reducing tumor size by 50 percent.

MIF 001280




This proposed restriction is a source of concern for brain tumor advocates like the North
American Brain Tumor Coalition. FDA's proposed course of action will mean that these
patients will continue to be deprived of access to mifepristone. FDA authority does not
extend to practice of medicine. Once a drug has been approved, physicians may
prescribe it for other uses, based on medical judgment. This practice is of critical
importance in oncology, where FDA approvals of new indications cannot match the pace
of scientific progress.

Against Registry

Many indicate concern that a registry of physicians would provide a target for terrorism.

Against Follow-Up Study

As far as a required follow up study — that is a gross violation of the privacy rights of
women and confidentiality with their doctors. If anything, it should be voluntary.

Safety Concems

An [owa woman participating in the U.S. trials in 1994 nearly bled to death. In addition,
nausea, diarthea, vomiting, and painful cramping are quite often side effects. Also
infection and heart palpitations. Unknown long-term effects. Impact on future
pregnancies.

_— APPEARS THIS WAY
ON ORIGINAL
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FAX COVER SHEET

DIVISION OF DRUG MARKETING, ADVERTISING AND COMMUNICATIONS
CENTER FOR DRUG@ EVALUATION AND RESEARCH
FOOD AND DRUG ADMINISTRATION

Date: September 26, 2000

To: " Nancy L. Buc
Buc & Beardsley
919 Eighteenth Street, NW
Suite 600
Washington, DC 20006-5503

Phone: 202-~-736-3610 Fax: 202-736-3608

From:
No. of Pages without coversheet: 4

Phone: — (Surveillance and Enforcement)

Fax:

TRIS DOCUMENT 18 INTENDED ONLY FOR THE USE OF THE PARTY TO WHOM IT IS ADDRESSED
AND MAY CONTAIN INFORMATION THAT IS PRIVILEGED, CONPIDENTIAL AND PROTECTED PROM
DISCLOSURE UNDER APPLICABLE LAW. If you are not the addrsssse, or a person
authorized to deliver the document to the addressees, you are hereby notified that
any review, disclosure dissemination, copying, or other action based on the
content of this communication is not authorized and may be in violation of law.

If you have received this document in error, pleass immediately notify us by
telephone and return it te us by U.S. mail to: HFD-240; 5600 Fishers Lane,
Rockville, MD 20857,
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NANCY L. BUC
BUC & BEARDSLEY

BESTPOSSIBLECopy =2
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@? Population Council

Sandra P. Arnuld

Vice President -
Cormporate Affairs

September 26, 2000

e

Office of Drug Evaluation IIl

Division of Reproductive and

Urologic Drug Froducts (HFD-580)
Anenrion: Docunient Control Room 17B-20
Center for Diug Jivaluation and Research
Food and Drug Administration
5600 Fishers Lane
Rockville, MD 21857

Re: NDA 20-687, Mifepristone 200 mg. Oral Tablets;- | ‘ -
Amendment 1)67; Post-approval Commitments; Debarment Certification ‘

Dear

We agree 10 submit the protocols for the Phase IV studies within 6 months,of approval
of this NDA. I am attaching an updared debarment certification starement.

Sincerely,

. Wu O/b/\-m/gt//,/j

Sandra P. Aroold

APPEARS THIS WAY
ON ORIGINAL

o One Dag Hammarskiold Plaza. New York, New York 10017
Telephone: {212) 339-0643  Faceimile: {212) 580-3710  Emaif: ssrnold@popeouncii.org htepu/rwww popeouncil.org
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~ Mifepristone
NDA No. 20-687

GENERIC DRUG ENFORCEMENT ACT OF 1992
CERTIFICATION STATEMENT

The Population Council hereby certifies that it did not and will not use in any capacity the
services of any person debarred under section 306 of the Federal Food, Drug, and Cosmeuc Act
in connection with this application.

Signed: Jzﬁ,&_,«./ Cgbwéo(/ | | Date: %j/a

SRNORSR FCLILD, VICE PLESIDENT™

Th:e Popularion Council

o APPEARS THIS WAY
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September 26, 2000

———

1 ‘

’: Office of Drug Evaluation III

# Division of Reproductive and P
Urologic Drug Products (HFD-580) ORIG "-‘McNDh‘EN'F
Attention: Document Control Room 17B-20 -,

- Center for Drug Evaluation and Research - D (

Food and Drug Administration

5600 Fishers Lane

‘Rockville, MD 20857

Ad0) 31418504 1538

Re: NDA 20-687, Mifepristone 200 mg Oral Tablets;
endmen + Revision to Package

Dear

I am enclosing a revised package insert. In accordance with telephone d&cussions on

September 25, it revises the second sentence under Table 2 so that " . . —_—

" is replaced by " . . .have been reported after ex_ﬁosure during the

first trimester. "
Sincerely, -
[d - PAl],

Sandra P. Amold | e
] . T ,_h.—-. v

w
[Nt I

3] AU AT g
C‘l :.*«\L

L emn oo —
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ROUTING SLIP
GENERATED BY: HFW-1
DATE: SEP 25, 2000

FDA CONTROL NUMBER:iOD 5922 TRACER #: 0S #:

DATE OF CORRESPONDENCE: 09/25/00 DATE INTO FDA: 09/25/00

TO: JANE E HENNEY HF-1

FROM: THOMAS J BLILEY, HOUSE, COMMITTEE ON COMMERCE

SYNOPSIS: CMTE WANTS ALL INFORMATION RELATING TO THE DRUG MASTER FILE AND

INSPECTION REPORTS CONCERNING
SHANGHAI HUALIAN PHARMACEUTICAL CO.

LEAD OFFICE: HFW-1 HOME OFFICE: HFW-1
CONTACT /PHONE#:
COPIES: HFW-1
HFW-1
HFW-1
HFW-1 -
COORDINATION: '

SIGNATURE REQUIRED: ASSOCIATE COMMISSIONER FOR LEGISLATION

REFERRALS FROM HFW-1

ASSIGNED TO ACTION DUE DATE
HFW-1 PREPARE DIRECT REPLY 09/27/00
REMARKS: CMTE WANT INFORMATION FOR PREPARATION OF THE 10/3/00. IF

QUESTIONS CONTACT ALAN SLOBODIN AT 202-225-2927.

APPEARS THIS WAY
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PUBLIC ADVOCATE FOR THE CITY OF NEW YORK

MARK GREEN
Public Advocate

September 22, 2000

Jane Henney, M.D.

Commissioner of Food and Drugs
U.S. Food and Drug Administration
5600 Fishers Lane

Rockville, MD 20857

Re: RU-486

Dear Dr. Henney:

Earlier this week Planned Parenthood of New York City, NARAL-New York, the
Access Project and Physicians for Repraductive Health and Choice joined me in
convening a public hearing in New York City on pending action by the Food and Drug
Administration on mifepristone, also known as RU-486.

Allowing New York women access to this safe and effective drug has been a
priotity of mine for a nearly a decade. As NYC Consumer Affairs Commissioner in the
early 1990s, I worked closely with then Mayor David N. Dinkins to bring RU-486 to the
United States. We convened roundtable discussions with reproductive and medical
experts and religious leaders. We created a coalition of two dozen pro-choice mayors
from around the country who together urged the president of the French company that
controlled the patent on the drug to allow it to be exported here for testing. The coalition
also wrote to then President George Bush urging him to take the drug off the import black
list. We were unsuccessful until the first month of President Clinton’s presidency, when
he persuaded the French manufacturer to transfer its patent so clinical trials in the U.S.
could begin.

So I was pleased this summer to hear that this non-surgical option might soon be
available to American women considering having an abortion — and also concemed about
the restrictions on access to RU-486 that the FDA is said to be considering. We called
the hearing to explore whether these restrictions were medically necessary and whether
they would bave unintended effects that could hurt rather than help women. We heard

1 CENTRESTREET NEW YORK,NY 10007 TEL. (212) 669-7200  FAX:(212) 669-470}
mgreen@pubadvocate.nyc.gov TTY: (212) 669-7438 €6C0R
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Page Two
Jane Henney, M.D.
September 22, 2000

that the restrictions are not necessary, go far beyond the restrictions that apply to other
drugs, and seriously undercut the main benefits of RU-486: wide accessibility of abortion
and privacy.

As you approach the deadline for final action, I hope you will consider the
enclosed summary and full testimony from our hearing on RU-486. I am pleased to
submit it on behalf of the hearing panel made up of Jo Ivey Boufford, M.D., Dean of the
Robert F. Wagner School of Public Service at New York University; Allan Rosenfield,
M.D., Dean of the Mailman Schoo! of Public Health at Columbia University; Victor W,
Sidel, M..D., President of the Public Health Association of New York City; and me.

Given that the FDA deemed RU-486 “safe and effective” four years ago and it has
been used widely abroad, it is past time for the FDA to approve RU-486, RU-486 should
be treated like any other drug. Once it’s approved for use, any physician should be able
to prescribe it when he or she judges it medically appropriate. Afterall, doctors are not
required to be heart surgeons in order to prescribe cholesterol-reducing medication.

RU-486 can help put reproductive choice where it belongs — in the hands of

wormen and their doctors. Please do not allow ideology to supplant science.

Sincerely,

Made

Mark Green

ce: Donna E. Shalala
Sarah Kovner

APPEARS THIS WAY
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- ‘ - Public Hearing Summary:

The Impact of Possible FDA Restrictions
On the Distribution and Use of RU-486

Convened by Mark Green
Public Advocate for New York City

September 19, 2000
City Hall, New York City

Introduction
On September 19, 2000, New York City Public Advocate Mark Green convened a

public hearing on the current status and future of the abortion pill mifepristone, more

commonly known as RU-486.

Press and other reports suggest that RU-486 is on the verge of approval for use in
the United States with potentially onerous, unprecedented restrictions inposed on its
availability. The hearing was called to allow the leading medical and legal experts in the
City and State of New York to go on the record regarding the safety, ¢fficacy and
availability of RU-486.

The téstimony from the hearing demonstrates that: RU-486 is safe and effective;
the need for RU-486 has not diminished since a decade ago when public health officials
and abortion providers began trying to secure its approval and marketing rights in the
U.S; a vaniety of health care professionals are qualified to provide medical abortion; and

-1
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increased anti-abortion activity and clinic violence make this not just a safe and early

option for wonter, but vital to ensuring women'’s constitutional right to abortion.

Twelve medical and legal experts testified before a hearing panel made up of
NYC Public Advocate Mark Green; Jo Ivey Boufford, M.D., Dean of the Robert F.
Wagner Graduate School of Public Service at New York University; Allan Rosenfield,
M.D., Dean of the Mailman School of Public Health at Columbia University; and Victor
Sidel, M.D. Distinguished University Professor of Social Medicine at Montefiore
Medical Center and Albert Einstein College of Medicine and President of the Public

Health Association of New York City.

This document summarizes the testimony presented at the heanng.

Safery Issyes: the Safety and Efficacy of RU-486

Eric Schaff, M.D., Univeraity of Rochester’s Mifepristone Trials

Linda Prine, NLD., Family Practitioner and Planned Parenthood Abortion Provider
Carolyn Westhoff, M.D., Columbia College of Physicians and Surgeons, and the
Mailman School of Public Health

Laura MaclIsaac, M.D., Albert Einstein College of Medicine

MIF 001291



The med};al cxperfs onthe panel testified that there is vast and compelling
evidence that RU-486 is both safe and effective as an abortifacient and that New York
women who have used mifepristone are very satisfied with the experience and results. In
addition to the half a million European women who have used the drug, rigorous clinical
trials have been conducted in the U.S. These trials led the FDA to pronounce

mifepristone safe and effective in March of 1996 and again in February of 2000.

Dr. Eric Schaff testified that since 1996 he has participated in six multi-center
U.S. clinical trials of the mifepristone-misoprostal drug combination to terminate the
pregnancies of more than 6,600 women. The trials found the two-drug intervention to be
effective approximately 95% of the time when administered early in the pregnancy. Over
90% of the women in the trials found the procedure acceptable and would choose this
method again if they were pregnant. Side effects from the drugs were common, but were

acceptable to women.

New York women’s experience tracks national statistics: 96% of women who
were part of the U.S. clinical trials said they would recommend it to others and more than
90% said they would choose it again if necessary (Archives of Family Medicine, 1998).

Dr. Linda Prine addressed the proposed FDA restriction that would require that
only doctors trained to perform surgical abortions be allowed to provide medical
abortions for reasons of “safety.” Dr. Prine is a family physician and also a surgical
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abortion provider at Planned Parenthood of New York City, and spoke from experience.
Family pmctitioﬁgrs often initiate treatment for patients who in the end may need more
specialized care. For example, a family physician may prescribe medication for a patient
with heart pain. If more extensive treatment, such as surgery is needed later, the family
practitioner refers the patient to a cardiac surgeon. Family practitioners deliver babies
but may not be trained to perform caesarean sections; if a caesarian is necessary, the
doctor would make a referral to an obstetrician/gynecologist. Knowing when to refer a
patient to a specialist is a standard part of a family practitioner’s medical training and
routine. Medical abortion would be no different. Said Dr. Prine: “If the proposed
requirement tﬂat medical abortion providers be trained in surgical abortion were applied
to other areas of medicine, a primary care doctor would not be able to treat a patient for
heart pain with medication or deliver a baby."”

Dr. Carolyn Westhoff, Medical Director of New York Presbyterian Hospitals
family planning and abortion services , has worked closely with Dr. Schaff throughout
the clinical trials and agreed with his testimony. She rarely encounters cmeréencies with
either medical or surgical abortion patients and believes that the rate of complications is
very similar with either method of abortion. An additional study at her clinic of patient
satisfaction with both surgical and medical abortion investigated how patients felt
physically, enrotionally and psychologically both before they underwent the abortion and
several weeks to a month following. The results were similar for both abortion
techniques. Medical and surgical abortion patients showed equal inprovement
immediately after and a month after abortions. “Therefore”, said Dr. Westhoff, “I think
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it is very important that we should all accept mifepristone as a great option for women to

have as soon as-possible.”

Dr. Laura Macléaac, an obstetrician/gynecologist in private practice, director of
family planning and abortion services at Albert Einstein College of Medicine and former
medical director at Planned Parenthood of New York City, gave her perspective as a busy
clinician performing the ful] range of obstetrician/gynecologist services but being

particularly well educated and skilled in the provision of abortion services.

One of Dr. Maclsaac’s main concerns is that if the restrictions on mifepristone
become unwieldy the entire benefit of giving her female patients the chance to make
abortion choices early will be removed, at the risk of patient safety. The longer 2 woman
waits to obtain an abortion, the higher the morbidity associated with the procedure. Dr.
Maclsaac concluded: “The availability of mifepristone will change the whole dialogue
about fertility awareness for the general obstetrician/gynecologist physician and her
patients by encouraging wormen to make their pregnancy decisions early an& by that

virtue in itself, far safer than anything we do now."

Access Issugs: Scientific Evidence Regarding Restrictions on Egrly Non-

Surgic ortion

MIF 001294



Lawrence Lader, Abortion Rights Mobilization
Joan Malin, Planned Parenthood of New York City, Inc.
Steven Tamarin, M.D., Physicians for Reproductive Choice and Health

Virginia Reath, RP.A., M.P.H., Access Project

Women need greater access to abortion services. The shortage of abortion
providers nationwide and the marginalization of abortion outside the scope of women’s
basic health care needs have had a dramatic impact on the health and well-being of
women and their families. Mifepristone has the potential to expand access to abortion by
giving women another medical option. Because mifepristone can induce abortion
without surgery, it can be provided in almost any health care setting, and it can be safely =
administered not only by obstetrician/gynecologist but also by family doctors and mid-
level providers like physician’s assistants and nurse practitioners. If mifepristone is
approved with appropriate safeguards and without unnecessary restrictions, it will have a

profound impact on women'’s lives by expanding who provides abortion services and

where.

Joan Malin, president of Planned Parenthood of New York City, testified that
based on inquires about PPNYC’s training programs for RU-486 providers, medical
professionals want to be able to offer the medical abortion option. This reflects national
trends: A recent survey by the Kaiser Family Foundation (June 2000) found that about
one third of gynecologists and family practice physicians who don't provide surgical
abortions said they would be “likely” to prescribe mifepristone to their patients who
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request it. This would significantly increase the availability of abortions - especially

early abortions.™

In addition, restricting RU-486 administration privileges to physicians - and only
physicians who perform surgical abortions would eliminate the opportunity for greater

access to carly abortion.

Planned Parenthood of New York City, Inc. believes that physician’s assistants,
nurse practitioners and other mid-level providers have the skills and clinical training
needed to prescribe RU-486. Planned Parenthood has found that patient counseling is the
most important skill that a clinician must have to administer medical abortion safely and -
effectively. Providers must be able to clearly communicate to wornen how to be |
participants in the process. Women need to know how and when the medications work,
possible side effects, how to manage them, and when to seek follow-up care. These
patient counseling skills and all other competencies needed to administer mifepristone
effectively are skills that physician’s assistants, nurse practitioners and othéf mid-level

providers use in other aspects of their work and are well within their scope of practice.

Secand, requiring that physicians who provide mifepristone be trained in surgical
abortion is also a.significant problem. Although providers of medical abortion must have
surgical back-up arrangements, there is absolutely no reason for them to have surgical
abortion experience, any more than there is reason for physicians prescribing ulcer

medication to have training in gastric surgery.
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In addition, requiring that the provider of mifepristane-induced abortion practice
medicine more a?gtonomoﬁsly than other medical provi&ers represents an unprecedented
intrusion on medical practice in the absence of any clinical evidence that such restrictions
are needed. Dr. Sfeve Tamarin, Board Member of Physicians for Reproductive Choicé
and Health, pointed out that this proposed restriction appears to require the establishment
of new mechanisms for certification of providers of surgical abortion that are not justified

for a procedure that is both one of the most common and one of the safest in medicine.

Lawrence Lader, president of Abortion Rights Mobilization (ARM), touched on
the additional conditions for which RU-486 may be useful for treattment. In addition to
the clinical trials of RU-486 that ARM oversees and that Dr. Schaff reported on earlier in '
the hearing, an ARM research project uses RU-486 to treat fibroid umors, which are a
major medical problem for women. The early results of these tests are highly
encouraging. But it is difficult to test the use of RU-486 in treating fibroids, cancer and

other conditions with the drug still awaiting approval.

“So long as mifepristone can be offered in the privacy of 2 doctor’s office or the
anonymity of 2 primary care clinic (where there are generally no protesters), the pool of
potential providers is huge. However, if the FDA enacts the surgical-only and physician-
only reslricti-ons‘, this potential pool of providers would disappear,” testified Idan Malin
of PPNYC. “Medical abortion with mifepristone would be no more accessible than

surgical abartion is now. For women living in the 42% of New York counties with no
abortion provider, that would be very disappointing news."”
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Legal and Policy Issues: The Integrity of the Regulgtory Process and the Importance
of Precedent -

Simon Heller, Center for Reproductive Law and Policy
Donna Lieberman, NYCLU Reproductive Rights Project

Kelli Conlin, National Abortion and Reproductive Rights Action League-NY

Nancy Millar, National Organization for Women

Placing inappropriate restrictions that are not medically called for on the delivery -
system for RU-486 would conflict with the Roe v. Wade Supreme Court decision
establishing women'’s right to abortion, the goveming language of the Food and Drug

Administration and the laws of the State of New York.

According to Siman Heller, a lawyer with the Center for Reprodu&ive Law and
Policy, without compelling ovidence to justify restrictions on physicians beyond
thorough training and licensure, additional barriers and restrictions to abortion place
improper obstacles to a woman’s ability to exercise her right to privacy and a safe

abortion. Said Mr. Heller:

Access to abortifacients is cloaked with strong constitutional protection
under the rights to privacy and equal protection of the laws. Accordingly,
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the govenuneht and the FDA cannot impose restrictions on abortion
access ufiless those restrictions further governmental interests in maternal
’ health or potential life. Rather they threaten the health of women seeking
abortions by greatly decreasing, if not entirely eliminating the increase in,
the availability of abortion providers that would attend the approval of

mifepristone without distribution restrictions.

Donna Lieberman, Director of the New York Civil Liberties Union’s
Reproductive Rights Project, pointed out that the FDA itself has said, “Congress did not
intend the (FDA] to interfere with medical practice . . . {or] to regulate the practice of
me&icine as between the physician and the patient.” (Quoted in F7C v. Simeon
Management Corp.) A restriction that imposes special training and experiential
requirements on medical professionals who seek to prescribe mifepristene, in essence,
regulates the practice of medicine. Regulation of the practice of medicine is a matter for
the states. Nothing in the FDA’s authorizing statute empowers the agency to impose such
restrictions. To the contrary, it is well established that “the FDA does not ﬁavc
jurisdiction to regulate the administration of a drug by a physician.” (Quoted in Simeon)
Indeed, the FDA itself recognizes that “the physician may, as part of the practice of
medicine, lawfully prescribe a different dosage for his patient, or may otherwise vary the
conditions of use from those approved in the package insert,” without obtaining FDA

approval. (Quoted in Simeon)

Furthermore, testified Ms. Lieberman, New York, like every other state, has its
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own legislation that governs who can practice medicine and to what extent. In order to
combat a healtlhicare providcr shortage, New York approved certain clinical roles for
Physician Assistants, Nurse Midwives, and Nurse Practitioners. These advanced
healthcare practitioners have extensive medicel training and wide-ranging scopes of
practice that depend largely on their practice agreements with supervising or
collaborating physicians. In addition, they are authorized to prescribe and dispense a
broad range of medicine under New York law. She said: “The FDA does not have the
authority to regulate RU-486 in 2 manner that would impinge on the ability of Physician
Assistants, Nurse Midwives and Nurse Practitioners to serve their patients under the

authority granted to them by the State.”

A representative of the National Abortion and Reproductive Rights Action
League - New York recapped RU-486's politically difficult road to approval in the U.S.
and concluded by pointing out that the FDA is a government agency charged with
neutrality, responsible for making decisions based on need, safety and efficacy, not
popular opinion, emotion or organized pressure. ‘However, if one reviews the long,
fraught journey of mifepristone through the FDA, it becomes clear that the main

character of this story is not reason but politics,” said a representative speaking for Kelli
Conlin, president of NARAL-NY.

In the discussion it was noted the experience with RU-486 in other countries,
which do not have the onerous restrictions proposed by the FDA indicates that these

restrictions are not needed for the safe and effective use of RU-486.
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